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ABSTRACT

Breast implants can fail, regardless of manufacturer, and the probability of failure
increases with time since implantation. This phenomenon is true for all types of implants
used in humans. In most cases, breast implant failure appears to be without identifiable
health consequences for the patient with the exception of possible local complications.

The question asked of the SCENIHR is: Are the breast implants manufactured by PIP
more prone to failure than those of other manufacturers, and what are the consequences
to health, if any, from PIP implant failures?

In view of the nature and reliability of the available data on breast implants overall and
the urgency of an Opinion from the SCENIHR on PIP silicone breast implants in particular,
the focus of attention in this initial response is on the following aspects:

e Physical and chemical properties of the PIP silicone breast implants, where
accessible

e Findings of the effects of PIP implant contents in the required safety tests, where
available

e Reports of incidents of PIP implant failures, where available

It should be noted that PIP silicone breast implants have been found to vary considerably
in composition and, as a result they are likely to vary substantially in performance
characteristics. No clear temporal trend of implant problems has been identified for PIP
silicone breast implants. Consequently it is very difficult to identify a truly representative
PIP implant for testing purposes.

i) Physical and chemical properties

The available evidence indicates that many PIP silicone breast implants were
manufactured from industrial grade silicone of lower quality than medical grade
silicone. This appears to be associated with a higher content of low molecular weight
components. As a consequence of the migration of these components it is reasonable
to conclude that the shell might be weakened and that components could leak into
the surrounding tissue. Tests conducted by the French Authorities on the physical
integrity of a sample of PIP silicone breast implants indicated weaknesses in PIP
shells not found in other commercially available implants.

i) Toxicity tests findings

To date, few studies aimed at evaluating the toxicity of the contents of PIP silicone
breast implants have been conducted using the tests specified for assessing the
safety of grade IlIl medical devices (which includes breast implants). The tests that
were performed are designed to assess cytotoxicity, irritancy and genotoxicity.
Medical grade silicone gels used in other breast implants gave negative results in
these tests.

In the case of the contents of the PIP silicone breast implants, tests for cytotoxicity
and genotoxicity were negative. However, an in vivo test for irritancy was positive.
This indicates the potential for inducing local irritancy (which may manifest as sore
and/or enlarged local lymph nodes or sensation in the breast) when the silicone gel is
released from the implant. The form that local irritancy might take will depend on the
amount released, the duration of exposure and other local conditions. The
implications of this positive result in an irritancy test, for women with PIP silicone
breast implants are currently uncertain and further investigation is required.

ifi) Incident reports
It is important to note that clinical breast examinations alone have little sensitivity for

detecting implant rupture. If there are clinical signs of adverse effects, then a
diagnostic work-up is mandatory.



There are cases reported suggesting that PIP silicone breast implants may have a
higher failure rate in the first few years after implantation compared with those from
other breast implant manufacturers. There are also a few case reports that ruptured
PIP silicone breast implants may be associated with a higher incidence of swollen and
painful lymph nodes in the axilla, the groin, the neck and the mediastinum.

The limited clinical data, along with the absence of epidemiologic data on PIP silicone
breast implants provide insufficient evidence to warrant a conclusion that women with
PIP silicone breast implants have a greater risk to their health than women with
breast implants from other manufacturers. In regard to breast implants in general
there is, , a reasonable number of large, good-quality studies showing no increase in
any cancer type or connective tissue disease among women with standard silicone
breast implants (including women with ruptured implants). However, in the case of
PIP implants, when the limited available clinical information is taken together with the
findings from tests of the physical and chemical properties of the shell and silicone,
and of the in vivo irritancy test, some concerns are raised about the safety of PIP
silicone such breast implants as the possibility for health effects cannot be ruled out.

Further work is proposed to establish with greater certainty the health risks, if any,
that may be associated with PIP silicone breast implants.

Keywords: PIP breast implants, implant failure, safety evaluation, toxicity, silicone

Opinion to be cited as:

SCENIHR (Scientific Committee on Emerging and Newly ldentified Health Risks), Breast
implant failure, 1% February 2012
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EXECUTIVE SUMMARY

1)

2)

3)

4)

5)

The SCENIHR has been asked to address the potential risks from PIP breast implants
because, according to the findings of the French Health Authorities, the French
manufacturer (Poly Implant Prothése; abbreviated as “PIP”) made use of low-quality
material (industrial silicone). In such an assessment, it is important to compare the
available information with findings for breast implants from other manufacturers.

Important difficulties in making such an assessment are:

a) The number of patients in the individual member states is unknown due to patient
tourism and poor record keeping by the manufacturers of PIP silicone breast
implants;

b) Reporting of breast implant failure and of related adverse effects on health is not
obligatory. Consequently, reported incident rates are unreliable. However, even
for silicone implants of standard quality, reoperations are needed eventually for a
high number of patients.

There is no indication from the available data that the group of women who have had
PIP silicone breast implants differ significantly from the group having implants from
other manufacturers. Overall around 80% of all breast implantations are performed
for cosmetic reasons and about 20% for reconstructive purposes. A minor fraction of

implantations involve women with congenital malformations.

There are various methods to identify implant failure. It is important to note that
clinical breast examinations alone have little sensitivity for detecting implant rupture.
If there are clinical signs of adverse effects, then a diagnostic work-up is mandatory.
A clinical examination is therefore likely to miss implant rupture in the absence of
positive signs. There is international agreement among professional radiologists and
reconstructive and aesthetic surgeons that Magnetic Resonance Imaging (MRI) is the
most accurate modality to detect ruptures. A meta-analysis has estimated the overall
sensitivity to 78% (95% CI, 71%-83%) and the overall specificity was 91% (95% ClI,
86%-949%). Ultrasonography is the second best imaging modality for detecting
ruptures. However, ultrasonography is less precise and more dependent on the
human operator than MRI. Mammography is even less useful.

Silicone breast implants can fail, regardless of manufacturer, and the probability of
failure increases with time since implantation. This phenomenon is true for all the
types of implants used in the human body. Most breast implants seem to be rather
durable for the first 6-8 years, whereafter the risk of rupture increases. For third
generation implants a general rupture risk 10%—-15% within 10 years of implantation
seems to be an appropriate estimate. Implants with more cohesive silicone seem to

have lower risk of rupture.



6) The reported frequency of local complications among silicone breast implant

7)

recipients generally ranges between 17% and 36%. Additional surgery after primary

implantation as a result of these complications has been reported to range from 10 to

30%. Capsular contracture is the most frequent reason for additional surgery in

women with breast implants with frequencies ranging from 2% to 23% in recent

reports. Other complications include pain, haematoma and infection.

Other possible healths effects of silicone breast implants that have been investigated

in epidemiological studies include:

a)

b)

9

d)

e)

f

9)

Lymphoma: A causal link between breast implants and lymphoma has not been
established.

ALCL: A very rare type of lymphoma, the Anaplastic Large Cell Lymphoma (ALCL)
has been found in the scar capsular tissue around breast implants in 60 patients
globally. According to the US Food and Drug Administration (FDA), there might be
a minimally increased risk to develop this tumour for patients with breast
implants.

Breast cancer and other cancers: Several high-quality studies have been
conducted and they have provided clear evidence against an increased risk of
breast cancer or any other type of cancer. An increased risk of lung cancer found
in some studies appears to reflect a higher frequency of smoking among women

with implants.

Connective Tissue Diseases (CTDs): Although there were initial reports of
associations with various forms of connective tissue disease, subsequent, large-
scale epidemiologic investigations provided consistent evidence against these

claims.

Effects on offspring: There were a few early case reports of children born to or
breastfed by women with silicone breast implants who developed swallowing
difficulties, irritability, nonspecific skin rashes, fatigue, and other symptoms.
However, subsequent epidemiologic studies of these issues found no evidence of

an association.

Immunological effects: Occasionally foreign body reactions have been reported in
a small number of women with breast implants.

Suicide and psychological issues: It is a consistent observation that the population
of women with cosmetic breast implants exhibits a two- to three-fold higher rate
of suicide than similar-aged women in the general population.



8) The risk factors for breast implant failure may be identified as:
a) Physical and chemical features of the implant;
b) The implantation procedure;
c) Time since the implantation;
d) Patient specific factors, e.g., accidents.
9) This Opinion draws on three sources of data, namely,
a) An extensive search of the published literature;

b) Information provided by some Member States, in particular France, and other
national authorities;

¢) Incident reports collected by the IPRAS (International Confederation for Plastic
Reconstructive and Aesthetic Surgery) network.

Because of the urgency of a Scientific Opinion from the SCENIHR, the Committee
could only consider the readily available data. The SCENHIR is aware that PIP silicone
breast implants have been found to vary considerably in composition and, as a result,
are likely to vary substantially in performance characteristics. No clear temporal trend
of implant problems has been identified for PIP silicone breast implants.
Consequently, it is very difficult to identify a truly representative PIP implant for risk

assessment purposes.

10)The data available on PIP are inevitably limited at this stage. The focus of attention in

this initial response is on the following aspects:

a) Physical and chemical properties of the PIP silicone breast implants, where
available;

b) Findings of the effects of PIP implant contents in some required safety tests,
where available;

¢) Reports of incidents of PIP implant failures, where available.

11) Physical and chemical properties: The more recent PIP silicone breast implants in
common with those of other manufacturers comprise a single envelope/shell. The
implants consist of an outer highly cross linked elastomer shell filled with a gel withmore
limited cross linking. In common with those of most other manufacturers, PIP silicone
breast implants were manufactured using the polymer polydimethylsiloxane, also known
as silicone. The chemical reaction resulting in gel formation must be controlled because
it governs the degree of crosslinking. The more variable this reaction is the greater is the
variation of the content of volatile and/or low molecular mass components in the implant



(gel and shell). Use of industrial grade silicone, along with a lesser control of the cross
linking process, appears to be associated with a higher content of low molecular weight
components in PIP silicone breast implants. As a consequence of the migration of these
components, it is reasonable to conclude that the shell might be weakened and that
components could leak into the surrounding tissue. Tests conducted by the French
Authorities on the physical integrity of a sample of PIP silicone breast implants indicated
weaknesses in PIP shells not found in other commercially available implants.

12) Findings in Toxicity tests: A range of assays are available for toxicity testing. For
implant devices with which there will be prolonged contact with the patient the most
extensive toxicity testing is needed with end-points including cytotoxicity, sensitization,
irritation, acute and subchronic systemic toxicity, genotoxicity, and implantation tests.
Additional tests may be indicated by the risk assessment that is performed of a certain
medical device/constituent and these may include biodegradation and toxicokinetic
studies, chronic toxicity, carcinogenicity, immunotoxicity, neurotoxicity and
reproductive/developmental toxicity. To date few studies aimed at evaluating the toxicity
of the contents of PIP silicone breast implants have been conducted using tests specified
for assessing the safety of grade |1l medical devices. The tests that have been performed
are designed to assess cytotoxicity, irritancy and genotoxicity. Medical grade silicone gels
gave negative results in these tests. In the case of the contents of the PIP silicone breast
implants, tests for cytotoxicity and genotoxicity were negative. However, an in vivo test
for irritancy was positive. This indicates the potential for inducing local irritancy when the
silicone gel is released from the implant. Any effects will depend on the amount released,
the duration of exposure and other local conditions. The implications of this positive
irritancy test result for women with PIP silicone breast implants are currently uncertain

and further investigation is required.

11)Incident reports: There are cases reported suggesting that PIP silicone breast
implants may have a higher failure rate in the first few years after implantation
compared with those from other breast implant manufacturers. There are also case
reports indicating that PIP silicone breast implants may be associated with a higher
incidence of swollen and painful lymph nodes not only in the axilla but also in the
neck, the groin and the mediastinum, after rupture but sometimes even without

rupture.

The limited and selective clinical data along with the absence of epidemiologic data
specifically on the PIP silicone breast implants provide insufficient evidence to warrant
a conclusion whether these implants pose hazards not identifed among women with
implants of standard quality. In particular, the data preclude a conclusion whether
women with PIP silicone breast implants have greater risks to their health than
women with breast implants from other manufacturers. However, when the limited
available information is taken together with the findings from tests of the physical
and chemical properties of the shell and silicone, and of the in vivo irritancy test,
some concerns are raised about the safety of PIP silicone breast implants. The
possibility for health effects cannot be ruled out.

10



12)The SCENIHR is asked to identify the generic risks and benefits of various actions that
might be taken to address these concerns. As noted above there are obvious
difficulties in providing scientifically based advice because:

a) Regardless of the manufacturer, the failure rate of an implant increases over
time;

b) For many women, it is uncertain whether their breast implant is a PIP
manufactured implant;

c¢) Simple clinical examination alone is unlikely to identify those patients with a
leaking/ruptured implant.

d) Many PIP silicone breast implants have been inserted by surgeons who are not
qualified in plastic surgery. This might be a source of higher failure rates among
their patients.

13) It is important to identify, as far as possible, high-risk categories of patients based on
the identified risk factors noted above. Key factors including manufacturer, duration
of implant in the body of the patient, patient symptoms, and psychological state have
been identified. However, these criteria are insufficiently established at present as
regards PIP silicone breast implants and a patient-by-patient approach is therefore
required. It is important that the potential risks identified in this opinion are
considered in the light of the risks involved in prophylactic explantation.

A controlled prophylactic explantation definitely carries less risk than an explantation
after rupture or after the onset of symptoms of inflammation and/or
lymphadenopathy. Considering the reduced stability of the shell of PIP silicone breast
implants, it is possible that the implant will have to be exchanged for most of the
women with such implants within the next 10-15 years.

14)The SCENIHR recommends that further work is undertaken as a priority to establish
with greater certainty the type and magnitude of health risks, if they exist, associated
with PIP silicone breast implants. In particular,

a) A thorough assessment of the chemical composition of a range of PIP silicone
breast implants/explants;

b) Further assessment of biological effects of the silicone gel used in PIP silicone
breast implants/explants;

c) Further research on PIP explants to identify cause of failure;

d) The development of simple tests that can be used for routine reliable low cost
screening to identify ruptures in (PIP) implants;

11



e) The establishment of a reliable database on Silicone Breast Implant (SBI) and

other implant failures and health effects of such failures.

12



1. BACKGROUND

According to the findings of the French Health Authorities, a French manufacturer (Poly
Implant Prothese) fraudulently made use of low-quality material (industrial silicone)
different from the one it had declared in the documents submitted for conformity
assessment (medical grade silicone).

The company stopped producing breast implants March 2010.

More detailed and regularly updated information can be found on the French authority's
websites?.

The French Health Authorities published recommendations on Friday, 23 December 2011.
The French Health Authorities have recommended in particular:

- that any woman implanted with PIP breast implants consult her surgeon;

- the explantation (removal) of the PIP breast implants in case of implant rupture, or
suspicion of rupture or oozing.

- that, as a preventive measure, but not as an emergency, the explantation of PIP
breast implants is proposed, even in the absence of any clinical sign of implant
deterioration.

For women who refuse explantation, a close medical follow up is recommended;

There is today no common approach in terms of risk management in the different
Member States and some Member States have not advised to explant PIP breast implants
preventively but to closely monitor women who have received these implants.

It should be noted that during the preparation of this Opinion it became apparent that
PIP silicone breast implants were also marketed by another company under the name of
M-Implants and Rofil Implant.

2. TERMS OF REFERENCE

In the light of the above considerations and on the basis of the available scientific
evidence, the Scientific Committee on Emerging and Newly ldentified Health Risks is
requested to provide a rapid scientific opinion on ‘The safety of PIP breast implants’
according to the provisions of Article 2.3 of Decision 721/2008/EC.

In particular, the SCENIHR is asked:

1. To determine whether implanted PIP breast implants could give reasons for concern
from the health point of view when compared with state of the art implants, taking
into account their structure, composition and detected defects (e.g. low quality
silicon, single envelop instead of double envelop) and the risk of rupture and oozing
they may present;

2. In case reasons for concern related to implanted PIP breast implants are identified,
to make a risk/benefit analysis of explantation.

In its assessment the SCENIHR is invited to take into account in particular:
- the global reported incident rate associated with PIP breast implants;

- the comparison of this global reported incident rate compared with other breast
implants;

1 http://www.afssaps.fr/ and http://www.sante.gouv.fr
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the percentage of this global reported incident rate associated with rupture of PIP
breast implants;

the percentage of this global reported incident rate associated with other type of
problems (e.g., inflammatory reactions);

any evidence suggesting that PIP breast implants are more difficult to explant,
before or after rupture, in comparison with other breast implants;

any increased report of lymph node complications associated with the PIP breast
implants.

14



3. BREAST IMPLANTS GENERAL CONSIDERATIONS

3.1. Introduction and background

Breast implants are considered medical devices and as such are subject to both a
preclinical and clinical evaluation before market approval is granted. This section
provides an overview on the regulatory framework for medical devices and more
specifically for breast implants. In addition the history in the use of breast implants is
presented.

3.2 Regulatory framework for medical devices

The EU regulatory framework for medical devices is built on three main Directives:

— Council Directive 90/385/EEC2 on the approximation of laws of the Member States
relating to active implantable medical devices (hereafter AIMDD),

— Council Directive 93/42/EEC3 concerning medical devices (hereafter MDD), and

— Directive 98/79/EC4 of the European Parliament and of the Council on in vitro
diagnostic medical devices (hereafter 1VDD).

The key elements of this regulatory framework are detailed below.

Manufacturers shall ensure that the devices they place on the market comply with the
legal requirements and do not compromise the health or safety of patients and users.

Before placing them on the market, manufacturers must carry out an assessment of the
conformity of their devices. For devices of medium and high risk, the intervention of a
third party conformity assessment body, so-called notified body, is compulsory in the
conformity assessment before the placing on the market of the device to verify that it
fulfils the relevant legal requirements, in particular the applicable essential requirements
laid down in the legislation. Breast implants are in the highest risk class (i.e. class I1I)
since 20035 and as such are submitted to the most stringent pre-market review. In
particular, the notified body is required to examine either the design dossier regarding
the device or a type of a device. Moreover, it must audit the Quality System to ensure
that the manufacturer produces devices which conform to the approved design or type.
The notified body must periodically carry out appropriate inspections and assessments to
make sure that the manufacturer applies the approved quality system. The notified body
may pay also unannounced visits to the manufacturer. At the time of a visit, the notified
body may, where necessary, carry out or ask for tests in order to check that the quality
system is working properly.

Once devices are on the market, manufacturers must notify the relevant national
Competent Authority about incidents and shall investigate these incidents and take any
corrective action necessary. National competent authorities need to follow specific
procedures laid down in the legislation when they consider that an unsafe medical device
must be withdrawn from the market ("safeguard clause™) or when a CE marking is
unjustifiably affixed to a device or missing ("wrongly affixed CE marking").

2 0J L 189, 20.7.1990, p. 17
*OJL 169, 12.7.1993, p. 1

*0J L 331,7.12.1998, p. 1
5 OJ L 28/43, 4.2.2003, p. 43
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3.3 Procedure related to CE marking on breast implants

Before affixing the CE marking on a breast implant, the manufacturer must follow a
conformity assessment procedure where a notified body intervenes to check the
conformity of the product with the applicable essential requirements.

In order to show conformity with the essential requirements a safety evaluation on
breast implant materials has to be performed. The safety evaluation should be performed
within the context of a risk management process such as described in the international
standard EN I1SO 14971 for the application of risk management to medical devices (EN
ISO 14971: 2009). To minimize the risks involved in the use of the device, all known or
foreseeable hazards should be identified, and the risks arising from the identified hazards
should be estimated and evaluated. The risks should be controlled by eliminating or
reducing them as far as possible, aiming for inherent safety by design. This should be an
iterative process incorporating information becoming available from clinical use and post
marketing surveillance.

Specific product standards dealing with implants in general and breast implants in
particular exist describing specific requirements and testing. General requirements
described in EN ISO 14630 (EN I1SO 14630:2008 Non active surgical implants — general
requirements) include aspects on performance, design, materials, design evaluation,
manufacture, sterilization, packaging and information supplied by the manufacturer,
Specific requirements for breast impants related to the issues mentioned above are
described in EN ISO 14607 (EN ISO 14607; 2007 Non active surgical implants —
mammary implants — particular requirements). In this standard the preclinical evaluation
of breast implants includes mechanical tests including shell integrity (elongation, tear
resistance, strength of joints, seams or seals, and design of shell), valve or injection site
competence, filling material (compatibility between filling material and shell, test for
silicone gel cohesion), implant resistance (static rupture resistance testing, fatigue
resistance testing and impact resistance), volume, dimensions, and surface. In addition,
chemical evaluation needs to be done including testing of shell material, silicone
elastomer or coated materials, filler materials, and a release test. Furthermore a
biological evaluation needs to be performed in accordance with EN ISO 10993-1, and a
clinical evaluation in accordance with EN ISO 14155. The biological evaluation is
elaborated in section 5.2

3.4 Brief history of breast implants
3.4.1 Implants in general

Silicone breast implants (SBI) were introduced in 1963 in the United States and soon
spread to the rest of the western world. For years, the only available types of implants
contained silicone membranes and fillings. Later, saline was introduced as a filler, and
certain other substances have been tried, but various drawbacks have so far ruled out
their widespread use. Breast implants have been modified along the way for
improvements on the basis of suggestions by both patients and surgeons (Brody 2009).

There is consensus in the literature to classify implants into generations to indicate
certain physical characteristics specific for the types of implants in question. This
classification is simplified, but necessary in the scientific literature to compare for
instance complications after implant surgery. The most precise grouping into generations
would be by characteristics of both the silicone shell/membrane and by the filler silicone
(H6lmich et al., 2001). However, since this demands specific information about individual
implants, a more practical approach is the categorization according to calendar time. A
major confounder is that distributors in different countries have introduced new implant
generations at different calendar time. Some manufactures have produced more than

16



one generation of implants at the same time, and implants can be used for up to 5 years
after production (Hélmich et al., 2001).

The initial implants were rather firm both in membrane and gel, the second generation
implants were made softer and the membrane less viscous. It became clear that a
substantial gel-bleed as well as a high number of ruptures was found in the second
generation implants, and modifications were made for improvement, resulting in the
subsequent third generation implants. The silicone elastomer was enforced with a barrier
layer, which may differ among different products, but the term “low-bleed membrane” or
“barrier-coated membrane” is widely used. The gel in third generation implants has again
been made somewhat less viscous/ more cohesive. At the same time (about 1989), due
to complications with tight scar tissue around implants (capsular contracture), a texturing
of the surface was introduced. The third-generation implants, which are still in use, are
produced both with a smooth or textured surface (Brody 2009).

High degree of cohesiveness is achieved by increased cross-linking of the polymer
silicone gel molecules. This makes the gel firmer, which can be perceived as a
disadvantage, however, the implants are more form-stable and anatomical design can be
applied, as in the newer, “fourth generation implants”. In addition, these implants are
considered safer with respect to rupture. The anatomical fourth generation implants were
introduced by McGhan in the mid 90’s and other companies followed. A “fifth generation”
of implants has been introduced with anatomical implants with an even more cohesive
gel in the most projecting part of the implant. There is no consensus among
manufacturers regarding terminology or classification of cohesiveness, which makes
comparisons difficult. Most of the larger companies offer different types of cohesiveness
within their repertoire.

For a rupture study, characterisation of implants in a Danish cohort led to the following
simplified stratification based on calendar year: First generation implants were used in
Denmark in the period 1974—78, second-generation implants in the period 1979-87; and
the third-generation barrier-coated, low-bleed implants, which are currently in use, have
been available since 1988. The first fourth-generation implants were used in 1994
(Holmich et al., 2001).

3.4.2 PIP silicone breast implants

The silicone Poly Implant Prosthéses were produced in France since 2001 in its present
form. These PIP silicone breast implants have been found to contain an inferior silicone
and have not been produced according to the documented procedures provided to obtain
CE-mark. They have been available in smooth and textured variants. If classified by
calendar time of production and marketing, they would be considered as third generation
implants. However, based on reports of a large number of early ruptures, as well as
heavy gel bleeds, these implants behave like the older and inferior second generation
implants. In addition to the brand name PIP these implants have also been marketed by
another company under the name M-implants and Rofil implant.
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4 Approach used to develop this opinion

This section describes the various methods used to obtain information on the potential
risks associated with the use of silicone breast implants in general and PIP breast
implants in particular.

4.1 Search on the published literature on silicone breast implants

The European Commission contracted a search on the published literature on silicone
breast implants. The search yielded more than 300 hits.

The aim of this work was to carry out a rapid and comprehensive data examination
activity related to the subject of PIP silicone implants from 1998 to present. Virtually all
of the extensive published literature on breast implants pertains to silicone gel breast
implants in general without reference to manufactuerer. These studies include implants
of the earliest generation of implants through to the latest, highly cohesive fourth (fifth?)
generation implants. Data specifically addressing safety and health effects of PIP silicone
breast implants are extremely limited but will be noted where available.

We have included articles from the peer reviewed scientific literature on:

- Occurrence of various diseases and complications in relation to silicone breast
implants in general, including potential links with breast cancer, other cancers,
connective tissue diseases, offspring effects and other health effects such as
inflammation, irritation and infection.

- Rupture of silicone breast implants in general, including rates/frequency, clinical
sequelae as well as complications associated with side effects of both intact and
ruptured breast implants.

- Toxicological data on silicone breast implants.
- Information on the toxicity, safety and clinical effects of PIP silicone breast implants.

- Occurrence of health effects of implantation/explantation of silicone breast implants,
including medical sequelae, infections and inflammations.

- Information on the composition of silicone breast implants and silicone gels, including
additives, stabilizers, impurities and by-products.

- Epidemiological and clinical rupture information on silicone implants destined for the
buttocks, testicles, lips.

PubMed was the primary search engine used to find articles from the scientific literature
published from 1998 to present. The searches carried out are summarised in the table
below.

Search term(s) Number of articles
Silicone breast implants 1,025#
Silicone breast implants (review papers) 130
(Silicone breast implants) AND (breast cancer) 232
(Silicone breast implants) AND (rupture) 148
(Silicone breast implants) AND (intact) 36
(Silicone breast implants) AND (inflammation) 94
(Silicone breast implants) AND (infection) 78
(Silicone breast implants) AND (irritation) 0

18



(Silicone breast implants) AND (epidemiology) 121
(Silicone breast implants) AND (toxicology) 3
(Silicone breast implants) AND (removal) 110
(PIP implants) 110
(PIP implants) NOT (contraceptives) 37
(Silicone implants) AND (buttocks) 22
(Silicone implants) AND (testicles) 8
(Silicone implants) AND (lips) 17
(Silicone implants) AND (composition) 31
(Silicone implants) AND (impurities) 1
(Silicone implants) AND (additives) 3
(Silicone implants) AND (by-products) 1
(Silicone breast implants) and (stabilizers) 1

Article titles only were checked for the search indicated by hash ‘#’ because of the large
number of results obtained. The abstracts of all other articles located were checked and
there was found to be considerable overlap between the search results.

Lists of potentially relevant articles have been compiled. The titles and bibliographical
data for these articles are given in the tables below. Where available, the research
group/expert(s), institute or company details have also been included. Articles which
examine the following endpoints/effects have been included in the search results and

those which fall into more than one category are indicated by an asterisk ‘*’:

* Review papers on silicone breast implants which have been grouped according to
the following categories (where the main topic of the review was clear):

° Cancer
° Non-cancer effects
° Rupture

° Other;

* Links between silicone breast implants and breast cancer;

* Inflammation and silicone breast implants;

* Infection and silicone breast implants;
* Rupture of silicone breast implants;
* Intact silicone breast implants;

* Composition of silicone implants;

* Toxicological data on silicone breast implants;

* Epidemiological data on silicone breast implants;

* Removal of silicone breast implants;

* PIP implants; and

* Silicone implants in buttocks, testicles and lips.
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Where possible, the full papers of the potentially relevant articles have been retrieved.
Abstracts only have been provided for articles which fall into one or more of the following
categories:

* Those which are Epub ahead of print;
* In languages other than English;

* Unavailable in PDF format for immediate download from the document supplier.

4.2 Information gathering from plastic and aesthetic surgeons’ network

The International Confederation for Plastic Reconstructive and Aesthetic Surgery
represents almost all Board Certified plastic surgeons in the world (about 40 000) in 102
nations. It has gathered incident reports from Spain, France, UK, Finland, Lebanon, Cech
Republic, Italy and Switzerland. From within this network of fully trained plastic
surgeons further information regarding PIP and M-implants could be obtained: It is very
difficult to identify which patients received PIP silicone breast implants. M-implants
continued to be on the market in Eastern Europe e.g. Estonia at least until end of
October 2011. Patient tourism is very common with patients from Western European
nations travel to Eastern Europe and Thailand for surgery at lower expenses, while
patients from the Arab world have their surgery in the Western European nations.

4.3 Data provided by member states and other national authorities

The European Commission formally requested submission of relevant data from the
Member States and other national authorities. The call was answered without delay by
those Member States and other national authorities having data.
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5 PHYSICAL, CHEMICAL AND TOXICOLOGICAL PROPERTIES OF BREAST
IMPLANT DEVICES

5.1 Physicochemical nature of breast implant devices

5.1.1 The envelope/shell/membrane

Breast implants consist of an outer shell filled with a gel or liquid solution. Most breast
implant are manufactured using the polymer polydimethylsiloxane, also known as
silicone. Both the shell and the content (filling material) consist of polydimethylsiloxane
the level of cross linking between the polymers determining the fluidness/liquidness of
the material. The shell consists of a silicone elastomer with a high level of cross linking
between the polymers, whereas the filling of the implants consists of silicone gel with a
lower level of cross linking (Williams 1996). In addition, fillers may be present notably
amorphous silica in the elastomeric shell to increase the tear resistance. It should be
noted that besides breast implant a variety of medical devices are manufactured
composed of silicone elastomers.

Most implants comprise a single envelope. This envelope may on occasion have small,
difficult to detect pinhole defects. Defects such as tiny cracks are sometimes also found
where the posterior patch is ‘welded’ to the remaining implant.

5.1.2 The contents: Chemical composition and physical properties.

Due to its production method all commercial silicone products will contain some low-
molecular-weight species as well as the cross linked macromolecules of the
polydimethylsiloxane (Williams 1996). These elastomers can have a variety of molecular
sizes. In some breast implants water is used as the filling material.

The degree of crosslinking is influenced by the chemistry of the system used, its
stoichiometry and last but not least by the mixing and processing conditions (time and
temperatures applied). Additionally, the properties of cross-linked silicones are strongly
influenced by the amount and surface properties of the nano-silica filler added for
sufficient mechanical properties of the silicone rubber.

Dependant on the chemical reaction during gel formation the degree of crosslinking
might vary strongly which results in a strong variation of the content of volatile and/or
low molecular mass components in the implant (gel and shell). Therefore, one has not
only to consider (strong) variation of mechanical properties (viz. modulus, strength and
elongation at break) of the shell but also a much faster release of the unreacted silicone
components via the shell into the surrounding tissue. However, the amount of such
material released depend on the overall concentration of the low molar mass proportion
of the components. Therefore, for example a standard medical grade gel (Nusil MED3-
6300, Nusil Technology LLC, Carpinteria, CA, USA) is specified with a volatile content of
less than 1%.

In addition, the diffusion through the shell is amplified by swelling even for traces of
elements, additives, impurities or other components which might be normally trapped in

the implant.

This clearly indicates that additives/components beyond those of medical grades might
be released from the implant and yield unexpected tissue reactions. For example the
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Nusil Med3-6300 is approved with respect to trace elements according the existing
guidelines (ASTM E 305).

As the breast implant is subjected to a dynamic load fatigue properties have to be
investigated as well. They are known to be decreased by low molar mass media.

Platinum is used as a catalyst in silicone elastomers to start crosslinking. Slightly
elevated levels of platinum at the zero oxidation state have been found sometimes for
women with implants compared to a control group but no clinical consequences are
expected due to the known toxicity of Pt at oxidation state zero (Brook 2006), therefore,
leaching of platinum from the breast implant is not an issue. On the other hand potential
impurities which cannot be excluded when components are used which do not fulfil
medical grade specifications might result in oxidation states of Pt being toxic (Maharaj
2004). Utilizing non medical grade silicone components increase the risk of having traces
of heavy metals beyond the Pt e.g. tin (Sn), zinc (Zn), chromium (Cr), arsenic (As),
lead (Pb), antimony (Sb), nickel (Ni), Copper (Cu). In relation to heavy metals the FDA
recommends to analyse these in the “Guidelines for Industry and FDA staff” (FDA 2006)..
In the same Guideline extractables and releasable chemicals from the implants are
recommended to be analysed. It is evident that the extractables and releasable
components as described above are strongly depending on the production process and its
controlled reliability with respect to a responsible quality management. For the case
under consideration (PIP silicone breast implants) these requirements on the process are
not fulfilled.

In general, silicone elastomers and gels need to be carefully investigated before
approving them for any utilization, in particular a medical one. For example it is known
that poly(dimethylsiloxane) (silicone rubber) has poor mechanical properties in the
unfilled state, which are improved by the incorporation of mineral filler (Bokobza 2004).
The mineral filler (mostly nano and micro scaled) can be an additional effective source
for the above described heavy metals, due to their large specific surface.

5.2 TESTING PROCEDURES ON DEVICES

5.2.1 BIOLOGICAL EVALUATION OF MEDICAL DEVICES

Toxicological hazards associated risk can be identified by determining the biocompatibility
of medical devices or their constituents by applying the EN ISO 10993 series dealing with
the biological evaluation of medical devices (ISO, Geneva, Switzerland, CEN, Brussels,
Belgium). These standards provide an approach to the biological evaluation of medical
devices that combines the review and evaluation of existing data from all sources with,
when needed, the selection and application of additional tests, thus enabling a full
evaluation to be made of the biological responses to each medical device, relevant to its
safety in use. A framework is included for the evaluation and safety testing based on the
contact (exposure) time during clinical use.

An important first step in the safety assessment process is a proper and detailed
characterisation of the material to be tested. Such characterisation should identify
constituent chemicals of the device and possible residual process aids or additives used
in its manufacture. This information on the chemical composition of a material may
permit identification of potential health hazards before toxicity testing has been initiated
This is based on previous testing of the same or very similar materials that has been
conducted previously, and/or from information that might be available in the scientific
literature. Another important component of the safety assessment process, and
establishing whether there exist risks to human health, is a detailed consideration of the
patterns of exposure that are likely to occur to various components of the device. In
addition to this classical safety evaluation for chemical constituents, a safety evaluation
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of the final products and/or solid materials relevant to their intended use needs to be
performed.

For the identification of any additional testing that may be necessary guidance is
provided on the possible assays that may need to be performed for the safety evaluation
of a medical device or its constituents. The testing that needs to be considered is based
on the use of a medical device (on the surface, as external communicating device, or as
implant), the contact site (mucosal surfaces, blood, or tissues), and the contact time
(limited (=£24h), prolonged (>24h but <30 days), and permanent (=30 days)) (EN ISO
10993-1: 2009, EN ISO 10993-1:2009/Cor 1:2010). It should be realized that depending
on the type of medical device and its application, a range of assays can be selected. For
implant devices with prolonged contact the most extensive toxicity testing is indicated
including cytotoxicity, sensitization, irritation, acute and subchronic systemic toxicity,
genotoxicity, and implantation tests. Additional tests may be indicated by the risk
assessment that is performed of a certain medical device/constituent such as
biodegradation and  toxicokinetic  studies, chronic  toxicity, carcinogenicity,
immunotoxicity, neurotoxicity and reproductive/developmental toxicity. A comparison
with a well known existing and accepted medical device/material considered to have an
acceptable risk may be used in the safety evaluation of a newly developed medical
device/material to determine the relative risk. Ultimately,the final risk assessment
incorporating all information available including data obtained by testing needs to be
taken into consideration to establish both the potential health risks and the likely benefits
that will derive from the use of any particular medical device.

5.2.2 Specific test for breast implants

As noted above (see section3.3) the preclinical evaluation of breast implants includes
mechanical tests such as shell integrity (elongation, tear resistance, strength of joints,
seams or seals, and design of shell), valve or injection site competence, filling material
(compatibility between filling material and shell, test for silicone gel cohesion), implant
resistance (static rupture resistance testing, fatigue resistance testing and impact
resistance), volume, dimensions, and surface. In addition, chemical evaluation needs to
be done including testing of shell material, silicone elastomer or coated materials, filler
materials, and a release test on leakage.

5.2.3 Toxicology of silicones

The basic material of silicone breast implants, dimethylsiloxane, is widely used in many
industries, various consumer products and medical devices. The various applications may
have their specific composition of the silicones, e.g. oily products used as lubricants
containing low molecular weight oils, and solid elastomers used in various products
consisting of highly cross linked polymers. For medical devices medical grade silicones
are used which contain a reduced content of low molecular weight polymers. So, in
general dimethylsiloxane is considered acceptable safe for human use. Already in 1999
the Institute of Medicine (Washington, USA) conducted an extensive evaluation on the
safety of silicone breast implants. In general, the committee concluded in 1999 that the
review of the toxicology studies of the silicones known to be used in breast implants does
not provide a basis for a health concern at expected exposures. Local complications with
silicone breast implants were considered the primary safety issue (Bondurant et al.,
1999).

5.3 PIP findings

In 2010 several laboratory studies were performed according to the currently applicable
ISO/CEN standards, on retrieved PIP silicone breast implants by the French Health
Authorities (AFSSAPS). These tests included testing on silicone chemical composition,
shell strength and integrity, and a limited toxicological evaluation.
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i) PIP findings

PIP silicone breast implants were made with three different types of shells (smooth,
textured, and micro textured) and at least three different types of gels (NUSIL, PIP1, and
PIP2). PIP1 gel was used before 2008, and PIP2 gel was used after 2008. In addition the
barrier layer was removed from the shell in 2007. So there are many types of PIP silicone
breast implants that have been marketed.

The silicones used in PIP silicone breast implants were not the CE marketed Nusil (MED3-
6300) that was indicated as component in the files on PIP silicone breast implants. The
Nusil silicones were substituted by other types of (industrial) silicones. The
characterization of the raw materials showed that two kinds of silicone gel were used for
the filling of PIP prostheses. These raw materials were different from the Nusil gel that
was described in the dossier filed by the company. The PIP silicone gels contained
significant levels of silicones with low molecular mass. In addition, thermographic
analysis showed that the PIP gels were much less stable than the Nusil gel. Regarding
the release of silicones considerable variability was observed reflecting a poor
reproducibility of the manufacturing process.

Twelve controls (unimplanted implants or preimplants) were mechanically tested—6
textured and 6 smooth implants. The tests for elongation-at-break showed the textured
implants were non-compliant, and the smooth implants were compliant. There is no
standard for compliance for force-at-break. However, the average force-at-break for
textured implants was lower than the average force-at-break for smooth implants.
Smooth and textured implants were fatigued tested using the CE Mark technique, and
both types were compliant after 2 million cycles. The results of the tensile test and
fatigue resistance test comply with the standards (EN 1SO 14607). Mechanical tear
elongation tests yielded results incompatible with the standard. No cutting, tearing or
cracking was observed in PIP silicone breast implants.

The biocompatibility testing was performed according to the EN I1SO 10993 series and
yielded the following results.

In vitro cytotoxicity testing revealed that the silicone gels used in the PIP silicone breast
implants showed no or negligible minimal (<3%) cytotoxicity.

Overall, the genotoxicity of extracts from the gel within the breast implants was
investigated in valid genotoxicity tests for the 3 endpoints of genotoxicity: gene
mutations, chromosome aberrations and aneuploidy. Samples of the gel were collected
from the interior of the implants, after removal of a small part of the shell/membrane of
the implant. Extracts of theses samples were obtained by either extraction with 0.9%
NaCl or DMSO. The extracts did not induce an increase in the mutant frequency in a gene
mutation test in bacteria. A genotoxicity test with mammalian cells was not performed.
Exposure of human lymphocytes to the extracts did not result in an increase in cells with
chromosome aberrations. The absence of a clastogenic effect was confirmed both in an in
vivo Comet assay in female mice and in an in vivo micronucleus test. In both tests a
biologically relevant increase in DNA damage was not observed.

Consequently, based on the present reports the extracts from the gel of PIP breast
implants can be considered to have no genotoxic potential. This also indicates that any
putative carcinogenic effect of the extracts is due to a non-genotoxic mechanism.

The results of the intra-dermal irritation tests performed showed an irritant potential of
the PIP silicone gel that was not found with the silicone gels from other prostheses, nor
on the gel declared in the manufacturer’s dossier.

ii) Explants

Apparently, no PIP explants have been tested. PIP explants should be tested using the
procedure outlined in section 5.7 recommendation for future work.
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ili) Additional considerations on PIP implant/explant testing

Any investigation into the effects of implantation time on the durability of implants
should separate the implants according to type, so that explants can be compared with
the proper controls. This is necessary because the strength of implants can vary
considerably according to the manufacturer, the implant type, and the lot-to-lot
variability for the given type. For this reason control implant data should be presented
with the explant data wherever possible.

There is a lack of testing and analysis on all types of PIP silicone breast implants.
Preimplants should be tested and analyzed using the protocol recommended in this
report for explants. Mechanical testing should also include patch strength testing and
fatigue testing.

Rigorous cyclic fatigue testing should be conducted on preimplants to provide information
on the fatigue characteristics of the implants. Fatigue testing should be conducted on the
worst case, final, sterilized implants with the thinnest shells allowed by the design
release criteria using flat plates that cyclically compress the implants. The implants
should be fatigued tested at varying loads or displacements to generate an applied force
versus number of cycles to failure (AF/N) curve for each type of implant tested. A
minimum of 3 implants from a typical production run should be tested at a given load or
displacement. The endurance load (the load at which implants do not fail under cyclic
loading) should be established at a minimum of 6.5 million cycles run out. The fatigue
data should then be used to predict the fatigue lifetime of the implants

5.4 Conclusions

With regard to the testing of the physical, mechanical and biological or toxicological
aspects of silicone breast implants a series of assays is available that can guarantee that
the implants used have an acceptable low risk for consumers. Silicones
(dimethylsiloxane) in general and thus also the ones used in silicone breast implants
contain a certain fraction of low molecular weight polymers that may leach from the
implants. These low molecular weight components induce swelling of the elastomeric
shell of the implant resulting in weakening the strength of the shell. In addition such
silicones may be released from the implant by sweating or leakage after damage or
rupture of the implant. In these circumstances also other contents like residual additives
or impurities may be released from the implant.

Overall the toxicology studies of medical grade silicones known to be used in breast
implants do not provide a basis for a health concern at expected exposures. Local
complications with silicone breast implants can be considered the primary safety issue.

The testing of PIP silicone breast implants performed so far shows that the quality of the
materials used is not according to the standards for breast implants regarding the
elastomeric shell used and the silicone gel filling. A relatively high content of low
molecular weight components was present. For the silicone gel filling the genotoxic tests
performed showed negative results and cytotoxicty was negligible. The PIP silicone gel
was shown to be an irritant in an invivo irritation assay. Especially the latter finding
indicates the potential for inducing local tissue reactions when the silicone gel is released
from the implant.

6 DATA ON IMPLANT FAILURE RATES AND CONSEQUENCES

Tradition and presumably national trends exist as to which kind of breast implants to use
for which kind of procedures. The use of different types of breast implants in European
countries is presumably quite similar, although specific brands probably differ among
nations. The preference of anatomical implants for reconstructive purposes seems
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similar, evaluated by presentations at international meetings. In Denmark, the overall
majority of implant is textured silicone implants. For reconstructive purposes, most
surgeons use anatomical implants with a high cohesiveness gel. For cosmetic
augmentation, most use round implants, but some also use anatomical implants. In the
US most plastic surgeons prefer smooth implants, the anatomical implant has not been
approved for general use yet, and saline filler is still used in about half of the implants.

Based on figures from the Danish Registry for Plastic Surgery of the Breast (Henriksen et
al., 2003) and the American Society of Plastic Surgeons (ASPS) (Brody 2009) about 20%
of all breast implantations are performed for reconstructive purposes and 80% for
cosmetic purposes. A minor proportion concerns congenital malformations.

6.1 User groups and their characteristics

6.1.1 Cosmetic purposes

Women seeking cosmetic breast implantation are generally healthy, normal weight to
slim, having given birth, and are on average 32 years old (range, 15-60 years). More
women receiving cosmetic breast implants are smokers compared to the back ground
population, although national differences are likely (Kjgller et al., 2003, Fryzek et al.,
2000, Henriksen and Olsen 2002).

6.1.2 Reconstruction surgery

Women undergoing breast reconstruction are either former breast cancer patients (in
case of secondary reconstruction) or patients undergoing reconstruction at the time of
their mastectomy (primary breast reconstruction). This group includes women with
invasive breast cancer and women with in situ cancer in addition to women with a
familial disposition to breast cancer, who undergo prophylactic mastectomy and
reconstruction.

Breast cancer patient are generally fairly healthy patients besides their cancer. Most
patients are free of their illness at time of reconstruction, or in case of primary
reconstruction the disease is considered local, or perhaps local-regional. Most breast
cancer patients receive adjuvant chemotherapy or endocrine therapy and some also
radiation therapy. The average age at time of reconstruction in a Danish registry based
material, was 50 years, with a range of 21-72 years (Henriksen and Olsen 2002)

In (former) breast cancer patients undergoing reconstruction the soft tissue layer over
the implant is much thinner than in augmented women. The tissue is often quite tight ,
and in case of previous radiation therapy the tissue is always more fibrotic and un-elastic
than if radiation therapy was not used.

It is well known that complications after implantations are much higher in the breast
reconstruction cohort than among augmented patients (Henriksen et al., 2005,
Cunningham and McCue 2009, Spear et al., 2007). This is multi factorial, for instance
due to the operation technique, the amount of tissue available, the laxity of the tissue,
the concomitant surgical trauma of mastectomy in primary cases, former tissue damage
in case of chemotherapy and radiotherapy in secondary cases.

No studies have compared women with breast augmentation with women with
reconstructed breasts with regard to vulnerability. Several good explanations for the
different profile of complications exist, but some may in fact be due to different
vulnerability in general and perhaps also due to tissue specific factors.

No scientific studies are available to indicate if for instance former breast cancer patients
would be more likely to get symptoms from a PIP implant rupture than cosmetic breast
augmented patients.
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6.2 Methods for identifying failure of breast implants

6.2.1 Clinical diagnosis

Clinical breast examinations have little sensitivity for detecting implant rupture; only
positive signs provide useful information, but lack of findings does not rule out implant
rupture. In order to exclude implant rupture in the absence of positive signs, more
sophisticated diagnostic tools such as MRI are needed, in line with the findings of other
studies (De Angelis et al., 1994, Middleton 1998, Holmich et al., 2005).

Positive signs of implant rupture that sometimes can be detected at physical examination
are softened breast consistency or palpable nodules or masses adjacent to the implant
(Cohen et al., 1997, Holmich et al., 2005). Enlarged lymph nodes in the nearest axilla
does not necessarily correlate to implant rupture, as enlarged nodes can be found in
association with intact implants due to short chain silicone gel migration (sweating).
However, taking the patients history into account can add valuable information: a sudden
swollen lymph node which also may be sore can be the sign of a new rupture (Ahn and
Shaw 1994, Brown et al., 1997, Shaaban et al., 2003).

6.2.2 Magnetic resonance imaging

There is international agreement that Magnetic Resonance Imaging (MRI) is by far the
most accurate modality for diagnosing breast implant rupture. In scientific validation
studies it has been found to detect silicone breast implant rupture with very high
accuracy; with an up to 99% positive predictive value as compared with diagnosis at
surgery (Holmich et al., 2005). Implant rupture is characterized by the linguine sign
showing that the breast implant contains multiple curvilinear low-signal-intensity lines
within the high-signal-intensity silicone gel (Safvi 2000). The lines are usually scattered
diffusely and appear as long strands of decreased signal intensity curved on top of each
other. In other studies, comparable or a slightly lower accuracy was found (DeAngelis et
al., 1994, Everson et al., 1994, Ahn et al., 1994, Berg et al., 1995, Morgan et al., 1996,
Quinn et al., 1996, Soo et al., 1997, Middleton, 1998, lkeda et al., 2000). A meta-
analysis estimated the summary sensitivity to 78% (95% CI, 71-83) and the summary
specificity was 91% (95% ClI, 86—94) (Cher et al., 2001).

Performance of MRI in a screening setting with much lower prevalence of implant rupture
than in the above validation studies is bound to be less precise, but this has not been
studied in a prospective setting (McCarthy et al., 2008). In general, the higher
sensitivity a method is aiming for, the lower becomes the specificity, and false positives
as well as false negatives increase in a setting with few ruptures (McCarthy et al., 2008,
Song et al., 2011).

6.2.3 Ultrasonography

Ultrasonography is the second best imaging modality for detecting implant rupture, but it
is less precise and more operator dependent (Ahn et al., 1994, Gorczyca et al., 1998,
lkeda et al., 2000). But since the price of an ultrasonography is much lower than MRI it
is probably used much more often, and has in clinical algorithms been used as first
choice examination (Song et al., 2011, Chung et al., 1998).

6.2.4 Conclusions

When using MRI or ultrasonography, the criteria used to diagnose rupture are very
important. Consensus exists (based on validation studies) that certain signs are
diagnostic (linguine sign, subcapsular lines etc.). In some cases, specific signs may give
suspicion of rupture. However, a conclusive diagnosis cannot be made. Therefore most
studies classify results as certain ruptures, possible ruptures and intacts, and this is
also applicable in a clinical setting. Mammography is not useful to evaluate the implant;
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structures within the implant cannot be seen. Extracapsular silicone can be seen on a
mammogram.

It should be noted that the only country with specific recommendations for diagnosis of
implant ruptures is the US: here a baseline MRI is advised 3 years after implantation and
then every 2 years.

6.3 Failure of breast implants in women

6.3.1 Terminology

Differences in diagnostic criteria and implant time in situ likely account for the large
discrepancies in the reported number of ruptures in different clinical studies. A certain
terminological confusion exists in the literature, making direct comparisons of studies
difficult. A frank rupture with a visible defect in the silicone membrane is unequivocal;
however, smaller defects, known as ‘pinhole defects’, can be missed unless the implant is
examined carefully. Gel-bleed or gel-sweat is the diffusion of short-chain silicone oils
over an intact silicone membrane, so that an oily, slippery surface is a normal finding
during explantation of intact first- and second-generation implants (Dowden 1993).
Third-generation implants have a so-called ‘low-bleed membrane’, designed to diminish
such diffusion. Sticky silicone with thread-like formations on the outside of the
membrane can be mistaken for gel-bleed but in fact indicates a rupture, as the long-
chain silicone molecules which are responsible for the thread- like formations cannot
diffuse through an intact membrane (Peters et al., 1994, Peters et al., 1999, Dowden
1999, Holmich et al., 2005). Some authors have grouped implants with gel-bleed with
ruptured implants, and some have presumably not differentiated between gel-bleed and
tiny ruptures (Robinson et al., 1995, Beekman et al., 1997).

Ruptured or failed implants should only include implants with ruptures - not
gel-bleed or sweating. Whether a ruptured implants shell has large or small holes can
be of academic interest, but is not necessarily clinically relevant, although the amount of
free silicone affects the effort required to remove it from the implant pocket.

Ruptures can be intracapsular, meaning that the free silicone gel is present outside the
implant but kept within the intact fibrous capsule which forms around the implant.
Intracapsular rupture can go unrecognized as there may be no accompanying change in
the configuration of the breast, no patient complaints, and no physical diagnostic finding.
In an extracapsular rupture, free silicone is found on the outside of the fibrous
capsule, typically adjacent to the capsule as nodules or lumps. Such lumps contain free
silicone surrounded by inflammatory cells, especially macrophages. The terms intra- and
extracapsular rupture is mainly used in imaging, whereas clinical evaluation can be less
clear.

A silent implant rupture is a rupture which was not suspected clinically or from the
patients symptoms, but discovered at imaging or surgery. Such ruptures are not noticed
because the leaking silicone is kept in place by the surrounding fibrous scar membrane
(the fibrous capsule), which has adapted its shape from the implant and no visible re-
absorption occurs.

The number of ruptured implants in a specific group of women is denoted the proportion
of ruptures. The rupture rate is expressed in time and this indicates that observation
period is involved; i.e.; number of ruptures per capita per year or number of ruptures per
100.000 women-years etc — comparable to other incidences. In most literature about
ruptures, rupture rate is used instead of rupture proportion, and the quantity is
expressed as a percentage. This is not correct, but common.
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6.3.2 Time to rupture

It is well established that the rupture of breast implants tends to increase with the time
since implantation. There is some indication that PIP devices have an increased likelihood
to rupture at earlier times than breast implants from some other manufacturers. This
observation needs confirmation.

6.3.3 Causes of failure

Breast implants can fail for a variety of reasons including: (1) inadvertent instrument
damage during surgery, (2) open capsulotomy, (3) closed capsulotomy, (4) needle
biopsy or hematoma aspiration, (5) shell wrinkling, (6) trauma, (7) mammography, (8)
implantation surgery, (9) explantation surgery, (10) manufacturing defects, (11) cyclic
fatigue, and (12) patch detachment.

Wear patterns that create pinhole defects have been identified around creases and folds,
and areas of folded membrane have been shown to be significantly weaker than adjacent
unfolded membrane (Brandon et al., 2001, 2006, Richardson et al., 2002).

Implant ruptures can take many forms, from a small pinhole defect to larger tears in the
membrane. Defects are sometimes found in an area where the posterior patch is ‘welded’
to the remaining implant. Old implants can present with an almost disintegrated
membrane. In 1988, Van Rappard and co-workers used a simple test to show that the
breaking pressure of explants was negatively correlated with time after implantation.
They also found that the pressure used for closed capsulotomy tended to exceed the
breaking pressure in older implants, sufficient to cause implant rupture (Van Rappard et
al., 1988).

Studies on the mechanical properties of implants have shown mixed results, some
indicating a decrease in membrane strength with increasing implantation time (Phillips et
al., 1996, Greenwald et al., 1996) but with significant variation by brand, type and even
within lots (Phillips et al., 1996, Greenwald et al., 1996, Brandon et al., 2001b, Marotta
et al., 2002). A consistent finding is swelling of the membrane, due to uptake of silicone
oils or serum lipids, which reduces shell strength (Marotta et al., 2002, Adams et al.,
1998, Brandon et al., 2003, Birkefield et al., 2004). After a time, equilibrium sets in and
no further swelling or decrease in strength is found, at least in Dow Corning implants
(Brandon et al., 2003). After the oils have been extracted, however, the original strength
of the membrane is more or less regained in comparison with controls from the same lot
that have never been implanted, indicating that the membrane is not ‘dissolved’ by such
swelling (Brandon et al., 2002, Lane and Curtis 2005, Taylor et al., 2007). Some authors
have other results (Marotta et al., 2002) and, from a clinical point of view, it is difficult to
understand why some membranes do not deteriorate over time, while in other cases very
fragile, gelatine-like membranes must be picked out piece by piece during explantation.
However, this can be explained by considering shell strength characteristics. Breast
implants fail due to the mechanisms that generate damage to the shell. Daily activity
body motion, such as walking and running, induces forces on implants. These in vivo
forces are cyclic and repetitive. Over time the cumulative in vivo cyclic loading induces
damage to the implant which can result in failure. The rate of damage accumulation can
be accelerated for implants with thin or structurally weak shells at the time of
implantation. Increased shell swelling can also accelerate the rate of damage
accumulation that subsequently could result in shell failure.
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6.3.4 Silicone implant survival and rupture

6.3.4.1 Implant survival

Attempts have been made to estimate implant survival by pooling data on explantations
(Robinson et al., 1995, Beekman et al., 1997, Goldberg et al., 1997, Marotta et al.,
1999). As described in detail below, the use of prevalence data to estimate rupture
incidence is problematic. It is at best a surrogate for incidence, and selection bias is a
significant risk in such studies. On the basis of their ‘master failure curve’ based on data
from 35 studies with more than 8000 explants, Marotta et al. (1999) conducted a
retrospective failure analysis for explanted silicone gel-filled breast implants (8000
explants from 35 studies) and found a statistically significant correlation between implant
duration and elastomer shell failure (25% within 3.9 years and 71.6% at 18.9 years). An
update of that analysis (9774 explanted implants from 42 studies) revealed 26% failure
at 3.9 years, 47% at 10.3 years, and 69% at 17.8 years (Marotta et al., 2002). These
percentages were arrived at by studying only women who elected to undergo
explantation. Because women with severe enough complaints to undergo explantation
likely have much higher rupture rates than asymptomatic women, the reported rupture
prevalence rates overestimate the rupture prevalence for all women with implants, as
asymptomatic women are usually not part of the studies. Marotta et al. found a general
reduction in tensile strength, tear strength and elongation of explanted silicone elastomer
shells and concluded that their explant rupture data are representative of the implant
aging properties and rupture characteristics of the general population of silicone gel-filled
breast implants that remain implanted. The fact that prevalence of rupture increases
over time is not surprising since prevalence is a cumulative measure at a given moment
in time. This, however, does not mean that the probability of rupture during a specified
time period (incidence) increases with increasing implant age, a conclusion that cannot
be drawn from the highly selected cross-sectional data analyzed by Marotta et al. (2002).
This study has also been criticised for biased reporting of the literature(Young et al.,
1998, Cook et al., 1999,2002).

Goodman et al. reported a meta-analysis of data on explants but used a stricter method,
including only the results of five explantation studies (Goodman et al., 1998). Separate
Kaplan-Meier survival curves were presented for each study, some of which were within
range of that shown in Figure 2 (see below). The study was criticised for not including
information about implant generation, as there are large differences in design and
durability (Peters et al., 1999). Peters, in a response to this study, showed the survival
curves for second-generation implants at his centre; clear differences were seen by
manufacturer, Surgitek implants being significantly less durable than Heyer-Schulte and
Dow Corning implants, in line with findings in the Danish prevalence study (Peters et al.,
1999, Holmich et al., 2001).

6.3.4.2 Implant rupture

Estimates of breast implant rupture prevalence range widely, in part because the
methods of estimating rupture prevalence rates differ among studies (Bondurant et al.,
1999; Brown et al., 2000; Handel et al., 2006; Heden et al., 2006a, 2006b; Marotta et
al., 1999, 2002; Robinson et al., 1995; Slavin and Goldwyn, 1995). Determination of the
frequency of gel migration outside the fibrous capsule is more difficult than
ascertainment of rupture prevalence, unless there is implant retrieval (which is usually
done in symptomatic women) and examination of explant and tissue.

An MRI study of almost 300 women (533 cosmetic breast implants) randomly picked
from a larger study base underwent MRI in 1999, with a median implantation time of 12
years at MRI (Holmich et al., 2001). This study established the baseline prevalence of
implant rupture among a random sample of women with silicone breast implants. A large
number of implants were found to be ruptured (26% of implants, and found in 36% of
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women. An additional 6% of implants were given the diagnosis of possible rupture). Of
the ruptures, 31 (22%) were extracapsular, affecting 23 women (8%) in the study
group. Extracapsular rupture was significantly associated with a prior closed
capsulotomy. Rupture prevalence was correlated with implant generation, time in situ
and also brand (Dow Corning, McGhan, Eurosilicone, Surgitek, and about 100 unknown
implants were examined).

100

Second- and third-generation
implants

First-generation
implants

74 75 76 77 78 79 '80 81 82 83 84 85 86 87 88 89 90 91 92 93 94 95 96

Year of implantation

Figure 1: The proportion of ruptured implants at the baseline MRI examination by year of
implantation. Figures on top of bars indicate that for instance 18 of 24 implants
examined from that particular year were ruptured at MRI (H6Imich et al., 2001).

In a US FDA-funded study published shortly before the Danish prevalence study, Brown
et al. also examined the prevalence of rupture diagnosed by MRI among a selected group
of 344 women with silicone breast implants from two plastic surgery clinics (Brown et al.,
2000). The authors found that 69% of the women had a definitely ruptured implant,
compared to the Danish 36%. The median implant age at rupture was estimated to be
10.8 years. Extracapsular migration of gel was seen in 85 (12.4%) breasts in 73
(21.2%) of the women. This discrepancy between these and the Danish results is
probably due to differences in the types of implants examined: Brown et al. examined
mostly second-generation implants and a much higher proportion of Surgitek implants
(70% vs. 15% in the Danish study). The latter were found to have the highest
prevalence of rupture of all the brands studied (Brown et al., 2000).

Handel et al. (2006) conducted a study of 1529 consecutive women who received 3494
implants (1137 saline-filled, 778 double lumen, 1537 silicone gel- filled, 38 other) for
augmentation, reconstruction or revision at a clinical practice between 1979 and 2004.
Rupture diagnosis was based on clinical confirmation at the time of explantation and not
on the basis of mammography, ultrasound or MRI findings. After a mean follow-up of
37.4 months (range, 0-23.3 years), silicone implant ruptures occurred in 14 of 1,123
smooth implants, six of 618 textured implants, and eight of 568 polyurethane foam-
covered implants, yielding crude prevalence rates of 1.2%, 1.0% and 1.4%, respectively.
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MRI rupture screening of 144 Swedish women with 286 fourth generation cohesive
silicone breast implants yielded a rupture prevalence of 0.3-1.0% at an average of 6
years post-implantation (Heden et al., 2006a). In a recent multi-center European study,
MRI examination of rupture in women with 199 third generation silicone gel-filled breast
implants with a median implantation time of almost 11 years revealed a rupture
prevalence rate of 8% (Heden et al., 2006b).

It is difficult to compare the results of cross-sectional rupture prevalence studies, for
several reasons. Studies often include women with different generations of implants
(often not the third or fourth generation single-lumen silicone gel-filled implants currently
in use), saline and silicone implants, and implants made by different manufacturers.
Studies of rupture prevalence are also likely biased in favor of higher rupture prevalence,
since many publications present rupture data for implants that had already been
explanted because rupture was suspected. Moreover, studies present data on women
with different follow-up periods, and determination of rupture has been based on
different detection methods (e.g., explantation, ultrasound, mammography, MRI, clinical
survey results in patient cohorts), all with varying sensitivity and specificity. As a result,
findings cannot be generalized to the universe of all women with breast implants.

Implant age has been commonly noted in the literature as a determinant of rupture, with
risk of implant rupture increasing with implant age (De Camara et al., 1993; Feng and
Amini, 1999; Holmich et al., 2003; Rohrich et al., 1998). Holmich et al. (2001) found
that age of implant was significantly associated with rupture prevalence among second
and third generation implants. However, despite the small humber of first generation
implants, the prevalence of rupture among first-generation implants, which had thick
shells and highly viscous gel, was substantially lower than thin-shelled second-generation
implants, despite the longer implantation time.

The Institute of Medicine, in 1999, concluded that quantitative data on rupture incidence
over time were lacking for all breast implant types, including third generation implants
(Bondurant et al., 1999). Only one study, the Danish MRI study of rupture prevalence by
Holmich et al, has employed a valid study design to also detect true rupture incidence
(Holmich et al., 2003). Two years after the baseline MRI, the same population of women
were examined again with MRI. A true rupture incidence analysis was performed based
on 317 implants (in 186 women) that were intact at the baseline MRI (n=280) or were
intact at baseline but removed before the second MRI (n=37) (Holmich et al., 2003).
The authors observed an overall rupture incidence rate for definite ruptures of 5.2% per
year. The rupture rate increased significantly with implant age. For third generation
implants (barrier-coated, low bleed implants available since 1988), the rupture-free
survival was estimated as 98% at 5 years and 83%-85% at 10 years. Based on these
figures, a survival curve was created (Figure 2).
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Figure 2: Estimated rupture-free survival curves based on definite ruptures or on
definite and possible ruptures combined for all implants implanted at least 3 years before
the baseline MRI (Holmich et al., 2003).

The results of the prevalence and the incidence study concur relatively well. In the
prevalence study, 3% of 3—5-year-old third-generation implants and 16% of 6—10-year-
old implants were ruptured, while in the incidence study, it was estimated that
approximately 2% of third-generation implants would be ruptured by 5 years and 15—
17% by 10 years. The third-generation implants were relatively durable for the first 6-8
years, after which the rupture rate increased. The results of previous explantation studies
are in line with these studies, indicating that first- and third-generation implants are the
most durable, whereas second-generation implants are associated with a much higher
frequency of rupture (De Camara et al., 1993, Malata et al., 1994, Robinson et al., 1995,
Peters et al., 1997, Cohen et al., 1997, Rohrich et al., 1998 , Feng and Sharpe 1999,
Collins et al., 2000).

The overall estimate of implant rupture prevalence in the first Danish study (Holmich et
al., 2001) is somewhat lower than those reported in clinical explantation studies (De
Camara et al., 1993, Malata et al., 1994, Robinson et al., 1995, Peters et al., 1997,
Cohen et al., 1997, Rohrich et al., 1998 , Feng and Sharpe 1999, Collins et al., 2000).
Those studies were, however, based mainly on symptomatic women who elected for
surgery, who are likely to have a higher proportion of ruptured implants than unselected
women. Moreover, damage to implants during explantation can also lead to an
overestimation of in vivo failure prevalence (Slavin and Goldwyn, 1995).

6.3.4.3 Third-generation implants

Two reports on implant durability in third-generation implants became public as a result
of applications by two implant manufacturers for pre-market approval by the US FDA in
2005 (Heden et al. 2006, Collis et al. 2007). In a multinational study on Inamed (now
Allergan) implants, 8% of 199 implants (both smooth and textured) in 15% of the 106
participating women were diagnosed as ruptured or possibly ruptured at MRI, after a
median implantation time of 10.9 years (range, 9.5-13.2 years) (Heden et al. 2006).
These implants would be categorised as third generation implants. A British study of 149
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women with Mentor Siletex gel implants for subglandular breast augmentation was
published in 2007 (Collis et al. 2007). The same data were included in Mentors pre-
market approval (FDA 2006). Eleven percent of implants in 15% of women were
diagnosed with rupture at MRI after a mean implantation time of 8.8 years (range, 4.8-
13.5 years). At subsequent surgery on a subset of the study population, 29% were false-
positives and 4.9% were false-negatives, the rest of implants correctly diagnosed at MRI.
The positive predictive value was 61% and the negative predictive value 82%. Using
both radiological and explant data, a survival estimate was calculated, showing that by
13 years of implantation, 19% and 12% of Mentor Siltex implants, respectively, will be
ruptured. Actually, these figures were seen after 10 years of implantation, but became
more precise with larger follow-up. The data from the Allergan and Mentor studies are
comparable to the finding in the Danish study, that 7—-14% of third-generation implants,
with a median age of 6-—7 years, were ruptured, depending on the definition of
generation (Holmich et al. 2001). The manufacturer-specific rupture prevalences are,
however, somewhat better than those in the survival curve from the Danish Rupture
incidence study (Holmich et al. 2003) with 17% ruptured implants by 10 years, which is
based on several brands of implants.

In the recently published data from 8 and 10 year follow-up on the Core Study patients
from Allergan and Mentor breast implants higher cumulative ruptures have been
reported. For the Allergan implants, 10-year cumulative MRI diagnosed ruptures were
ranging from 6.7 % (95% CI, 2.8-13.7) to 27.2 % (95% CIl 17.3-41.3) depending on
study group (revision augmentation and primary reconstruction, respectively). For the
Mentor implants, 8-year cumulative MRI diagnosed ruptures ranged from 13.6% (95% CI
7.6-23.6) in primary augmentation patients to 21.3% (95% CIl 7.3-53.3) in the revision
reconstruction group. It is unclear how many of these ruptures have been verified in
surgery (FDA 2011).

6.3.4.4 Fourth-generation implants

A few case reports and one large study of the integrity of fourth-generation implants
have been published (Shaaban et al. 2003, Lahiri and Waters 2006, Heden et al. 2006).
The case reports demonstrate the ability of cohesive implants to generate extracapsular
silicone and enlarged lymph nodes (Shaaban et al. 2003, Lahiri and Waters 2006). Heden
et al. studied 144 women with 286 McGhan/Inamed style 410 implants (maximal
cohesive gel), with a median implantation time of 6 years (range, 5-9 years). At MRI
examination, one implant (0.3%) was ruptured and two implants (0.7%) had
intermediate signs of rupture (Heden et al. 2006). Heden et al. did a similar study,
which was published in 2009, with MRI on 163 women with Allergan style 410 implants;
1.7% were diagnosed as ruptured at MRI after a median implantation time of 8 years
(Heden et al. 2009). These results indicate that cohesive implants are more durable than
the previous generations; however, the silicone membrane of these cohesive implants is
identical to that in the third-generation implants of the same manufacturer examined in
the study cited above, (Heden et al. 2006), and the accuracy of MRI diagnoses of rupture
in these implants has not been studied.

6.4 Health effects of silicone breast implants (SBI)

6.4.1 Local effects in the breast

Based on clinical experience, some women with breast implants present with discrete
symptoms suspecting to due to an implant rupture. The typical history is a change in the
breast configuration, often towards a softer breast, but sometimes as increased
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hardness. Both can be indicative of a rupture, as described above. In some cases, a
swollen and sore lymph node in the lateral breast or the adjacent axilla is the first clinical
sign of an implant rupture. The changes have typically taken place over a few months,
but in case of swollen lymph nodes most women seek medical evaluation soon after
onset of symptoms (Dowden 1993, Holmich et al., 2005). Some women have pain in the
breast, rarely described as serious, but more like an inner soreness or itching (H6lmich et
al., 2005). These symptoms, along with a clinical examination can often give the
suspicion of rupture, however, ultrasonography or preferably MRl must be performed in
order to verify the diagnosis. In many cases, there may be additional indications for
surgery and the imaging part can be left out. In case of an unequivocal clinical
examination, a rupture may still be present, and imaging is necessary.

A few studies reported higher frequencies of complaints by women with breast implants
ruptures. However, no specific pattern of symptoms was identified (Wells et al., 1994,
Hennekens et al., 1996, Englert et al., 2001, Fryzek et al., 2001). A large number of
women must have had silent implant rupture at the time of study, based on knowledge
from rupture studies.

In order to evaluate breast symptoms as well as more general symptoms in case of
untreated implant rupture, a Danish study examined 64 women with 96 implant ruptures
which were left untreated over a two-year period (H6lmich et al., 2004). The ruptures
were diagnosed at an MRI in 1999, the patients did not have symptoms that warranted
explantation at the time of diagnosis and choose to take a “watchful waiting approach”.
After two years, a new MRI was performed. 11 implants (11%) in 10 women with had
progression from intra- into extracapsular rupture (n=7), as progression of
extracapsular silicone (n = 3) or as increasing herniation of the silicone within the fibrous
capsule (n = 1). In most cases, these changes were minor. Some of the changes could
be ascribed to trauma, but others appeared to be spontaneous. The presence of
autoantibodies (Rheumafactor, ANA, Cardiolipin) decreased slightly over time in all
women and did not appear to be influenced by implant status. None of the nine women
with new or increased extracapsular silicone at the second MRI became seropositive for
any of the measured autoantibodies (Holmich et al., 2004). Women with untreated
implant ruptures reported a significant increase in non-specific breast changes (OR, 2.1;
95% CI, 1.2-3.8) when compared with women without ruptures. The changes were
primarily a softer breast with a different shape and size and in some cases pain, although
not considered serious. The commonest remark was that the breast felt flatter and
smaller. Although based on small numbers, there was no excess reporting of new
diseases among women with ruptured implants (OR, 0.7; 95% CI, 0.3—-1.6). This is the
only study to examine untreated ruptures.

Women with extracapsular ruptured implants more frequently reported breast hardness
indicative of capsular contracture than women with intact implants. This is consistent
with the ability of free silicone to induce a foreign body reaction that can result in fibrosis
(Caffee 1986). The fibrous capsule surrounding the implant has been found to act as a
natural boundary for silicone, with high levels observed in biopsy samples of capsules
and considerably lower concentrations in the breast parenchyma, regardless of implant
status (McConnell et al. 1997, Peters et al. 1996, Schnur et al. 1996, Beekman et al.
1997). In the study by Beckman et al., there was significantly less silicone migration over
the fibrous membrane in women in whom the capsule was calcified and significantly more
in patients in whom implantation exceeded 12 years. There was no significant correlation
between the status of the implant (intact, bleeding or ruptured) and the degree of
silicone migration (Beekman et al. 1997). Mechanical stress and trauma, such as manual
capsulotomy, have been associated with extracapsular silicone gel leak (Ahn and Shaw
1994, Eisenberg et al. 1977, Holmich et al. 2001), but the mechanism of spontaneous
migration has not been fully clarified. In the above mentioned Danish study of untreated
ruptures intracapsular rupture spontaneously became extracapsular in a few cases
(Holmich et al. 2004). This lends further support to the understanding that intracapsular
or extracapsular implant rupture is not a permanent condition and that the fibrous
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capsule, although solid and sometimes even calcified, is not impermeable to silicone, as
seen in both pathological specimens and on MRI.

Some studies have found no association between capsular contracture and implant
rupture,(Peters et al., 1994, Collins and Sharpe, 2000) whereas a study of 1619 removed
implants found a significant association (OR, 1.52; 95% CI, 1.14-2.03) (Feng and Amini
1999) similar to that in a smaller Danish study (Holmich et al. 2005). All of the reported
studies, however, involved symptomatic patients who had undergone explantation, and
this might have biased their results. There may be an association between significant
capsular contracture and implant rupture, but mutual confounding of both events with
increasing implant age makes it difficult to evaluate the true effect. In any case, the
association does not appear to be strong.

Women with silicone gel-filled breast implants sometimes develop local and peri-
operative complications including serious infections, severe or chronic breast pain,
hematoma and the need for additional surgery. Many of these post-operative
complications are not unique to breast implantation but occur following various types of
surgery in general. Prospective data on the occurrence of local complications following
breast augmentation have accumulated in the literature, with several recent reports
reporting on the newer generations of implants, although long-term data still remain
somewhat limited for these newer highly cohesive implants. There are no epidemiologic
data available specifically addressing local complications among recipients of PIP silicone
breast implants, however, a review of what is known regarding local complications and
cosmetic breast implants in general will provide information and context to this issue.

The reported frequency of local complications among silicone breast implant recipients
generally ranges between 17% and 36% (Spear et al., 2007; Cunningham 2007; Hvilsom
et al., 2009; Kjoller et al., 2002b; Henriksen et al., 2003, 2005; Fryzek et al., 2001;
Kulmala et al., 2004). This variability among studies reflects differences in patients’
physical conditions and co-morbidities, implant design, and timing of occurrence of
complications. Studies including newer generations of implants and textured implants
generally report lower complication frequencies compared with studies of earlier
generations of implants. Typically, the most frequent local complication is capsular
contracture, with frequencies ranging from 1.9 to 23% in recent reports, while
complications such as pain, hematoma, and wound infection are substantially less
common and occur during the acute postoperative period, with frequencies generally less
than 2%. Additional surgery after primary implantation has been reported as a result of
complications in 10 to 30% of implantations. Capsular contracture is the most frequent
reason for additional surgery in women with breast implants.

Reports of complications following implantation with the newer generations of implants
were published recently by two large implant manufacturers. Spear et al. (2007)
reported results for 455 women (with 908 Inamed/Allergan implants). During six years of
follow-up, the most common local complication was severe capsular contracture (Baker
111/1V) which occurred in 15% of the women and was the primary indication for
approximately 30% of reoperations. The frequency of capsular contracture is higher in
this study compared with others and may be attributed to the fact that only 41% of the
implants were textured implants, which have been reported to have a lower incidence of
capsular contracture (Collis et al. 2000; Wong et al., 2006). Other complications
reported after primary augmentation were implant malposition and asymmetry occurring
in 5.2% and 3.0% of the women, respectively. Breast pain and swelling occurred among
9.6% and 8.3% of women, respectively, but most often as postoperative complications
that resolved within two months after surgery. Twenty-eight percent of the women
underwent a reoperation within six years, seven of whom had more than one
reoperation.

Cunningham et al. (2007) reported results for 551 patients with Mentor implants and
three years of follow-up. Severe capsular contracture (Baker I111/1V) was the most
common complication observed in 8.1% of the women. Fifteen percent of the women
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underwent a reoperation within three years, of which 36.7% were due to capsular
contracture, 11% to hematoma and 4.6% to asymmetry.

In a multi-site European study of Allergan Style 410 highly cohesive, textured implants
(Heden et al. 2009), with longer follow-up of 5 to 11 years after implantation, capsular
contracture was detected by for 5.3% of implants, consistent with a rate of 5.6%
reported in an earlier study by Heden et al. (2006) of the same implants. All were grade
11l capsular contractures. A three-year follow-up study in the United States of 492
women with cosmetic augmentation using the same Style 410 highly cohesive implants
(Bengtson et al. 2007) reported low complication rates; implant malposition was most
common (2.6%), while grade I11/1V capsular contracture occurred among 1.9% and
other complications, including breast pain, infection or swelling, among less than 2% of
women. The risk of reoperation among augmented women was 12.5%, and the primary
reasons for reoperation were implant malposition or patient request for size/style
change; capsular contracture was the primary reason for reoperation among 6.9% of
women in this study.

Cohort studies conducted in Denmark (Hvilsom et al., 2009; Kjoller et al., 2002b;
Henriksen et al.,2003, 2005), Sweden (Fryzek et al.,2001) and Finland (Kulmala et
al.,2004) have investigated local complications among women with cosmetic breast
implants. Hvilsom et al. (2010) reported the most recent, long-term prospectively
acquired data on local complications from the population-based, prospective Danish
Registry for Plastic Surgery of the Breast. The incidence and severity of short-term
complications was examined in 5373 women (10 640 implants) who underwent primary
cosmetic breast implantation between 1999 and 2007, with a mean follow-up of 3.8
years (range up to 8.7 years); 35% of women had at least 5 years of follow-up. Overall,
97% of the implants were silicone gel filled and 93% had a textured surface. Of the
silicone gel-filled, textured implants, 65% were older, less cohesive gel implants, 14%
were newer, more cohesive gel implants, and 21% were the newest, very cohesive gel
implants. The frequencies of complications among women in this study were generally
lower than those reported in other studies, likely due to some underestimation of
complications attributable to passive surveillance used by the Registry, as opposed to
proactive regular and frequent examinations according to protocol performed in a clinical
study. During the entire follow-up period, 16.7% of women developed at least one
adverse effect and 4.8% developed a surgery-requiring complication. Within 30 days of
implantation, the most common adverse events were infection (1.2%) and hematoma
(1.1%), while change of tactile sense (8.7%), asymmetry/displacement of the implant
(5.2%) and mild capsular contracture (4.2%) were most common within five years. Less
than 1.5% of women reported prolonged pain in the breast within three years or five
years following implantation. The frequency of severe capsular contracture (Baker Grade
1HI-1V) was 1.3% within three years and 1.7% within five years after implantation.
Displacement or asymmetry (39.9%) and capsular contracture (17.3%) were the most
frequent clinical indications for reoperation.

An earlier report from the Danish Implant Registry, based on shorter follow-up, examined
determinants of surgery-requiring complications and capsular contracture among 2,277
women who underwent cosmetic breast implantation from 1999 through 2003 (Henriksen
et al., 2005). Most implants (76%) contained soft silicone gel (third-generation
implants) while 22% contained firm, cohesive gel (fourth-generation implants). During
an average follow-up of 119.5 months (range 3-50 months), 12% of implants (17% of
women) had short-term complications, of which 136 (3.0%), corresponding to 4.3% of
women, required surgical intervention. Capsular contracture grades Ill through IV was
registered among 30 women, 9 of them bilaterally. The most frequent clinical indications
for surgical intervention were asymmetry/malposition of implant (38% of surgeries) and
capsular contracture grades IlIl to IV (16%). Other less common implant-related
complications requiring surgery included periprosthetic infection (1.5%) and breast pain
(3.7%). Unsatisfactory cosmetic result was an indication for 51% of the 136 revision
procedures.
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In their recent clinical practice-based study, Handel et al. (2006) reported that the rate
of capsular contracture grade Il or IV was 1.99 per 1000 patient-months after
augmentation and 4.36 per 1000 patient-months after implant revision surgery. The
frequency of hematoma and infection ranged between 1.5% and 2.1% following
augmentation or revision surgery. For breast augmentation, 248 of 1,601 (15.5%)
implants required subsequent reoperation, while 21.9% of implants used for revision
surgery required subsequent reoperation. The most common reason for reoperation was
capsular contracture (56% of patients requiring additional surgery).

There have been additional recent reports on the occurrence of specific local
complications following breast implantation. Fryzek et al. (2001) analyzed local
complications, based on medical record review, among 1,280 Swedish women with
cosmetic breast implants, and found that 69% of the women had no local complications,
while 31% had an implant change, implant leakage, or capsulotomy. Fewer complications
were reported for women with submuscular implants and for implants having nonsmooth
surfaces. The occurrence of local complications was examined among 685 Finnish
women with cosmetic breast implants, with a mean follow-up of 10.9 years (range up to
34 years) (Kulmala et al., 2004). Overall, 64% of women had no local complications
diagnosed in their medical records. Again, the most common complication was capsular
contracture, occurring in 17.7% of women and 15.4% of implants. Wound and skin
problems, infection, and hematoma were diagnosed in 2.8%, 2.5%, and 1.8% of women,
respectively. Seventy-four percent of women needed no postoperative treatment, while
22% required surgery after primary implantation. Breiting et al. (2004) conducted a
study of 190 Danish women with long-term cosmetic silicone breast implants compared
with 186 women who had undergone breast reduction surgery. Eighteen percent of
women with implants self-reported chronic breast pain, compared with 8% among
women with breast reduction. Pittet et al. (2005) reported that the rate of infection after
silicone gel-filled breast implantation is 2-2.5%, and that two-thirds of infections occur
within the acute postoperative period. The risk of infection was higher in women who
had breast reconstruction after mastectomy and radiotherapy for cancer than in
augmentation patients.

Thus, the epidemiologic evidence demonstrates that the incidence of short- and long-
term local complications following silicone gel breast implantation is relatively low and
does not typically require additional surgery. Capsular contracture is the most frequently
reported complication and the most frequent cause of surgical intervention, while the
frequencies of other complications such as breast pain, infection, and malposition are
much lower, often as low as 1-2%. Long-term data on the newest generation of
textured, highly cohesive gel implants are somewhat limited, although results from
follow-up up to 11 years is consistent with a low rate of local complications.

6.4.2 Lymphoma

Concerns about non-Hodgkin lymphoma (NHL) among women with breast implants have
been raised by anecdotal reports of lymphomas in or near the breast among women with
breast implants (Brody et al., 2010; Newman et al., 2006; Gaudet et al., 2002; Sahoo et
al., 2003; Keech and Creech 1997; Duvic et al., 1995). A pooled analysis of NHL
incidence in five long-term cohort studies with virtually complete follow-up of 43,537
women with cosmetic breast implants in Denmark and Sweden, the US, Canada, and
Finland yielded a SIR of 0.89 (95% CI 0.67-1.18), based on 48 observed NHL cases
(Lipworth et al., 2009). None of the studies reported a primary lymphoma of the breast.
Thus, the epidemiologic evidence, based on large surveillance studies with long-term
follow-up, does not provide evidence of an increased risk of NHL of any site among
women with cosmetic breast implants. In the only published cancer incidence study to
include women followed for at least 25 years after implantation (Lipworth et al., 2008),
including 3,336 women followed for 15 years or more and 827 followed for at least 25
years, no significant excess of NHL was observed overall and not one primary lymphoma
of the breast was observed. Moreover, the largest study to date (Brisson et al., 2006),
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with cancer surveillance as long as 24 years, actually reported a reduced incidence of
NHL among almost 25 000 Canadian women with cosmetic breast implants.

Recently, a report of a case-control study from the Netherlands suggested an association
of breast implants with anaplastic large cell lymphoma (ALCL) (De Jong et al., 2008),
although the latency period between placement of the implants and ALCL diagnosis was
remarkably short (< five years) for three of the five ALCLs diagnosed in implant women,
weakening the plausibility that any observed association with implants is causal in
nature. All the cases in this study were reported to be patients with ALCL of the breast
identified in the Netherlands between 1990 and 2006, while all of the controls had
lymphomas of the breast but of cell types other than ALCL diagnosed during the same
time period. Thus, the elevated odds ratio presented in the paper does not demonstrate
an increased risk of ALCL of the breast among augmented women per se. In fact, no
valid conclusion at all can be drawn regarding whether there is an excess of lymphoma
overall, or of ALCL in particular, among women with breast implants compared with
women without implants, since control patient selection purposefully comprised only
patients with breast lymphomas other than ALCL. Of interest, all five of the women with
ALCL and breast implants had bilateral “saline-filled” implants, which are used
infrequently in Northern Europe, where silicone breast implants have not been taken off
the market as they were in North America. Thus, the only valid conclusion that can be
drawn from this study is that among women with breast lymphomas in the Netherlands,
those whose pathology is of the anaplastic, large cell type variety may be more likely to
have received saline implants (Lipworth et al., 2009).

Lymphomas of the breast are rare, comprising 0.04-0.5% of all breast cancers (Kim et
al., 2011a, 2011b), and the vast majority of are B-cell origin. Anaplastic large cell
lymphoma is a rare type of lymphoma, or cancer of the immune system, characterized
by abnormal growth of T-lymphocytes that occurs in several parts of the body, including
lymph nodes, skin (cutaneous ALCL), breast, bones or soft tissue. ALCL is not cancer of
the breast tissue. Rather, implant-associated ALCL falls within a broad spectrum of
lymphoproliferative disorders with variable clinical behaviors, raising questions about a
diagnosis of malignancy in many instances (Jewell et al., 2011). According to the United
States National Cancer Institute, approximately 1 in 500,000 women is diagnosed with
ALCL in the United States each year, with ALCL in the breast even less common,
diagnosed in 3 in 100 million women per year (FDA, 2011). In 2011, an FDA summary of
the literature through May 2010 identified at least 34 unique cases of ALCL among
women with breast implants, and concluded that women with breast implants may have
a very small but increased risk of developing ALCL in the scar capsule adjacent to the
implant (FDA 2011). Of the 34 cases, the median time from breast implantation to ALCL
diagnosis was 8 years (range 1-23 years), and ALCL in women with breast implants is
generally located in the region immediately surrounding the breast implant (seroma or
fibrous capsule) but without invasion of the breast parenchyma. Most ALCL patients
were diagnosed at the time of medical treatment for complications such as persistent
seromas, capsular contracture or peri-implant masses. The evidence on implant
characteristics, in particular implant surface, is too limited to evaluate whether implants
with textured or smooth outer shell are associated with ALCL. As stated by the FDA, “the
totality of the evidence continues to support a reasonable assurance that FDA-approved
breast implants are safe and effective when used as labeled.”

Several independent reviews of the literature pertaining to ALCLs among women with
breast implants have been published (Kim et al. 2011b; Jewell et al, 2011; Brody et al.
2010). In a review of 36 clinical cases of NHLs involving the breast among women with
implants, 29 were ALCLs (Kim et al., 2011b). However, 12 of the 29 women with ALCLs
had a prior history of cancer other than T-cell lymphoma and two had a prior history of
T-cell lymphoma. Similarly, Brody et al. (2010) identified 34 cases of T-cell ALCL among
women with breast implants, all presenting as late peri-implant seromas, capsular
contracture or peri-capsular tumor masses. The authors obtained preliminary data on
brand and style of implant for 25 of the cases, and reported that 23 of them had a
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specific textured surface created by the lost salt method. Most if not all of these cases
likely overlap with those reviewed by the FDA.

In summary, a potential association between ALCL and breast implants in general, or
implants with particular characteristics such as a textured shell in particular, has been
suggested by anecdotal reports of small numbers of women. A causal link between
breast implants has not been established, nor has an association been evaluated in a
large, well-designed epidemiologic study to date.

6.4.3 Other forms of cancer

More than a dozen epidemiologic studies, many of which have been large and able to
assess long-term risks, have been conducted in North America and Europe to evaluate
the potential association between cosmetic breast implants and the incidence of breast
and other cancers (Breiting et al., 2004; Gabriel et al., 1994; Brinton et al.,
1996,2000a,2001a; Bryant and Brasher, 1995; Deapen et al., 1997; Kern et al., 1997;
Malone et al., 1992; Park et al., 1998; McLaughlin et al., 1998,2006; Mellemkjaer et al.,
2000; Pukkala et al., 2002; Friis et al., 2006; Brisson et al., 2006; Lipworth et al., 2008).
There are no data available specifically on the incidence of cancer among recipients of
PIP silicone breast implants.

The primary concern among breast implant patients, the medical community, and
regulatory agencies was breast cancer risk because of the location of the implants, their
use for reconstruction following breast cancer, and the hypothesis that they may
interfere with mammographic detection of breast cancer. Some early reports also raised
concern that women with silicone gel-filled breast implants may be at increased risk of
developing other cancers, including lung cancer, cancers of the cervix and vulva,
leukemia, and multiple myeloma. However, epidemiologic studies have been remarkably
consistent in finding no evidence of increased breast cancer risk among women with
breast implants, and the weight of the epidemiologic evidence is consistent with there
being no causal association between breast implants and any other type of cancer.
Accordingly, independent scientific reviews have unanimously concluded that there is no
demonstrated excess of cancer of any type among women with silicone breast implants
(Bondurant et al., 1999; McLaughlin et al., 2007; EQUAM, 2000; International Agency for
Research on Cancer, 1999; National Institutes of Health, 2005). Indeed, in 1999, the
International Agency for Research on Cancer (IARC) took the unusual step of concluding
that there was evidence of a lack of breast carcinogenicity in women with silicone breast
implants, and this conclusion was supported by that of the independent report of the 10OM
Committee on the Safety of Silicone Breast Implants (Bondurant et al., 1999).

Numerous epidemiological studies have continued to evaluate risk of breast and other
cancers in women with silicone gel-filled breast implants. In a pooled analysis of the two
large Scandinavian, nationwide cohort studies with virtually complete follow-up and
cancer ascertainment (Lipworth et al., 2008), 3486 Swedish women (McLaughlin et al.,
2006) and 2736 Danish women (Friis et al., 2006) who received cosmetic implants
between 1965 and 1993 were followed for up to 37 years, with more than half followed
for 15 years or more. There was no statistically significant increase in cancer incidence
overall, compared with the general population of age-matched women. Similarly,
Pukkala et al. (2002) conducted a cohort study of 2171 Finnish women with cosmetic
breast implants, with a mean length of follow-up of 8.3 years. Cancer incidence overall
was similar to that expected in the general population. Brinton et al. (1996,2000a)
conducted a retrospective cohort study of the incidence and mortality of cancers of
various types among 13 488 women with silicone breast implants compared with
3936 women who had other types of plastic surgery as well as with women in the general
population. There was a slight excess of cancer incidence overall among women with
implants (SIR=1.2; 95% CI 1.1-1.4) when compared with women in the general
population, but not when compared with other plastic surgery patients (Brinton et al.,
2000a). In the large Canadian cohort study, the incidence rate for cancer at all sites
combined was significantly reduced among 24 558 women with implants compared with
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the general population (SIR=0.75; 95% CI 0.70-0.81) and was similar to that among
other plastic surgery patients (Brisson et al., 2006).

The incidence of breast cancer was below expectation in virtually all the large-scale
epidemiologic studies, with risk ratios suggesting a reduction of 10-50%. In the pooled
Scandinavian study (Lipworth et al. 2008), there was a significantly reduced incidence of
breast cancer among women with implants, with 84 cases observed compared with
115.62 expected (SIR=0.73; 95% CIl 0.58-0.90). The combined mean duration of
follow-up among all women with implants was 16.6 years (range 0.1-37.8 years). Over
50% (n=3,280) of women in the cohort were followed for 15 years or more after
implantation, and 13.2% (n=824) were followed for at least 25 years. When the SIR for
breast cancer was evaluated stratified by time since breast implantation, breast cancer
SIRs were non-significantly reduced throughout the follow-up period. The corresponding
SIR for breast cancer in the large Canadian study was 0.57 among 24,558 women with
implants (Brisson et al, 2006). The consistently observed reduced incidence of breast
cancer among women with breast implants may be explained by a higher prevalence of
patient characteristics which may put them at a lower risk for breast cancer, including
younger age at first birth, higher parity and lower body mass index (Kjoller et al, 2003;
Cook et al, 1997; Fryzek et al, 2000; Brinton et al, 2000b). Most studies of cancer
among women with breast implants did not have information on reproductive
characteristics of the particular women included in the study. However, in a separate
analysis of the Danish women with implants included in the pooled Scandinavian study,
the reduction in breast cancer risk persisted even after adjustment for age at first birth
and number of children (Friis et al, 2006), suggesting that reproductive factors may not
have a major influence. It is also plausible that women seeking cosmetic breast
implantation may be diagnosed with breast cancer during preoperative screening.
Exclusion of these women whose breast cancers would have ultimately been diagnosed
during follow-up could lead to decreased incidence of breast cancer among women with
cosmetic breast implants compared with women in the general population, although
these effects are unlikely to explain the persistent risk reduction with long-term follow-

up.

The IOM (Bondurant et al., 1999) suggested that implants may make screening
mammography more challenging by obscuring a variable part of breast tissue. Based on
the findings of a few case series (Fajardo et al., 1995; Silverstein et al., 1988, 1990,
1992), many originating from the same clinic, a hypothesis was generated that opaque
breast implants may interfere with physical breast examination or mammographic
visualization of breast tumors, leading to delays in breast cancer diagnosis and worse
prognosis among women receiving implants. However, the interpretation of these clinical
case series is hampered by potential referral or ascertainment bias, small sample size
and absence of a control group. Furthermore, many of the women included in these case
series underwent their mammograms prior to the implementation of Eklund’'s implant
displacement technique which improved the accuracy of mammograms for women with
breast implants (Eklund et al., 1988), although a portion of the breast may still not be
adequately visualized.

Numerous epidemiologic studies have evaluated whether implants delay the detection of
breast cancer by comparing the stage distribution among women with implants at breast
cancer diagnosis with an appropriate comparison group. Virtually all of these studies
indicate that, although the sensitivity of mammography may be reduced somewhat in
women with breast implants, these women do not in fact present with more advanced
stages of breast cancer or suffer from reduced survival after breast cancer diagnosis
(Friis et al., 2006; McLaughlin et al., 2006; Deapen et al., 2000; Hoshaw et al., 2001;
Miglioretti et al., 2004; Holmich et al., 2003c). Most recently, Xie et al. (2010) reported
on stage distribution and prognosis among 182 and 202 incident cases of breast cancer
identified in the large Canadian cohorts of women with breast implants and women with
other plastic surgery procedures. Women with breast implants were more likely to be
diagnosed with a more advanced stage of breast cancer compared with other plastic
surgery patients; however, there were no differences in tumor size and breast cancer-
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specific survival was similar in both groups. Moreover, none of the mortality studies to
date has demonstrated an increased risk for death from breast cancer among women
with implants compared with women in the general population (Lipworth et al., 2007;
Jacobsen et al., 2004; Brinton et al., 2006; Villeneuve et al., 2006).

Few statistically significantly increased or decreased SIRs were observed for other types
of cancers in any of the studies. A significant increase in lung cancer (SIR=2.2; 95% CI
1.3-3.4) was observed among women with implants in the Swedish study (McLaughlin et
al., 2006). An earlier survey based on a randomly selected subset of these Swedish
women with breast implants found that they were 2.8 times more likely to be current
smokers than the general population of Swedish women (Fryzek et al., 2000). This
difference in smoking habits is likely to explain the increase in lung cancer risk among
women in this study, as well as the excess of lung cancer mortality among women with
breast implants in a Swedish mortality study (Lipworth et al., 2007). The slight excess of
total cancer in the study by Brinton et al. (2000a) was due primarily to statistically
significant increased risks of cervical, vulvar, and brain cancer, and leukemia compared
with the general population. Substantial differences in demographic, lifestyle, and/or
reproductive characteristics between women with implants and both women with other
types of cosmetic surgery and women in the general population have been reported in
several epidemiologic studies (Fryzek et al., 2000; Kjoller et al., 2003; Cook et al., 1997;
Brinton et al., 2000b) and are likely to account for these sporadic excesses of cancer, in
particular vulvar, cervical and lung cancer.

Brain cancer has been studied quite extensively in several large-scale incidence studies
(Pukkala et al., 2002; Friis et al., 2006; McLaughlin et al., 2006; Brisson et al., 2006;
McLaughlin and Lipworth, 2004), as well as in five mortality studies (Lipworth et al.,
2007; Jacobsen et al., 2004; Brinton et al., 2001b,2006; Pukkala et al., 2003; Villeneuve
et al., 2006), all of which consistently failed to demonstrate any significant excess among
women with cosmetic breast implants. Only one study to date has reported a significant
excess of brain cancer among women with breast implants (Brinton et al., 2001b), but
upon further follow-up no additional deaths from brain cancer were observed (Brinton et
al., 2006), yielding a non-significant standardized mortality ratio (SMR) of 1.4 (95% CI
0.8-2.5) after an average of 20 years of follow-up.

In summary, the results of the most recent investigations are remarkably consistent with
earlier epidemiologic evidence in demonstrating no credible evidence of a causal
association between breast implants and any type of cancer, including cancer of the
breast.

6.4.4 Other effects

Rupture of silicone breast implants has anecdotally been associated with severe
symptoms. Subsequent to trauma or closed capsulotomy, episodes of transcutaneous or
intraductal extension of silicone from a ruptured implant have been described, (Ahn and
Shaw 1994, Leibman et al., 1992) as has distant migration of free silicone via facial
planes (Huang et al., 1978, Teuber et al., 1999) and alarming growth in silicone
granulomas, probably representing rare runaway foreign body reactions, resulting in
devastating tissue excisions(Teuber et al., 1999, Malyon et al., 2001). Such events are
rare, although most clinicians with several years in practice have knowledge of a case or
two. No studies have quantified the frequency of occurrence of these events.

To date, only one prospective study has addressed the possible health implications of
ruptured, in situ silicone breast implants. In this unique study, Holmich and colleagues
(2004) examined the possible health implications, including changes over time in MRI
findings, serological markers, or self-reported breast symptoms, of untreated silicone
breast implant ruptures. Sixty-four women with implant rupture diagnosed by MRI were
followed for two years, and a second MRI was performed. A control group of women with
no evidence of rupture on either MRI was used for comparison. The majority of women
had no visible MRI changes of their ruptured implants. Progression of silicone leakage
(either herniation of silicone within the fibrous capsule, migration from the intracapsular
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space into the surrounding tissue, or progression of extracapsular silicone) was observed
in 11 implants (11%) in ten women; in most cases the changes were small. There was
no increase in autoantibody levels, and no increase in reported breast hardness among
these women. They did report a significant increase in non-specific breast changes
compared with women in the control group. The authors concluded that, for most
women, rupture is a harmless condition which does not appear to progress or to produce
significant clinical symptoms. Based on their findings, they concluded that routine
explantation in asymptomatic women with ruptures may not be mandatory. They
recommend that asymptomatic women with implant ruptures be followed regularly by
clinical examination and that the women should be informed of signs of silicone migration
and in that situation explantation should be adviced. (Holmich et al., 2004).

It has been hypothesized that women with ruptured implants may experience increased
exposure to silicone, which in turn could induce an immunological reaction leading to a
higher risk of specific symptoms or systemic diseases (Press et al., 1992; Melmed, 1998;
Solomon, 1994). As previously reviewed by Holmich et al. (2007), only two studies of
either CTDs or related symptoms evaluated by implant rupture status were based on
patients not thought to be selected by the clinical course or symptoms.

In the magnetic resonance imaging (MRI) study by Brown et al. (2001), 236 (68.6%) of
344 women from two volunteer plastic surgery clinics had at least one ruptured implant;
73 of these 236 women had an extracapsular rupture. Women with breast implant
rupture (overall or extracapsular rupture) were no more likely than women with intact
implants to self- report a diagnosis of any of the definite CTDs studied, including
fibromyalgia, or symptoms including joint symptoms, skin rash, cognitive disorder,
fatigue, or hair loss. When women with extracapsular silicone were compared with a
combined group of women with intracapsular rupture and women with intact implants,
excesses were found for self-reported Raynaud’s syndrome (OR=4.2; 95% CI 1.1-16.0)
and fibromyalgia (OR=2.8; 95% CI 1.2-6.3). However, there is no biologic or scientific
rationale for comparing women with extracapsular rupture with a combined group of
women with intracapsular rupture and women with intact implants, since women with
intracapsular rupture had fibromyalgia rates substantially lower (8%) than women with
intact implants (14.8%). If the analyses had been conducted appropriately, based on
three separate categories of implant status (intact, intracapsular rupture, extracapsular
rupture), the fibromyalgia OR for extracapsular rupture compared with intact implants
would be 1.9 (95% CI 0.8-4.3), substantially lower than the 2.8 reported by the authors
(Lipworth et al., 2004a). Moreover, the study had considerable potential for selection
bias due to recruitment procedures and low response rates, and could not determine
whether self-reported conditions occurred before or after breast augmentation (Lipworth
et al., 2004a).

In a sample of women from the Danish implant cohort who were randomly selected to
undergo MRI to detect rupture, Holmich et al. (2003b) evaluated risk of CTD by rupture
status among 238 women with cosmetic silicone breast implants. Ninety-two (39%) of
the women had MRI-diagnosed ruptures, of which 69 were intracapsular and 23 were
extracapsular, and 146 had intact implants. One year prior to the MRI, information was
obtained on self-reported CTDs and symptoms with onset after breast augmentation.
Two women in the ruptured group (both with extracapsular ruptured implants) and three
women with intact implants self-reported a diagnosis of definite CTD, yielding ORs of 0.9
(95% CI 0.1-6.7) for women with ruptured implants overall and 3.8 (95% CI 0.4-35.1)
for women with extracapsular ruptures compared with women with intact implants. For
undefined CTD or other chronic inflammatory conditions, including fibromyalgia, the
corresponding ORs were 1.0 (95% CI 0.3-3.0) and 0.8 (95% CI 0.1-4.5), respectively.
Two cases of fibromyalgia were reported, one in the group with intact implants (0.7%)
and one in the group with intracapsular rupture (1.4%). None of the women with
extracapsular rupture reported fiboromyalgia. These rates of fiboromyalgia are consistent
with the estimated prevalence rate of 3.4% for US women (Wolfe et al., 1995), as
opposed to the much higher rates of fibromyalgia reported among women with intact
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implants or intracapsular ruptures in the study by Brown et al. (2001), again suggesting
biased selection of women in that study.

6.4.5 Connective Tissue Disorders (CTD)

6.4.5.1 General aspects

Initially, the primary concern regarding breast implants was the occurrence of systemic
sclerosis and other connective tissue diseases (CTDs), including systemic lupus
erythematosus (SLE), rheumatoid arthritis, Sjogren’s syndrome, and fibromyalgia. It
had also been hypothesized that women with breast implants experience symptoms of
apparent connective tissue, rheumatic, or autoimmune origin that bear some
resemblance to fibromyalgia but do not fulfill established diagnostic criteria for any
known CTD, including cognitive dysfunction, severe joint and muscle pain, incapacitating
fatigue, and skin abnormalities (Kallenberg, 1994; Wolfe, 1999). Although
unsubstantiated claims still appear from time to time regarding an association between
silicone breast implants and known or atypical CTDs, these have been unequivocally
refuted by the reassuringly consistent epidemiologic evidence from published large-scale
cohort (Breiting et al., 2004; Brinton et al., 2004; Brown et al., 2001; Edworthy et al.,
1998; Englert et al., 2001; Friis et al., 1997; Fryzek et al., 2007; Gabriel et al., 1994;
Giltay et al., 1994; Hennekens et al., 1996; Holmich et al., 2003b; Kjoller et al., 2001;
Lee et al., 2010; Nyren et al., 1998a; Park et al., 1998a; Sanchez-Guerrero et al., 1995;
Schusterman et al., 1993; Wells et al., 1994) and case-control (Burns et al., 1996;
Dugowson et al., 1992; Englert et al., 1996; Goldman et al., 1995; Hochberg et al.,
1996; Lai et al., 2000; Laing et al., 1996, 2001; Strom et al., 1994; Williams et al.,
1997; Wolfe and Anderson, 1999) studies, as well as numerous meta-analyses and
critical qualitative reviews (Bondurant et al., 1999; Blackburn and Everson, 1997;
Hochberg and Perlmutter, 1996; Independent Review Group, 1998; Janowsky et al.,
2000; Lamm, 1998; Lewin and Miller, 1997; Lipworth et al., 2004a,2004b,2010a;
McLaughlin et al., 2007; Silman and Hochberg, 2001; Silverman et al., 1996; Tugwell et
al., 2001). Among these qualitative reviews is the US Federal court-appointed National
Science Panel Report in 2001 (Tugwell et al., 2001), as well as other more recent reviews
(Lipworth et al., 2004a,2004b,2010a; McLaughlin et al., 2007) of findings from
epidemiologic studies published after the National Science Panel’s review, all of which
have concluded that there is no credible evidence of an association between breast
implants and any of the traditional CTDs evaluated individually or in combination, or
atypical CTD.

6.4.5.2 Established connective tissue disease

In an early, large, well-designed epidemiologic cohort study of US female health
professionals, evidence initially suggestive of a relation between well-defined CTDs and
breast implants was reported (Hennekens et al., 1996; Lee et al., 2010). In the first
analysis, there was a small but significant overall increased risk of self-reported (not
validated) CTDs among women with breast implants (Hennekens et al., 1996). Due to
the self-reported nature of the CTD result, a subsequent medical record validation of
these data was performed by the same investigators, showing clear evidence of over-
reporting of CTD by the participants, as only 22.7% of self-reported cases of definite CTD
could be confirmed by a review of patient records (Karlson et al., 1999). In the latest
update from the same study population (Lee et al., 2010), initially statistically
significantly elevated relative risks (RR) of 1.6-1.8 for self-reported CTDs or for CTDs
ascertained using a specialized CTD screening questionnaire (CSQ) were again found to
be greatly attenuated and no longer significant when the analysis was restricted to CTD
cases confirmed by medical records. Among women with implants, CTD diagnoses were
confirmed for only 27% of women who screened positive for CTD on the CSQ, and for
18% of women who self-reported a CTD. The most informative result of this study,
therefore, is the high level of CTD over-reporting by women with implants, particularly
among US women with implants when there was nationwide litigation, sensational media
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reports, and a government de facto ban of the use of silicone-filled cosmetic breast
implants. For most other industrialized countries, this was not the environment.

Over-reporting was similarly evident in a US cohort study (Brinton et al., 2004) of 7234
women with breast implants, in which only a small minority of self-reports of rheumatoid
arthritis, scleroderma and Sjogren’s syndrome were considered “likely” (i.e., likely real)
after medical record review by a panel of expert rheumatologists. For the remainder, the
diagnoses were not supported, either because records were incomplete or because
clinical criteria were not met. Based on these “likely” diagnoses, RRs among women with
implants were non-significantly elevated for the three disorders combined (RR=2.5; 95%
Cl 0.8-7.8) or for rheumatoid arthritis alone (RR=1.9; 95% CI 0.6-6.2). The US study
also found that women with breast implants were not more likely to have fibromyalgia
than women with other types of plastic surgery, based on self-reports (RR=1.3; 95% CI
0.9-1.7).

In a study of Danish women (Breiting et al., 2004) with long-term follow-up up to 35
years after implantation, no significant association for all CTDs combined was reported
among 190 women with cosmetic silicone breast implants when compared with either
186 breast reduction controls (RR=0.8) or 149 women in the general population
(RR=1.4). This study was able to identify women who had received their implants on
average almost two decades earlier, but due to the relatively small sample size had
limited statistical power to observe associations with rare outcomes such as individual
CTDs.

Fryzek et al. (2007) reported on the occurrence of CTD in an extended follow-up of an
earlier study of 2761 Danish women with breast implants and 8807 comparison women
who underwent breast reduction surgery (Kjoller et al., 2001). The women with implants
were followed with virtually complete follow-up for an average of 13.4 years, and all CTD
outcomes were based on hospital records and were medically verified through medical
chart review to evaluate possible misclassification of these diseases at discharge in the
study cohorts. Over 85% of CTDs diagnosed in hospital records were confirmed through
medical chart review for women with breast implants. Compared with either general
population rates or with women with breast reduction, women in the implant cohort had
no significant increase in the incidence of combined CTDs or of any specific CTD,
including rheumatoid arthritis, dermato- and polymyositis, systemic sclerosis, SLE, and
Sjogren’s syndrome. Direct comparison of the implant and comparison cohorts showed
no relation for breast implants with confirmed fibromyalgia.

Nyren et al. (1998a) conducted a large Swedish cohort study that included 3500 women
with cosmetic breast implants, followed for a mean of 10.3 years, and 3353 women with
breast reduction followed for a mean of 9.9 years. This study relied on a medical record
data review to correct for all misclassified and pre-existing (prevalent) CTD diagnoses in
both cohorts. In a direct comparison with women who had undergone breast reduction,
the RR for hospitalization for total CTDs was 0.8, and no significant increases were found
among women with breast implants for any specific CTD, including rheumatoid arthritis,
SLE, Sjogren’s, or scleroderma. The RR for fibromyalgia among women with breast
implants was 1.0 (95% CI 0.3-3.0) compared with women who had undergone breast
reduction.

Englert et al. (2001) conducted a retrospective cohort study in Australia of 458 women
who received cosmetic breast implants between 1979 and 1983 and 687 women with
other types of plastic surgery. Diagnoses of CTDs subsequent to implantation or other
plastic surgery were self-reported and then validated through medical record review.
There was no statistically significant difference between women with breast implants and
controls in the reporting of any CTD or of systemic sclerosis, SLE, or rheumatoid arthritis.

With respect to fibromyalgia, a case-control study by Wolfe and Anderson (1999) found
no association between silicone breast implants and the subsequent development of
fiboromyalgia. Utilizing a longitudinal clinical databank of patients seen at a rheumatic
disease clinic from 1991 through 1994, history of breast implantation (including date of
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implantation) was ascertained among 508 women with fibromyalgia, as well as among
464 women with rheumatoid arthritis and 261 rheumatic disease controls with
osteoarthritis. The fibromyalgia patients were the least likely to have had breast
implantation prior to their diagnosis. When women with fibromyalgia were compared
with women with osteoarthritis, who were selected by the investigators to serve as the
relevant disease control group, the odds ratio (OR) for fibromyalgia diagnosed after
implantation was 0.77 (95% CI 0.13-4.65), highlighting the importance of determining,
in studies of breast implants, whether self-reported CTDs or symptoms occurred before
or after breast augmentation surgery.

Similarly, Lai et al. (2000) conducted a case-control study of women seen at a
rheumatology practice in Atlanta from 1986 through 1992 to ascertain prior history of
breast implantation and fibromyalgia. Medical records were reviewed for 2500 women,
of whom 131 had a history of breast implantation and 484 met the American College of
Rheumatology criteria for fibromyalgia. There was no association between breast
implantation and fibromyalgia.

In addition to the studies reported above, a number of earlier cohort studies, most with
shorter follow-up and fewer study subjects, also found no increased risk of definite CTDs
among women with cosmetic breast implants when compared with either women who
had undergone breast reduction or women in the general population, although the
relatively small numbers of rare outcomes such as specific CTDs reported in these studies
often precluded meaningful comparisons. Included among these early studies are the
“Mayo Clinic Study” of 749 women in Minnesota, who received silicone breast implants
between 1964 and 1991 and were followed for an average of 7.8 years (Gabriel et al.,
1994); a study of 1183 women with breast implants identified from the Harvard Nurses’
Health Study cohort (Sanchez-Guerrero et al., 1995); and a nationwide Danish Hospital
Discharge Register study (Friis et al., 1997) of 1135 women with cosmetic breast
implants.

6.4.5.3 “Atypical” connective tissue disease

Studies that evaluated undifferentiated or atypical CTD as an outcome, defined as having
a case definition distinct from the other established CTDs and substantive symptoms
(Williams et al., 1997), have consistently reported no credible evidence of an association
with silicone breast implants or of a rheumatic symptom profile unique to these women
and/or indicative of a specific atypical CTD (Bondurant et al., 1999; Breiting et al., 2004;
Brinton et al., 2004; Fryzek et al., 2001a, 2007; Jensen et al.,2001a, 2001b; Kjoller et
al., 2001; Laing et al., 2001; Lipworth et al., 2004b, 2010a; Tugwell et al.,2001).

In the Danish follow-up study (Fryzek et al., 2007), unspecified rheumatism (which
included fibromyalgia and myalgia) was statistically significantly elevated in both the
implant cohort (standardized incidence ratio (SIR)=1.9; 95% CI 1.6-2.2) and in the
comparison cohort of 8,807 women who underwent breast reduction surgery (SIR=1.5;
95% CI 1.4-1.7) cohorts, when compared with the general population. A validation of the
diagnosis “unspecified rheumatism” (Jensen et al., 2001b) did not reveal a rheumatic
symptom profile unique to women with silicone breast implants or suggestive of atypical
CTD. Jensen et al. (2001a) examined rheumatic diagnoses and related symptoms among
women with implants with and without a prior diagnosis of muscular rheumatism, and
observed that the frequency of fibromyalgia and the number of tender points were
markedly increased among women with earlier muscular rheumatism compared with
women without a prior diagnosis of muscular rheumatism. These results, again, indicate
the importance of taking prior rheumatic complaints and diseases into consideration
when evaluating current rheumatic diseases among women with breast implants.

In the US study of CTDs by Brinton et al. (2004), the authors included a category of self-
reported conditions termed “other disorders.” The RR for these self-reported disorders
among women with implants compared with other plastic surgery controls was 1.4 (95%
Cl 0.8-2.6) for the period before 1992 and 3.6 (95% CIl 1.9-7.0) for the period after
1992, during which breast implant litigation and media reports were widespread in the
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United States, suggesting strong reporting bias inherent in these self-reports of CTDs
during a period of widespread litigation and publicity. Moreover, the authors indicate
that most of these “other CTDs” were “vaguely defined or should not have been
considered CTDs.”

In the largest study to date to examine symptom reporting for a pattern unique among
breast implant recipients (Fryzek et al., 2001a), 1546 Swedish implant patients and 2496
breast reduction controls completed a questionnaire regarding rheumatologic and other
symptoms. Women with breast implants reported a multitude of symptoms, but with a
clear lack of specificity. Thus, after extensive cluster analysis, there was no identifiable
cluster of symptoms indicative of a specific “atypical” CTD, nor was there a unique
pattern of inflammatory rheumatic disorders or soft-tissue complaints among women
with silicone breast implants.

6.4.6 Offspring effects

There are no epidemiologic data available on offspring effects among women with PIP
silicone breast implants. However, there have been several well-conducted, long-term
studies of offspring effects among women with implants dating back to the 1990’s.

There were isolated early case reports of children born to or breastfed by women with
silicone breast implants who developed swallowing difficulties, irritability, nonspecific skin
rashes, fatigue, and other symptoms (Gedalia et al., 1995; Levine and llowite, 1994;
Levine et al., 1996a,1996b,1996¢c; Teuber and Gershwin, 1994). Besides the lack of a
control group in these case series or small clinical studies, selection bias is a major
concern due to the referral of children to a gastroenterology clinic because of a concern
about breast implants, including those whose mothers were involved in implant litigation
(Bartel, 1994; Cook, 1994; Epstein, 1994; Placik, 1994). In addition, some of the
children were born to families with a history of scleroderma and esophageal dysmobility,
so genetic or familial factors cannot be ruled out, and sedation of the children during
testing may have affected oesophageal pressures.

Four population-based retrospective cohort studies have examined health outcomes
among children born to mothers with silicone breast implants, and none has found
evidence of such a relationship.

Kjoller et al. (1998) examined the occurrence of oesophageal disorders, connective tissue
diseases (CTD), and congenital malformations among 399 Danish children of mothers
who received breast implants at public hospitals between 1977 and 1992, compared with
3906 children of mothers who had undergone breast reduction. After a mean follow-up
of 5.5 years (range up to 15.7 years), higher than expected rates of oesophageal
disorders were found among children born to mothers with implants, compared with the
general population; however, similar excesses were observed among the control group of
offspring born to mothers with breast reduction surgery, and excesses were also
observed among children born prior to the mother’s implant surgery. The observation of
an increased occurrence of oesophageal disorders among the offspring of women with
implants both before and after implant surgery, and women with breast reduction
suggests confounding by some characteristics of women who undergo cosmetic breast
operations in general as a likely explanation for the observed excesses. There were no
significant increases in CTD or congenital malformations in either the breast implant or
breast reduction cohorts.

Kjoller et al. (2002a) reported on an additional cohort of children of Danish women who
received implants at private plastic surgery clinics between 1973 and 1995, and updated
the follow-up of the earlier public hospital implant and reduction cohorts (Kjoller et al.,
1998). The mean follow-up after breast implantation for the private clinic and public
hospital cohorts combined was 6.0 years (range up to 19 years). Esophageal disorders,
rheumatic disease, and congenital malformations were examined among 2854 children
born to Danish women with implants and 5805 children born to women who underwent
breast reduction or other plastic surgery. Significantly higher than expected rates of
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esophageal disorders were observed for children born before (SIR=2.0; 95% CI 1.3-2.8)
but not after (SIR=1.3; 95% CI 0.5-2.9) maternal implant surgery; similar excesses
were observed among children born before (SIR=2.1; 95% CIl 1.5-2.8) and after
(SIR=1.6; 95% CI 1.1-2.3) maternal breast reduction surgery. Risks of rheumatic
disease were not significantly elevated and were similar among children born before and
after maternal breast implant surgery. A borderline significant excess of congenital
malformations of the digestive organs was observed among children born after maternal
implant surgery (SIR=1.8; 95% CI 1.0-3.1), but a similar excess was observed among
children born to women in the breast reduction cohort after their surgeries (SIR=1.9;
95% CI 1.4-2.4). The risk of malformations overall was not significantly higher than
expected among children born after cosmetic breast surgery. Any observed elevated
risks of adverse health outcomes appear unrelated to breast implants per se, because
similar findings were observed among children born both before and after the mother’s
implant surgery, as well as among children born to control mothers in the breast
reduction cohort.

Similarly, a retrospective cohort study conducted in Sweden found no evidence of
increased risk of adverse health outcomes among children born to women with breast
implants, after a mean follow-up of 8.9 years (range up to 24 years) (Signorello et al.,
2001). The investigators evaluated hospitalization rates for rheumatic and esophageal
disorders, incidence rates for cancer, and prevalence rates for congenital malformations
among 5874 children born to women with cosmetic breast implants compared with 13
274 children born to women who had undergone breast reduction surgery. Compared
with children of women who had undergone breast reduction, children of women with
cosmetic breast implants were not at increased risk for rheumatic disease (RR=1.1; 95%
Cl 0.2-5.3), esophageal disorders (RR=1.0; 95% CI 0.7-1.6), congenital malformations
overall (RR=1.0; 95% CI 0.6-1.5), congenital malformations specifically involving the
digestive organs (RR=0.5; 95% CI 0.2-1.3), cancer (RR=0.3; 95% CI 0.0-2.5) or
perinatal death (RR=0.9; 95% CI 0.5-1.8).

A fourth study, conducted in Finland (Hemminki et al., 2004), attempted to evaluate
perinatal health outcomes among infants born to women with silicone breast implants, as
well as pregnancy and birth patterns among these women. In general, this study
suffered from numerous methodological shortcomings, including biased control selection
and uncontrolled confounding. As a result of these flaws the null results are
uninterpretable.

In summary, there are no demonstrated adverse effects on the offspring of women with
breast implants.

6.4.7 Suicide and psychological issues

Five large epidemiologic mortality studies, conducted in various populations during the
past decade, have reported with remarkable consistency that women with cosmetic
breast implants have a two- to three-fold higher rate of suicide than similar-aged women
in the general population (Lipworth et al., 2007; Jacobsen et al., 2004; Brinton et al.,
2001,2006; Pukkala et al., 2003; Villeneuve et al., 2006). To our knowledge, prior to
these mortality studies, there were no case reports or case series in the literature to
suggest a suicide excess among women with cosmetic breast implants. It was an
unexpected finding and the only adverse outcome consistently observed in the
epidemiologic studies of women with implants. There are no epidemiologic mortality
studies or studies of psychological characteristics of women specifically with PIP silicone
breast implants.

Three nationwide cohort studies have been conducted in Scandinavia to evaluate cause-
specific mortality among women with breast implants. In the Swedish cohort of 3521
women who had breast implants and were followed for an average of 18.7 years (up to
38 years) after implantation, a statistically significant threefold excess rate of suicide
compared with the general population was observed base on 24 deaths (SMR=3.0; 95%
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Cl, 1.9-4.5). The excess rate of suicide in this study became apparent 10 years after
implantation and continued to increase with extended follow-up to an SMR of 4.5 (95%
Cl, 2.6—-7.7) among women ten to 19 years after implantation and 6.0 (95% CI, 2.7—
13.4) among women 20 or more years after implantation (Lipworth et al., 2007).

Jacobsen et al. (2004) reported an increased risk of suicide (SMR = 3.1; 95% CI 1.7-
5.2), based on 14 observed suicides compared to an expected 4.5 in the Danish implant
cohort of 2788 women with implants, with a mean follow-up of 11.5 years (range, 4-26
years). No clear pattern emerged in the SMRs for suicide according to length of follow-
up, with substantial excesses observed in all time periods. This was the first and to date
only mortality study to explore pre-implant psychopathology among women undergoing
cosmetic breast implant surgery, by examining their pre-operative history of
hospitalization for psychiatric illness. The results of this study indicate that the Danish
women who underwent breast implantation had a higher prevalence of psychiatric
admissions prior to cosmetic surgery (8.0%; 95% Cl 7.0%-9.0%) than women who
underwent breast reduction (4.7%; 95% CIl 4/2%-5.2%) or other types of cosmetic
surgery (5.5%; 95% CIl 4.5%-6.7%). When compared with all control groups, the risk
ratio for prior psychiatric admission was 1.7 (95% CIl 1.4-2.0). In fact, seven of 14
women with breast implants who committed suicide in the study had a history of pre-
operative psychiatric hospitalization. The study did not, however, provide information on
history of specific psychiatric diagnoses or treatments prior to breast implantation.

Brinton et al. (2006), in their mortality analysis for the US cohort of 12 144 women who
received cosmetic breast implants, reported an increased risk of suicide among implanted
women when compared with the general population (SMR = 1.6; 95% CI 1.1-2.3, based
on 29 observed suicides) or when compared with other cosmetic surgery patients (RR =
2.6; 95% CI 0.9-7.8). The risk of death from suicide was not elevated during the first
ten years of follow-up but was increased in all subsequent time periods.

In the mortality analysis of the large Canadian cohorts (Villeneuve et al., 2006),
significantly higher rates of suicide were observed in both the implant (SMR=1.7; 95% ClI
1.3-2.2) and other plastic surgery groups (SMR=1.6; 95% CI 1.1-2.2) compared with the
general population, based on 58 and 33 observed suicides, respectively. In the Finnish
cohort of 2166 women who had cosmetic breast implantation and were followed for a
mean of 10.3 years (Pukkala et al., 2003), a statistically significantly increased SMR for
suicide was observed among implanted women compared with the general Finnish female
population (SMR = 3.2; 95% CIl 1.53-5.86, based on 10 suicides compared to an
expected 3.1).

In addition to the increased risk of suicide among women with cosmetic breast implants,
excesses of other external causes of deaths due to drug and alcohol abuse and
dependence, atypical motor vehicle accidents, and other self-harm causes were also
reported in the five published mortality studies (Lipworth et al., 2010). The consistently
higher rate of suicide, as well as the observed excesses of other drug- and alcohol-
related external causes of death, among women with cosmetic breast implants is unlikely
to represent a causal association, but rather reflects an increased prevalence of
preexisting underlying psychiatric problems and other important risk factors for suicide
among a subset of these women prior to their implantation. However, direct empirical
research on these women prior to surgery for cosmetic implants is limited.

Women with cosmetic breast implants have been shown to have a higher prevalence of
cigarette smoking and alcohol use, younger age at first pregnancy, history of induced
abortions, and lower-than-average body weight (Fryzek et al., 2000; Kjoller et al., 2003;
Cook et al., 1997; Brinton et al., 2000; Didie and Sarwer 2003), perhaps reflecting an
increased prevalence of eating disorders among a subset of these women. Moreover,
there is some evidence that women who seek cosmetic breast implantation experience
preoperative psychological symptoms indicative of depressive disorders or report a
history of psychiatric treatment substantially more frequently than women undergoing
other cosmetic surgery (Didie and Sarwer 2003; Sarwer et al., 2000, 2003; Young et al.,
1994). These and other characteristics may influence rates of suicide and related causes
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of death. The prevalence and severity of pre- and post-implant psychiatric disorders or
other factors needs to be further investigated to identify whether some women who
undergo cosmetic breast implantation are at high risk of suicide.

There are no studies of PIP silicone breast implants and suicide and related causes of
death. However, if women with PIP silicone breast implants are similar in psychological
characteristics as women with implants in general, then an excess of suicides and related
causes of death would be expected.

6.4.8 Case reports on women with PIP Breast implants

Incident reports collected by the International Confederation for Plastic Reconstructive
and Aesthetic Surgery network from Spain, France, UK, Finland, Lebanon, Czech
Republic, Italy, Switzerland have raised concerns about unusually high rupture rates in
PIP silicone breast implants and Ilymphadenopathy (with swellings, pain and
inflammation), including in lymph nodes far away from the breast, e.g., in the groin, in
the neck and in the mediastinum. These lyphadenopathies do not seem to subside after
implant removal and can develop even with intact implants. Such a case on
lymphadenopathy at a site distant from the implant manifesting itself as cutaneous
abnormalities was recently reported for a patient with a PIP implant (Cawrse and Pickford
2011).

No epidemiologic data are available regarding local complications of any kind following
implantation with PIP silicone breast implants. If local complication rates of PIP silicone
breast implants are similar to other manufacturers’ implants, then the issue is likely to be
of relatively minor importance in terms of risk to the public health. In a small study on
eight explanted PIP silicone breast implants three intracapsular ruptures were identified
of which two were symptomatic (Carillon et al., 2012).

No scientific data are available regarding the occurrence of lymphoma of any kind,
including ALCL, following implantation with PIP silicone breast implants.

No epidemiologic data on PIP silicone breast implants are available regarding the
subsequent occurrence of cancer, including breast cancer. If PIP silicone breast implants
are like other implants in regards to subsequent cancer, no association would be
expected.

There are no offspring studies of women with PIP silicone breast implants.

There are no studies of PIP silicone breast implants and suicide and related causes of
death. However, if women with PIP silicone breast implants are similar in psychological
characteristics as women with implants in general, then an excess of suicides and related
causes of death would be expected

6.5 Risks related to surgical procedures for breast implantation and
explantation

6.5.1 Implant procedure risks

It has been shown in different studies that implant damage at insertion can weaken the
implant and probably be responsible, at least in part for a later rupture. Electron
microscopy scanning studies of failed implants have shown various types of failure
mechanisms, from scalpel, scissor, needle and forceps lesions to abraded, weakened
areas, probably caused by surgeons’ fingers when they are stuffing an implant into its
pocket (Rapaport et al., 1997, Brandon et al., 2001, Wolf et al., 2000).

It should be noted that in many countries a considerable amount of aesthetic breast
surgery is done by non-specialized physicians, who frequently do not even have had any
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training in basic surgery (e.g. Germany). A substantial proportion of the procedures in
aesthetic breast surgery are estimated to be done by non-specialists. It is not clear
whether this lack of suitable training has a major influence on subsequent breast implant
failure rates.

6.5.2 Infection risks

According to the literature, infections are not numerous in the possible complications of
breast reconstruction or breast augmentation. They could appear early or be detected as
subclinical in the pathogenesis of fibrous contracture.

The early infectious complications after nipple-sparing mastectomy and immediate breast
reconstruction with silicone prosthesis are recorded for 5% (2% major infection and 3%
minor infection) of the 16% complications in the prospective study of Radovanovic et al.
(2010). In the study of Siggelkow et al. (2004) dedicated to breast implant for cosmetic
augmentation or breast reconstruction, the percentage of complication is significantly of
higher incidence in patients who had undergone breast reconstruction but still very low
(«3%).

Some of these early infectious complications could include a Toxic Shock Syndrome
linked to toxicogenic Staphylococcus aureus and have a dramatic issue if an early
diagnosis and prompt initiation of resuscitative and therapeutic measures are not
present. But they occur very rarely (Holm & Mihbauer 1998).

Much more frequent is the subclinical infection detected when a reintervention occurs for
capsule contracture. They seem to be the source of this contracture in around 30% of
the cases and are linked to a biofilm with Staphylococcus epidermidis on the breast
implant capsule (Pajkos et al., 2003). They need sensitive culture methods for being
detected (swabbing is insufficient). For avoiding this phenomenon some surgers are
carefully disinfecting the implant before introduction ( immersion in a disinfecting
solution or antibiotics ) and a debate about the role of an eventual interaction between
this disinfectant and the membrane of the implant seems to be now closed in the USA
(Zambacos et al., 2004).

Meanwhile we may question about an eventual fragility of the shell of PIP silicone breast
implants after contact and interaction with a disinfectant if this was not tested before
marketing and specified in the notice. This could an eventual cause of more rapid
disorders as usual but the data now recorded did not contain any information about this
practice and the habits of surgers seem dissimilar.

There were no papers found in the literature dealing with infections linked to
contaminated silicone exuding out of the membrane. There are some cases described of
granulomas linked to atypical mycobacteria , but all the patients where HIV positive and
the source of the bacteria seems to be external and not directly linked to the silicone
(Males et al.,2010).

No papers were found showing a difference in infections rates between PIP and other
protheses. On the other hand one author described recently a zero breast implant
infection rate following 1720 PIP silicone implant placements for primary breast
augmentation (Keramidas 2009).

No possible microbiological contamination of PIP breast implants was found in the
literature. The non-medical silicones are not marketed as “ germ free “ , thus it could be
assumed that the initial contamination of PIP implant may be higher than in the case of
implants filled with a certified medical silicone . According to this hypothesis , the applied
sterilization process could be insufficient for insuring the level of sterility requested by
the European Pharmacopea (one device with a residual contamination for one million of
devices after the sterilization process). An increased time of processing, due to an
unusual initial contamination could mean more damage to the shell, an insufficient time
of sterilization could mean the eventual presence of a microorganism able to grow slowly
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in the prosthesis after implantation. The literature survey does not give information
about the microflora able to grow in such silicones and the result of sterility control after
explantation .

A last issue related to the ethylene oxide sterilization process should be considered.
There is a possibility of leakage of residual ethylene oxide from a medical device after
ethylene oxide sterilization. In this respect also sterilized PIP silicone breast implants
need to be evaluated for conformity with current standards with regard to the level of
residual ethylene oxide (EN ISO 10993-7:2008 Biological evaluation of medical devices —
Part 7: Ethylene oxide sterilization residuals, EN I1SO 10993-7:2008/Cor 1:2009). In case
of the presence of excess residual ethylene oxide, inflammation could be induced
depending on the level and duration of the contact.

6.5.3 From explanting

Risk of explantation can be subgrouped into risk associated with the anaesthesia and risk
of complications from the breast surgery.

Regarding risk from anaesthesia it must be taken into consideration that:

e The overall majority of both cosmetic and reconstructive patients are healthy with no
or little comorbidity.

e They have all undergone general anaesthesia to have the implants inserted, so they
constitute a selected cohort with respect to that. In subsequent surgeries it is
therefore possible with greater precision to judge the individual risk during
anaesthesia and surgery.

In modern anaesthesia there is very low risk of death and serious complications, and in
daily clinical life both patients and surgeons opt for general anaesthesia in case of
complications (for instance capsular contracture) which renders the cosmetic result not
satisfactory. This indicates that it is not a matter of great concern neither to patients nor
to their physicians.

Regarding risk entailed with the breast surgery, there is always risk of immediate
complications: infection and hematoma and delayed complications, the most important
being: capsular contracture, malposition, pain, and rupture. The risks of immediate
complications are low and rarely a contraindication. The risk of more delayed
complications increase in revision surgery as compared with the primary surgery,
however, not to an unacceptable level (FDA 2011). The indication for revision surgery
should always be balanced with the potential risks of complications and this should be
discussed with the patient. For healthy individuals it has been estimated that the risk of
death is 1 in 250.000 anaesthesias Lienhart et al., 2006). Anaesthesia may be
complicated with aspiration or anaphylaxia. Generally, these risks are in the area of 1 in
6000 — 7000 cases, but lower for healthy persons (Fasting 2010).

Assessment of the risk in different sitations
a) For explantation in the absence of rupture vs. in the case of rupture?

Explanting an intact implant is a straight-forward procedure, takes about an hour for
bilateral implants and the patient can usually go home the same day or the day after. In
cases where the fibrous capsule needs to be removed, the procedure takes a little longer
and there is more bleeding both during the procedure and afterwards. The patient is
often treated with a drain which can produce secretion for several days. The pain and
discomfort for the patient is probably slightly more in case of more extensive dissection,
but in-hospital stay not necessarily longer, since patients can be sent home with drain.

b) For explantation of smooth vs. textured vs. microtextured implants?

In many cases there is no difference in explanting a smooth versus a textured implant,
since many textured implants do not adhere to the surrounding tissue (microtextured
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and many textured implants). In cases with high-profile texturing/ large pores in the
implant surface there is often in-growth of the capsular tissue into the texturing, but not
always. It adheres like glue. In most cases the adherence can be loosened manually or
blunt preparation. There are cases where sharp dissection is necessary, which will cause
slightly more bleeding and take more time. Exchange of smooth implants can be
performed in local anaesthesia if no other procedures are going to take place and if the
implant is intact. However, most surgeons and patients prefer general anaesthesia in any
case.

c) For explantation in the absence of inflammation vs. in the case of inflammation? (I
imagine, no difference regarding the implant. But, what about the removal of lymph
nodes?)

If the tissue surrounding the breast implant is marked by inflammation, it is oedematous
(containing tissue fluid), swollen and with lots of new tiny blood vessels. The tissue
bleeds very easily and can be easy to damage and difficult to repair, sutures may for
instance cut through and be difficult to place. If lymph nodes in the axilla are inflamed,
painful and swollen it may be best to remove them. This is generally done by a separate
incision in the axilla, but more incisions may be needed depending on the localisation of
lymph nodes/granulomas to be removed. Any kind of lymph node dissection entails the
risk of permanent problems with chronic seroma (accumulation of fluid), nerve damage
and in cases of more extensive dissection a risk of lymph oedema — “swollen arm”. The
need for lymph node removal is not normally included in information to potential breast
implantation patients.

d) What are the benefits or avoided risks of explantation?

The benefits of advising for elective (planned) explanting are: controlled circumstances
where surgery can be planned within the patient’s schedule, easier surgery in case on
intact implant, presumably lower risk of complications with the new implant than if a
rupture was present. Much lower risk of spilling of free silicone within the tissue, and
shorter operation time in case of intact implant. In addition, if the non-medical grade
silicone used in some or perhaps PIP silicone breast implants can cause local irritation it
would be advisable to remove the implant before problems and symptoms occur rather
than after.

e) When rupture has occurred vs. when rupture has not occurred.

In case of rupture of normal breast implants most surgeons advocate removal of the
implant. Most patients also seek implant exchange in case of rupture. Several scientific
studies indicate that many women have lived for a long period with ruptured implants
without knowledge hereof and without occurrence of serious health problems (H8lmich et
al., 2001, Brown et al., 2000). However, more local complications, in specific capsular
contracture have been found. There is general consensus that implant rupture is rarely
an emergency situation. In case of rupture of a PIP implant it seems sound to advice
removal of the implant. The non-medical grade silicone gel may cause more tissue
reaction than medical grade silicone which often do not cause any reaction. In such cases
it would be advised to remove the fibrous capsule surrounding the ruptured implant
along with the implant, both to avoid spillage of free silicone into surrounding tissues but
also the clear the patient the most from the free non-medical grade silicone.

f)  When inflammation has occurred vs. when inflammation has not occurred.

Inflammation is a reversible reaction, but can progress to fibrosis if the irritant
persists/cannot be removed completely. Avoidance of inflammation is indeed preferable.
Inflammation can be found by microscopy and may not always be clinically relevant, if
the changes are minor. In case of clinical symptoms of inflammation (pain and swollen
tissue), the microscopic changes are generally marked. If the patient has symptoms of
inflammation there is a need to remove the implant as well as the surrounding fibrous
capsule. Lymph nodes with marked inflammation and pain should also be removed and
the patient should be followed regularly to identify potential progression and need for
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additional surgery. If the inflammation includes breast tissue, muscle on the chest or skin
it may be necessary to excise these structures, which can impair both function as well as
the cosmetic result heavily. In case of silicone spread to the axilla along facial planes as
can be seen for instance after an accident it can be necessary to remove silicone from
the nerves in the brachial plexus. This situation is fortunately very rare. In case of local
irritation from such silicone the long-term complications due to advancing fibrosis can be
devastating.

g) When lymph nodes have significantly swollen vs. have incurred the benign swelling
generally associate with all silicon breast implants.

Many women with silicone breast implants have lymph nodes in the axilla containing
silicone. This is often due to migration of short chained silicone oils. In case of implant
rupture also longer chained particles can be taken up in the regional lymph nodes.
Normally such lymph nodes are not painful, only enlarged. But in case of inflammation,
this is often accompanied by pain. There is no scientific evidence that containment of
medial grade silicone within asymptomatic lymph nodes possesses any health threat.
Enlarged lymph nodes may cause both patients and clinicians concern, however, the
diagnosis is easily made by ultrasonography and in equivocal cases a fine needle
aspiration. Lymph nodes in implant patients are normally only removed if they cause
significant pain and distress, and this is rare.

7 Overall conclusions on the risks and benefits from PIP and other breast
implants

7.1 General considerations

Regardless of manufacturer, a number of silicone breast implants will fail at some point
after implantation. The risk factors for failure may be identified, namely:

a) The implant procedure. It has been shown in different studies that implant damage
at insertion can weaken the implant and probably be responsible, at least in part for a
later rupture. Electron microscopy scanning studies of failed implants have shown various
types of failure mechanisms, from scalpel, scissor, needle and forceps lesions to abraded,
weakened areas, probably caused by surgeons’ fingers when they are stuffing an implant
into its pocket. There is an estimation that a substantial proportion of the procedures in
aesthetic breast surgery are carried out by non-specialists It is not clear whether this
lack of suitable training is a major influence on subsequent breast implant failure rates

b) Time since the implantation. Breast implants can fail, regardless of manufacturer,
and the probability of failure increases with time since implantation. This phenomenon is
true for all types of implants used in the human body. Differences in diagnostic criteria
and implant time in situ might account for large discrepancies in the reported number of
ruptures in different clinical studies.

c) Physical and chemical features of the implant. Most implants comprise a single
envelope. Besides breast implants a variety of medical devices are manufactured
composed of silicone elastomers. The quality and purity of the silicone elastomer along
with the effectiveness of the control over the chemical reaction for generating the gel can
have a marked influence over the physical and chemical properties of a breast implant.
The implants may on occasion have small, difficult to detect pinhole defects. Defects such
as tiny cracks are sometimes also found where the posterior patch is ‘welded’ to the
remaining implant.

d) Patient specific factors. There are two considerations, patient factors that may
influence the integrity of the implant and factors that may influence the effects of leaked
components. Apart from possible impacts of accidents rather little has been published on
the influence of life style factors on breast implant integrity. The primary factors
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influencing patient vulnerability to leaked implant contents are also rather poorly
researched.

7.2 Assessment of PIP silicone breast implants

There is no evidence that women who have had PIP silicone breast implants differ
significantly initially in health status from those having implants from other
manufacturers.

Important difficulties in making an assessment of the risks from PIP silicone breast
implants are:
*in some countries and in some women it is quite uncertain whether PIP silicone breast
implants were used until explantation has been carried out.

*Reporting of breast implant failure and of any adverse effects on health due to this is
not obligatory and consequently reported incident rates are frequently unreliable.

The SCENHIR is aware that PIP silicone breast implants have been found to vary
considerably in composition and as a result are likely to vary substantially in performance
characteristics. No clear temporal trend of implant problems has been identified for PIP
silicone breast implants. Consequently it is very difficult to identify a truly representative
PIP implant for risk assessment purposes.

The data available on PIP silicone breast implants is inevitably limited at this stage. The
focus of attention in this initial response is on the following aspects:

e Physical and chemical properties of the PIP silicone breast implants, where available

¢ Findings of the effects of PIP implant contents in the required animal tests, where
available

e Reports of incidents of PIP implant failures, where available

Physical and chemical properties. The more recent PIP silicone breast implants, in
common with those of other manufacturers, comprise a single envelope/shell. The
implants consist of an outer shell filled with a gel. In common with those of most other
manufacturers, they were manufactured using the polymer polydimethylsiloxane, also
known as silicone. The chemical reaction resulting in crossed linked gel formation must
be controlled because it governs the degree of crosslinking. The more variable the
reaction, the greater the variation of the content of volatile and/or low molecular mass
components in the implant (gel and shell). Use of industrial grade silicone along with a
lesser control of the cross linking process appears to be associated with a higher content
of low molecular weight components. As a consequence of the migration of these
components it is reasonable to conclude that the shell might be weakened and that
components could leak into the surrounding tissue. Tests conducted by the French
Authorities on the physical integrity of a sample of PIP silicone breast implants indicated
weaknesses in PIP shells not found in other commercially available implant.

Findings in Toxicity tests. ,A range of assays can be selected. For implant devices with
prolonged contact the most extensive toxicity testing is indicated including cytotoxicity,
sensitization, irritation, acute and subchronic systemic toxicity, genotoxicity, and
implantation tests. Additional tests may be indicated by the risk assessment that is
performed of a certain medical device/constituent such as biodegradation and
toxicokinetic studies, chronic toxicity, carcinogenicity, immunotoxicity, neurotoxicity and
reproductive/developmental toxicity. To date few studies aimed at evaluating the toxicity
of the contents of PIP silicone breast implants have been conducted using tests
specified for assessing the safety of grade IlIl medical devices . The tests that were
performed are designed to assess cytotoxicity, irritancy and genotoxicity. Medical grade
silicone gels give negative results in these tests. In the case of the contents of the PIP
silicone breast implants, tests for cytotoxicity and genotoxicity were negative. However,
an in vivo test for irritancy was positive. This indicates the potential for inducing local
irritancy when the silicone gel is released form the implant. The extent will depend on the
amount released and local conditions. The implications of this positive result for irritancy,
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for women with PIP silicone breast implants, is currently uncertain and requires further
investigation.

Incident reports. There are various methods to identify implant failure. It is important to
note that clinical breast examinations alone have little sensitivity for detecting implant
rupture. If there are also clinical signs of adverse effects then a follow up is likely to take
place but a clinical examination is likely to miss implant rupture in the absence of
positive signs. There is international agreement among professional radiologists and
reconstructive and aesthetic surgeons that Magnetic Resonance Imaging (MRI) is by far
the most accurate modality. Ultrasonography is the second best imaging modality for
detecting implant rupture, but it is less precise and more operator dependent
Mammography is less useful.

There are cases reported suggesting that PIP silicone breast implants may have a higher
failure rate in the first few years after implantation compared with those from other
breast implant manufacturers. There are also a few case reports that ruptured PIP
silicone breast implants may be associated with a higher incidence of swollen and painful
lymph nodes.

The limited and selective clinical data and the absence of epidemiologic data on PIP
silicone breast implants provide insufficient evidence to warrant a conclusion that women
with PIP silicone breast implants have a greater risk to their health than women with
breast implants from other manufacturers. However, when the Ilimited available
information is taken together with the findings from tests of the physical and chemical
properties of the shell and silicone and of the in vivo irritancy test, the possibility of
health effects cannot be ruled out.

7.3 Generic Risks and Benefits of removal of PIP silicone breast implants

From a public health perspective it is important to identify generic risks and benefits.
Such an assessment may not necessarily apply to an individual patient however.

As noted above there are obvious difficulties in providing scientifically based generic
advice because:

* Qver time, regardless of the manufacturer there will be an increased failure rate of the
implants

*For many women it is uncertain whether their breast implant is a PIP manufactured
implant

*Simple clinical examination alone is unlikely to identify those patients with a
leaking/ruptured implant.

*Many such implants have been inserted by surgeons who are not qualified in plastic
surgery . This might be a source of higher failure rates among their patients.

It is important to identify as far as possible high risk categories of patients based on the
identified risk factors noted above. Manufacturer, duration of implant,, patient symptoms
and psychological state have been identified. However these criteria are insufficiently
established at present and a patient by patient approach is therefore required. It is
important that the risks identified in this opinion are considered in the light of the risks
involved in prophylactic explantation.

7.4 Recommendations for further work

The SCENIHR recommends that further work is undertaken as a priority to establish
with greater certainty the type and magnitude of health risks, if they exist, associated
with PIP silicone breast implants.

In particular:

* A thorough assessment of the composition of a range of PIP explants
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* Further assessment of biological effects of the silicone gel used in PIP silicone breast
implants/explants

*The need for simple tests that can be used for routine reliable low cost screening

* The establishment of reliable data reporting procedures for silicone breast implants and
nationwide data bases on SBI failures and other implant failures and the health effects of
such failures. This should be a joint undertaking involving national governments, implant
manufacturers and plastic surgeons.

* Research on explants to identify cause of failure The FDA guidance document for
saline, silicone gel, and alternative breast implants (FDA Nov. 2006) recommends the
protocol developed by Brandon, et al. (2003a) for testing and analyzing explants. The
FDA emphasizes detailed mechanical testing, scanning electron microscopy analysis
(SEM), detailed chemical analysis, and comparison with a control group of unimplanted
devices. It is recommended that this protocol be established as the "International
Protocol for Testing and Analyzing Explants and Controls". A standardized protocol would
allow different laboratories throughout the world to compare their data.

A retrieval and analysis study of PIP explants and controls should be established using
this protocol. The mechanical tests should include tensile strength, elongation, force-to-
break, moduli, and tear resistance. The SEM examination should include an analysis of
shell failure sites to determine the cause of failure and an overall characterization of
explant and shell surfaces, emphasizing regions of shell degradation. Chemical analysis
would involve extracting the non-crosslinked, low molecular weight silicones from the
shell in order to determine the percent swelling. The extract should be analyzed to
identify the low molecular weight silicone constituents in the shell. In addition platinum
levels should be measured in the shell and the gel. Considering the various types of PIP
silicone breast implants that have been manufactured, explants should be tested to
determine if one particular type of PIP implant is failing or if failure is attributed to all
types.

There are several types of diagnostic techniques available to analyze ruptured implants
for failure mechanisms. Visual inspection, physical examination, and photographic
analysis provide an overall description of the implant shape and gross features of the
shell failure region. These techniques allow categorization and documentation of the
mode of failure and are quite useful as a supplemental tool in the diagnosis of implant
failure mechanisms. Microscopy techniques provide details of the ruptured shell region
and can be used to determine the cause of breast implant failure. The use of field
emission scanning electron microscopy (SEM) provides the state-of-the-art technique in
the analysis of ruptured breast implants. Retrieval and analysis studies have used
scanning electron microscopy to describe the morphology of several types of breast
implant failures.

* Improved testing protocols The testing procedures and standards for breast implants
should be refined to consider the interaction of the shell material with the filling gel and
the surrounding body fluids, with respect to fatigue and tear resistance behaviour of the
shell and the total implant.

8 OPINION
Mandate

To determine whether implanted PIP breast implants could give reasons for concern from
the health point of view when compared with state of the art implants, taking into
account their structure, composition and detected defects (e.g. low quality silicon, single
envelop instead of double envelop) and the risk of rupture and oozing they may present;

General response

The data available presently on PIP silicone breast implants is necessarily limited at this
stage, as the PIP manufacturer did no clinincal or epidemiologic research. So, the
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evidence on failure rates and complications related to PIP silicone breast implants are
based on case reports. The large number of breast implant studies conducted to date
and reported in the literature did not for the most part examine data by manufacturer.
The focus of attention in this initial response is on the following aspects:

e Physical and chemical properties of the PIP silicone breast implants, where available

¢ Findings of the effects of PIP implant contents in the required animal tests, where
available

e Reports of incidents of PIP implant failures, where available

Physical and chemical properties. The more recent PIP silicone breast implants, in
common with those of other manufacturers, comprise a single envelope/shell. The
implants consist of an outer shell filled with a gel. In common with those of most other
manufacturers, they were manufactured using the polymer polydimethylsiloxane, also
known as silicone. The chemical reaction resulting in gel formation must be controlled
because it governs the degree of crosslinking. The more variable this reaction is, the
greater the variation of the content of volatile and/or low molecular mass components in
the implant (gel and shell) is likely to be. Use of industrial grade silicone along with a
lesser control of the cross linking process appears to be associated with a higher content
of low molecular weight components. As a consequence of the migration of these
components it is reasonable to conclude that the shell might be weakened and that
components could leak into the surrounding tissue. Tests conducted by the French
Authorities on the physical integrity of a sample of PIP silicone breast implants indicated
weaknesses in PIP shells not found in other commercially available implant.

Findings in Toxicity tests. To date few studies aimed at evaluating the toxicity of the
contents of PIP silicone implants sofar have been conducted using tests specified for
assessing the safety of grade Ill medical devices. The tests that were performed are
designed to assess cytotoxicity, irritancy and genotoxicity. Medical grade silicone gels
give negative results in these tests. In the case of the contents of the PIP silicone
implants, tests for cytotoxicity and genotoxicity were negative. However, an in vivo test
for irritancy was positive. This indicates the potential for inducing local irritancy when the
silicone gel is released form the implant. The extent will depend on the amount released,
the duration of exposure and other local conditions. The implications of this positive
result for irritancy for women with PIP silicone implants are currently uncertain and
require further investigation.

Incident reports. There are cases reported suggesting that PIP silicone breast implants
may have a higher failure rate in the first few years after implantation compared with
those from other breast implant manufacturers. There are also a few case reports that
ruptured PIP silicone implants may be associated with a higher incidence of swollen and
painful lymph nodes.

The limited and selective clinical data and the absence of epidemiologic data on PIP
silicone breast implants provide insufficient evidence to warrant a conclusion that women
with PIP silicone breast implants have a greater risk to their health than women with
breast implants from other manufacturers. However, studies among women with
standard-quality implants (including patient with ruptured implants) have shown that the
risks of cancer and connective tissue disease are not increased among women with such
implants. The limited available information, allied with the findings from tests of the
physical and chemical properties of the shell and silicone and of the in vivo irritancy test,
raises some concerns about the safety of PIP silicone breast implants as the possibility of
health effects cannot be ruled out.

The SCENIHR is asked to identify the generic risks and benefits of various actions that
might be taken to address these concerns. As noted above there are obvious difficulties
in providing scientifically based advice because:

e Over time, regardless of the manufacturer there will be an increased failure rate of
the implants;
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e For many women it is uncertain whether their breast implant is a PIP manufactured
implant;

e Simple clinical examination alone is unlikely to identify those patients with a
leaking/ruptured implant;

¢ Many such implants have been inserted by surgeons who are not qualified in plastic
surgery. This might be a source of higher failure rates among their patients.

It is important to identify as far as possible high risk categories of patients based on the
identified risk factors noted above. Manufacturer, duration of implant,, patient symptoms
and psychological state have been identified. However these criteria are insufficiently
established at present and a patient by patient approach is therefore required. It is
important that the risks identified in this opinion are considered in the light of the risks
involved in unnecessary explantation.

Question 1A: What is the global reported incident rate associated with PIP
breast implants;

Currently available data do not allow a reliable estimate

Question 1B: How does this compare with the global reported incident rate for
other breast implants;

Currently available data do not allow a reliable estimate

Question 1C: What percentage of this global reported incident rate is associated
with rupture of PIP breast implants?

Currently available data do not allow a reliable estimate

Question 1D: What percentage of this global reported incident rate for PIP
implants is associated with other adverse effects on health and what are these
adverse health effects?

Currently available data do not allow a reliable estimate

Question 1E: Is there evidence that PIP breast implants are more difficult to
explant, before or after rupture, in comparison with other breast implants;

The evidence although limited indicates that there is no difference provided the device
and fibrous capsule is intact. If the device has ruptured and particularly if it has caused
substantial inflammation then the removal is more difficult. Thus a higher rupture rate of
an implant made by a particular manufacturer would be problematic.

Question 1F: Is there evidence of any increased report of lymph node
complications associated with the PIP breast implants?

There is evidence from an animal study of increase in irritancy. In contrast medical grade
silicone gel does not cause detectable irritation in animal models. There is limited case
history data in PIP explant patients indicating a possible increase in lymph node swelling
and painful lymph nodes. It should be noted, however, that there may be overreporting
of such conditions. This may arise due to reporting and ascertainment biases as a
consequence of the widespread concern generated by media reporting on PIP silicone
breast implants when compared to reporting of these conditions in non-PIP implant
patients.

Question2

In case reasons for concern related to implanted PIP breast implants are
identified, to make a risk/benefit analysis of explantation.

The evidence to date, indicating a health risk for women with PIP silicone breast
implants, is not strong. However there is some concern regarding an increased
inflammation from ruptured PIP silicone breast implants. It is not possible to make a
general risk benefit statement at this time. Rather, for the time being, the risk benefit
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assessment needs to be based on a patient by patient basis by the aesthetic surgeon,
bearing in mind the time since the implantation and the psychological state of the
patient.

7 MINORITY OPINION
None.
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