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1. Executive summary

This paper outlines some of the regulatory challenges experienced by Australian
businesses involved in the supply of medical technology, and proposes an improved
system that significantly reduces the regulatory burdens on industry, without
compromising the quality or safety of medical devices supplied in Australia.

The current Australian regulatory system involves significant red tape for businesses,
particularly in relation to the time and cost of bringing medical devices to market. This
may contribute to companies deciding not to bring the latest medical technology into
Australia, and thereby depriving Australian patients access to the clinical benefits of
the most modern technology available in other developed economies.

A number of opportunities for improvement exist, including the Therapeutic Goods

Administration (TGA):

e taking on the role of a designating authority of third-party conformity assessment
bodies

e ceasing to conduct duplicative pre-market assessments already conducted in
other similar regulatory jurisdictions

e improving internal systems to remove unnecessary steps in the pre-market
application process

e increasing resources devoted to post-market monitoring and compliance activities

o licensing suppliers of medical devices requiring them to adhere to industry codes
of practice.

The expected results of implementing these improvements would include:

e more timely access to the latest medical technology for Australian patients

e adecrease in pre-market regulatory costs for Australian businesses

e more predictable and timely regulatory processes for Australian businesses

e maintaining an equivalent level of quality, safety and performance to that of
medical devices already on the market

e earlier detection of device failures and increased ability of TGA to react quickly,
thereby reducing the number of Australians adversely affected by potentially
unsafe devices

e greater confidence in the supplier’s ability to support devices throughout the
product lifecycle.

The suggested improvements would remove red tape and duplication in the current

regulatory system while improving patient safety, and allow TGA to operate more
efficiently and effectively.
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2. About the Medical Technology Association of Australia

The Medical Technology Association of Australia (MTAA) represents the
manufacturers, exporters and suppliers of medical technology products in Australia.
MTAA represents companies which account for the majority of products included in
the Australian Register of Therapeutic Goods (ARTG), and approximately 75% of
implantable medical devices listed on the Prostheses List used in the Australian
marketplace. MTAA member companies cover the full spectrum of the industry in
Australia; from subsidiaries of major multinational medical technology companies, to
independent distributors and small-to-medium sized Australian innovator companies.

3. Aim of the paper
This paper aims to:

1. Describe the current Australian regulatory system for medical devices and how it
compares to that of other developed economies.

2. Identify elements of the current system that:
e result in unnecessary red tape for Australian businesses, and
e delay or prevent access to modern medical technology for Australian patients.

3. Propose options for improving the regulatory system to:
e reduce or eliminate red tape for Australian businesses,
e increase Australian patients access to the benefits of the latest medical
technology, and
e strengthen the post-market monitoring and compliance regime,
without compromising the quality, safety or performance of medical devices
supplied in Australia.
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4. The current Australian regulatory system for medical devices

Australia was a founding member of the Global Harmonization Taskforce (GHTF),
which was a voluntary group of representatives from national medical device
regulatory authorities and the regulated industry. At its inception GHTF was
comprised of representatives from five founding members (Australia, Canada,
European Union, Japan and United States), each of which actively regulated medical
devices using their own unique regulatory framework.

The purpose of GHTF was to encourage convergence in regulatory practices related
to ensuring the safety, effectiveness/performance and quality of medical devices,
promoting technological innovation and facilitating international trade, and the
primary way in which this was accomplished was via the publication and
dissemination of harmonised guidance documents on basic regulatory practices,
which could be adopted/implemented by member national regulatory authorities.

In late 2011 GHTF was replaced by the International Medical Devices Regulators
Forum (IMDRF), which Australia (TGA) was also a founding member. IMDRF aims to
accelerate the international medical device regulatory harmonisation and
convergence started by GHTF.

The GHTF model was fundamentally based on the European regulatory system
adopted in the early 1990s, and included the following key elements:
e Pre-market evaluation:
= Definitions of key terms, including ‘medical device’ and ‘manufacturer’
= Rules-based risk classification system
= Conformity assessment procedures to be followed by manufacturers, including
the requirement to implement a Quality Management System (QMS) and post-
market surveillance system
= Standards and Essential Principles to demonstrate the safety & performance
of medical devices, including requirements for labelling
¢ Post-market surveillance & vigilance
¢ QMS & auditing
o Clinical safety & performance

The Australian regulatory system (adopted in 2002) is based on this GHTF regulatory
model and is therefore also closely aligned with the European Union (EU) regulatory
system for medical devices. Adoption of this system in Australia provided more
opportunities in the global market for Australian manufacturers.

The requirement for medical devices to meet the Essential Principles for safety and
performance was legislated in 2002 in the Therapeutic Goods (Medical Devices)
Regulations 2002. The regulations are administered by the Therapeutic Goods
Administration (TGA). These regulations prescribe a risk-based system for the
assessment of conformity to the Essential Principles. The greater the risk carried by
the product (in terms of how invasive within the human body it is, the duration of use
and the risk it poses to people), the more stringent the conformity assessment
procedure that needs to be applied by the manufacturer.
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The regulatory system effectively requires manufacturers of medical devices to apply
internationally harmonised standards to the design and manufacture of their product
to demonstrate compliance with the Essential Principles. This includes compliance
with the international QMS standard (1SO13485), which requires manufacturers of
medical devices to establish and maintain the high quality of design, manufacturing
and post-market monitoring necessary for medical technology, is a pre-requisite for
all but the lowest risk (Class |) medical devices.

Assessment and certification of a manufacturer's QMS occurs before manufacturers
can supply their products. Continued adherence to the QMS requirements is also
assessed through regular surveillance inspections. This continuous monitoring and
surveillance ensures that medical devices are manufactured to their specification and
continue to perform as intended.

Devices manufactured by Australian manufacturers, and a sub-set of high risk
devices (such as those containing medicines or materials of animal origin), must
obtain conformity assessment certification from the TGA prior to supply in Australia.
For all other kinds of devices (including high risk implantable devices such as
pacemakers and artificial hearts) the TGA will accept European CE certification
issued by an EU Notified Body (NB).

Once conformity assessment certification has been obtained, the manufacturer signs
a ‘Declaration of Conformity’ declaring that they have applied the relevant conformity
assessment procedures, and that the devices comply with the Australian Essential
Principles for safety and performance.

The Australian ‘sponsor’ is the entity responsible for the importation and supply of the
device in Australia, and they can use the certification as evidence to enter the device
in the Australian Register of Therapeutic Goods (ARTG). It is a requirement for the
sponsor to include the device in the ARTG before it can be supplied in Australia (with
some exceptions, such as custom-made devices).

For higher risk devices (Class lll and some Class IIb) that have undergone
conformity assessment by an EU Notified Body, TGA will conduct a further
‘application audit’ of the documentation supporting the conformity assessment
certification before including the device in the ARTG.

Figure 1 below shows the current main supply pathways for medical devices in
Australia. This does not show all the possible pathways for supply, as there are many
exceptions and options in the legislation available to sponsors, such as Clinical Trial
and Special Access schemes, which are not represented.

The TGA processing times and proportion (%) of devices subject to each time frame
are approximations only. Due to the lack of equivalent published data from TGA,
these figures have been estimated based on a combination of previously reported
figures from TGA, the proportion of different device classifications included in the
ARTG, and indicative feedback from MTAA members.
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Link between the Australian and European regulatory systems

The Australian and European systems are similar in that a manufacturer must apply
a conformity assessment procedure (including an audited QMS) to demonstrate that
a device meets the requirement of the ‘Essential Principles’ of safety and
performance. In the EU these are known as the ‘Essential Requirements’. Risk-
based classification of medical devices in Australia and EU are generally the same,
as are the different conformity assessment procedures applicable to each
classification of device.

The differences in regulations include specific requirements of the two regions local
laws; other differences are minor enough that European conformity assessment
certification can be used by Australian sponsors to include devices in the ARTG.

Most medical device manufacturers will gain EU certification to commercialise the
device in Europe prior to including the device in the ARTG and supplying the product
in Australia. This is in large part due to:

o the relatively large market size of Europe (approximately 30% of the global
market) compared to Australia (around 2% of the global market)

e the time to gain CE certification from an EU Notified Body (approximately 3-4
months) compared to the time it takes to gain TGA conformity assessment
certification (usually between 9-24 months)

e the cost of obtaining EU CE certification compared to the cost of obtaining TGA
conformity assessment certification.

EU Notified Bodies and Competent Authorities

In the EU conformity assessment of medical devices is undertaken by Notified
Bodies (NB). These bodies are impartial, independent third-party commercial
organisations specifically designated to monitor and review conformity assessment
procedures applied by medical device manufacturers. Each member state of the EU
has a Competent Authority (e.g. in the United Kingdom the Competent Authority is
the Medicines and Healthcare Products Regulatory Agency (MHRA)), which is
responsible for implementing the European laws (‘Directives’) nationally, and
designating Notified Bodies (e.g. in the UK BSI and SGS are Notified Bodies) within
their respective nation.

The member state Competent Authority will assess a resident Notified Body’s
organisational structure, operational policies and procedures, and particularly the
skills and competence of personnel involved in activities related to medical device
assessments.

If a Notified Body meets the criteria, the Competent Authority recommends that it is
listed on the Official Journal of the European Commission (OJ). Notification stipulates
the specific directive areas in which the Notified Body has been approved (e.g.
medical devices or consumer electronics). It is not uncommon for a notification to
also list specific product groups, which the Notified Body is approved to assess (e.g.
active medical devices or implantable medical devices). The designating Competent
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Authority is responsible for periodically assessing the resident Notified Bodies to
ensure continued compliance with the standards for assessment.

Competent Authorities are also responsible for post-market monitoring of medical
devices. Under the EU Directives a manufacturer of medical devices supplied in the
EU must report adverse events involving medical devices to the Competent Authority
of the nation where the event occurred. It is the Competent Authority’s responsibility
to investigate, monitor and trend adverse events so they can initiate recalls or
provide advice to the health system of other Competent Authorities and regulators
around the world.

TGA operates in a similar fashion, in that it performs the function of a Notified Body

for pre-market device and manufacturer assessments, but also has the post-market
monitoring and vigilance responsibilities of a Competent Authority.
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5. lIssues with the current Australian regulatory system

Although closely aligned with the regulatory requirements in Europe, there remain a
number of aspects of the current Australian regulatory system, which result in
Australian medical technology companies experiencing unnecessary and
burdensome costs to their business, and ultimately affect the ability of Australian
patients to access the latest medical technology.

These issues can be broadly categorised as follows:

e unnecessary duplication of effort by TGA

e high TGA costs and lengthy and unpredictable processing times
e unique Australian-only requirements (such as the ARTG).

Duplication of effort

The TGA process for including medical devices in the ARTG has often been
criticised as being repetitive of the assessment undertaken by EU Notified Bodies.
The necessity in the regulations for TGA to conduct mandatory application audits of
documentation supporting some higher risk devices is repetitive of the assessment
undertaken to gain European CE mark certification. The audit of documentation
supporting higher classification devices is intended to give TGA confidence that the
work undertaken by European Notified Body is sufficient for the EU Certification to be
accepted as evidence to support compliance with Australian regulations.

However, this TGA review process is conducted on a product-by-product basis, even
though the same CE certification may be used by the same manufacturer for their
entire range of devices. One could argue that if TGA was willing to accept the
certification issued by a particular Notified Body for a particular device and
manufacturer, there should be no need to conduct another review of similar devices
from the same manufacturer, as the certification issued by that Notified Body has
already been found to be acceptable.

TGA has recently advocated that an increase in pre-market assessment is required
to gain confidence in the EU Notified Bodies’ ability to undertake conformity
assessments. But there has been no proposal to reduce the level of pre-market
assessment conducted by TGA once that confidence building activity has been
undertaken.

For devices required to obtain TGA conformity assessment certification, such as
those made by Australian manufacturers and those containing medicines or
materials of animal origin, there is also a duplication of effort by TGA in addition to
the assessment already conducted by the EU Notified Body during the CE marking
process.

Once again, this would appear to be an unnecessary duplication of effort as the

quality, safety and performance requirements are effectively identical to those in
Europe.
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There has also been no review of the TGA’s ability to conduct conformity
assessments by an independent third-party (such as required of a Notified Body by
their EU Competent Authority). Therefore there is no evidence to suggest that an
assessment conducted by TGA is any more comprehensive or reliable than that
conducted by any EU Notified Body.

MTAA suggests that in conducting its own conformity assessment review the TGA
does not necessarily add any additional value to the review already performed by EU
Notified Bodies. Therefore TGA is no more likely to identify actual problems with the
quality, safety or performance of medical devices before being supplied in Australia.

One example of this is the silicone breast implants produced by French manufacturer
Poly Implant Prosthese (PIP). The issues surrounding the failure of the PIP breast
implants are well known and were the subject of a Senate Community Affairs
Committee inquiry in 2012. The Department of Health’s own submission to the
inquiry indicated that:

In April 2003, Medical Vision Australia submitted an application to the TGA for a
Conformity Assessment Certificate to be issued to PIP for high and standard profile
silicone gel pre-filled breast implants for use in breast augmentation and
reconstruction.

The TGA conformity assessment review was conducted over an 18 month period

(May 2003 to October 2004) and included the following elements:

1. Review of the manufacturer's QMS, which included an onsite audit of the
manufacturing facility in France.

2. An examination of the design of the PIP implants, including detailed assessments
of the following aspects:

e a microbiological review relating to packaging, shelf life and sterilisation
validation activities;

o a bhiocompatibility and biological safety review, including a review of the
cytotoxicity, genotoxicity and reproductive toxicity of the various materials
used in the implants;

e areview of materials engineering (mechanical and chemical performance)
and manufacturing processes, including physical strength of the shell, and
detailed information on the description of polymerisation, curing and catalytic
conditions of every step of manufacture of the shells, patches, glue and filling
gel for the products;

e an assessment of clinical evidence.

On 18 October 2004 the TGA issued a Conformity Assessment Certificate to PIP for
the manufacture of nine models of silicone gel-filled implants. In accordance with
standard TGA (and international) practice, the TGA Conformity Assessment
Certificate was valid for five years so would expire on 18 October 2009.

This clearly demonstrates that even when TGA conducts its own rigorous conformity
assessment review of high risk devices and their manufacturers, this does not
prevent potentially unsafe product from being supplied in Australia, and does not
result in a different outcome compared to the equivalent assessment conducted by a
suitably qualified and experienced EU Notified Body.
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TGA costs and processing times

The TGA'’s costs for conducting pre-market assessments of medical devices and
their manufacturers are considered to be some of the highest regulatory costs in the
world. This is exaggerated further when taking into account the relatively small
market size of Australia (less than 2% globally).

Similarly, the TGA’s processing times for pre-market assessments are often
considerably longer than those in other comparable regulatory jurisdictions such as
Europe and Canada.

Unlike other regulators in developed countries under the current regulatory system
the TGA’s activities are fully cost recovered from industry. Although conformity
assessments conducted by TGA are relatively expensive compared to an EU Notified
Body, the additional cost does not translate to greater efficiencies in the TGA or
better outcomes for patients. A conformity assessment conducted by TGA can take
two years or more, compared to a standard 90-day assessment, or 45-day expedited
assessment, by an EU Notified Body.

It is clear to industry that yearly increases in TGA fees and charges have not been
invested in process improvements that are required to make the regulatory system
more predictable and efficient.

Most conformity assessments conducted by TGA are undertaken for devices
containing medicinal substances or materials of animal origin. Once TGA certification
has been gained, any changes to those devices must also be assessed by TGA.
These submissions for assessment of changes can take over 18 months to review.
During this time, the overseas manufacturer, which has had the change assessed
and approved by FDA (notification) and the EU Notified body (one month), may have
to stock pile the superceded version of the device for supply in Australia until TGA
has completed its review. Due to the unpredictability of TGA review time frames the
stored products may expire resulting in users having to switch to using a different
device, which poses usage risks, until the TGA review process is complete.

TGA'’s timelines for conducting conformity assessments are highly unpredictable,
with some companies reporting assessments taking over two years to complete,
compared to a standard 90-day assessment by a European Notified Body. In the
case of an Australian manufacturer of high risk devices this has resulted in its
products being launched in the EU prior to Australia and substantial delays in gaining
regulatory approval in other markets that require ‘country of origin’ approval
(principally in the Asia-Pacific region).

Unlike many pharmaceuticals the product life-cycle for medical devices is relatively
short. Many medical devices typically have a commercial life of around 18-24 months
before an improved product becomes available and replaces it on the market. The
pace at which this continual development and improvement process occurs means
that some devices are never supplied in Australia because the time taken for the
TGA assessment process exceeds the life of the product itself.
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