Quedionsfor the Expert Advisory Pandl on Silicone Gel-filled Breast | mplants

Preamble:

Hedth Canada s currently conducting areview of medical device licence gpplications for sllicone gel-
filled breast implants. At thistime there are no silicone gel-filled breast implants licensed for sdein
Canada.

The Medical Devices Regulations require manufacturers to ensure that their medica devices meset the
safety and effectiveness requirements. The Regulations list eleven requirements to be considered,
which when taken as awhole can be used to determine safety and effectiveness. Depending on the
relative risk classfication of amedica device, Health Canada conducts a premarket review of the
manufacturer’ s submitted evidence of safety and effectiveness prior to making a decison with regard to
licenang amedica device for sdlein Canada.

As part of Hedlth Canadd s review process, a Scientific Advisory Panel (SAP) was convened earlier
this year to consder severd questions, regarding the evidence of safety and effectiveness presented by
the manufacturers. Thisfirst meeting was held in camera to dlow for a discussion of confidentia
commercia data

In line with the Minigter’ s commitment to trangparency and openness, Health Canada will hold a public
forum in the Fal 2005 to obtain additiona input on the same questions discussed at the meeting in
March 2005. As much of the manufacturer’ sinformation as possible will be provided to the public for
review. However, the rlease of this information requires consent from the manufacturer, asit contains
confidentia commercid data provided to Health Canada in confidence. Hedlth Canadd s use of this
information is governed by the Access to Information Act. The public will be invited to make
presentations directly to an Expert Advisory Pand (EAP), or provide their input by mail, fax or online
through a dedicated porta on the Health Canada web site.

The SAP and EAP members have been asked to consider the following questions concerning the safety
and effectiveness evidence presented for the silicone gel-filled breast implants under review. Pand
members will be provided with background information by the manufacturers, and will hear from
members of the public prior to formulating their advice to Hedlth Canada.

Hedth Canada will consder the advice received from the EAP, which includes many of the origina
members of the SAP, during its regulatory review of these medica device licence applications.

Context:

The context for the questionsis found in Sections 10 to 20 of the Medical Devices Regulations, the
Safety and Effectiveness Requirements.  These sections provide information on how Hedth Canada
evauates the evidence of amedica device s safety and effectiveness, in particular:

Section 10. A medica device shdl be designed and manufactured to be safe, and to this end the
manufacturer shdl, in particular, take reasonable measuresto:
a) ldentify the risksinherent in the device;
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b) If therisks can be diminated, diminate them;
) If therisks cannot be diminated:
i) Reduce the risks to the extent possible,
i) Provide for protection appropriate to those risks, including the provision of
darms and
iii) Provide, with the device, information relaive to the risks that remain; and
d) Minimize the hazard from potentid failures during the projected useful life of the
device.

Section11. A medica device shdl not, when used for the medical conditions, purposes or uses for
which it is manufactured, sold, or represented, adversely affect the hedth or safety of a
patient, user or other person, except to the extent that a possible adverse effect of the
device congtitutes an acceptable risk when weighed againgt the benefits to the patient
and the risk is competible with ahigh leve of protection of hedth and safety.

Section12. A medicd device shdl perform asintended by the manufacturer and shdl be effective
for the medica conditions, purposes and uses for which it is manufactured, sold or
represented.

Section 13.  During the projected useful life of amedica device, its characteristics and performance
shdl not deteriorate under normal use to such a degree that the hedth or safety of a
patient, user or other person is adversely affected.

The Food and Drugs Act and Medical Devices Regulations define amedica device labd to include
al materids digtributed by a manufacturer with regard to a product. This includes educationd materid,
ingructions for use to the doctor and information provided to auser. In the case of breast implants
Hedth Canada requires manufacturers to distribute patient information brochures with their devices. It
is particularly important that these documents accurately reflect the known risks of amedica device and
its potentia benefits.

Further details with regard to Hedlth Canada s expectations regarding the evidence of safety and
effectiveness required for breast implants can be obtained from our guidance document “Preparation of
aPremarket Review Document for Breast Implant and Tissue Expander Applications’.

Quedtions.

The questions below are not specific to either a product or amanufacturer. The information presented
to the Pand, and the Pandl’ s advice may be product or manufacturer specific.

The questions posed are intended to facilitate the gathering of specific safety and effectiveness
information. This process will dlow Hedth Canadato consder dl avallable information regarding the
safety and effectiveness of these slicone gd-filled breast implants. Questions regarding the adequacy of
the proposed patient labelling have aso been proposed. It isimportant that women considering slicone
gel-filled breast implants have access to gppropriate information in order to make an informed decision.
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1. Preclinica Data
a Has the extent of gd bleed been adequately investigated and have questions regarding
the potentia health effects of any exposure to low molecular weight silicones been
addressed?
b. Have the potential mechanisms of rupture been adequately studied, to the extent that
the lifetime of these devicesin vivo can be sufficiently described in the patient |abelling?

2. Clinicd Data
a |s the data provided sufficient to establish how the devices perform in vivo?
b. Is the data adequately presented in the proposed product labelling?

3. Labdling

a Should additiond information be provided to patients and physcians with regard to
proactive implant follow-up procedures specific to the Canadian context?

b. Have issues pertaining to recent literature regarding women who undergo augmentation
procedures and a potential association with suicide been adequately addressed?

C. Are the reported second generation effects, such as lower birth weights adequately
documented, and should they be discussed in the labelling?

d. Should additiona information or physician training be provided to surgeons, regarding
implantation best practices to help minimize complications?
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