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Executive Summary

The 3™ Pharmaceuticals Industry Council (PIC) Research &Development Taskforce (RDTF) Forum
— Clinical R&D in Australia: Innovation and Global Competitiveness, was sponsored by the
Australian Department of Innovation, Industry, Science and Research (DIISR) and held in Sydney
on 2-3 April 2008. PIC is a peak industry body with membership and support from AusBiotech,
Generic Medicines Industry Association and Medicines Australia. The goal of the PIC is to ensure

the growth and development of Australia’s pharmaceuticals industry. DIISR is also represented on
PIC.

The first half of the Forum reviewed the progress towards a national streamlined approach to multi-
centre clinical trial approval and provided an opportunity for review and discussion of recent
streamlining initiatives implemented during 2007: streamlined ethical approval for multi-centre
trials in New South Wales (NSW), the Medicines Australia standardised clinical trial research
agreement (CTRA) and changes to Serious Adverse Event (SAE) reporting to Human Research
Ethics Committees (HRECs) contained in the National Health and Medical Research Council
(NHMRC) Australian Health Ethics Committee (AHEC) ALERT No.1, 18 April 2007.

The second half of the Forum looked at a range of future initiatives aimed at improving the quality
of clinical trials (through education and accreditation) as well as through increasing Australia’s
capacity for patient recruitment. The Forum ended with a panel discussion reviewing the
perceptions of key stakeholders attending the Forum on issues around Australia’s global
competitiveness.

National Streamlined Approach to Multi-Centre Clinical Trial Approval

Dr Timothy Dyke, Executive Director, Quality and Regulation Branch, National Health and
Medical Research Council (NHMRC), discussed the current activities within NHMRC towards
harmonisation of multi-centre ethical review (HoMER). In 2006, the Australian Health Ministers'
Advisory Council (AHMAC) agreed that a nationally harmonised system of scientific and ethics
review of multi-centre health and medical research, based on mutual recognition, be established and
NHMRC was given the mandate to implement this system. A consultant’s report was prepared
outlining how such a system could operate and Federal Government funding was provided in the
2007/2008 federal budget to implement such a system. Unfortunately, during 2007, there has been
no real progress. Dr Dyke has only come into his role in November 2007 and is now seeking to
push this initiative forward. However there remains no clear model or plan to be adopted and no
clear timeline for implementation. During question time, Dr Dyke stated he could see no "drop
dead" issues that would prevent such a system from being implemented and he raised the possibility
of working with industry on a pilot system. The PIC RDTF is particularly concerned at the lack of
progress. The need to urgently push forward on a national streamlined approach to multi-centre
clinical trial approval will be actively pursued by the PIC RDTF in 2008.

Brief perspectives of the impact of various streamlining initiatives which came into effect in 2007
were provided by a range of speakers and updates were provided by those involved in driving these
initiatives. This was followed by three concurrent workshops to discuss the impact of these changes
and the lessons to be learned for implementing such changes as a national approach or for
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implementation of other significant changes in the environment for clinical trials in the future. As
NSW was the one jurisdiction where all three initiatives had been implemented, the speakers were
drawn from this jurisdiction.

The NSW Streamlined Ethical Approval System for Multi-centre Clinical Trials

The experience with streamlined ethical approval in NSW suggested that ethical approval times
have improved as anticipated, which is supported by initial data from NSW Health Ethics as well as
Merck, Sharp and Dohme in their trials. However the rate limiting step has now become research
governance approval at each site. This experience highlights the importance of adequate staffing
and training to support the separation of research governance from ethical approval in future
streamlined systems. It also highlights that parallel processing of ethical review and research
governance is critical. Although parallel review was intended within the NSW system, in practice
this is often not happening.

It was proposed that the difficulties encountered in research governance in NSW may have been
more pronounced as NSW did not have a strong culture of research governance. This is in contrast
to Victoria, for example, where the involvement of VMIA across all hospitals has produced a more
codified and centralised approach. In the NSW case, research governance was also further
complicated with the simultaneous introduction of the new CTRA. Only a few companies have
been able to use the CTRA without any modifications and therefore legal review has been required
of the modified CTRA. Company specific standard CTRAs are soon to be agreed with the major
jurisdictions, which would eliminate the need for legal review and remove one impediment to faster
research governance review.

Feedback from St Vincent’s Hospital in Sydney suggested that for their Lead HREC reported that
the comprehensive SOPs produced for the NSW streamlined approval process (and for Lead
HREC:s) further clarified HREC roles and responsibilities and may lead to more efficiency for the
HREC. However the common experience for HREC secretariat/research officers and for
investigational staff was that workload had probably increased due to the changes to research
governance arrangements and widespread lack of knowledge over how the new system operated.
There was a clear perception that sites that take on the Coordinating Investigator role perceive a
greater workload and this has raised issues around fee structures for these sites.

The Medicines Australia Clinical Trial Research Agreement (CTRA)

The Forum heard that, to-date, the introduction of the CTRA has not streamlined the contract
finalization process as most companies still require company specific changes to the standard
CTRA. This results in delays for multiple legal reviews. NSW has mandated the use of the CTRA,
Victoria and Queensland have adopted and not mandated. The South Australian Department of
Health is reviewing the CTRA for acceptability and Western Australia has adopted a version of the
CTRA with significant changes in Schedule 7 (which are problematic for many sponsors). Victoria,
NSW and Queensland are collaborating with each other and sponsors to review company specific
changes to schedule 7. This process is expected to reach conclusion for NSW and Victoria in the
next month. Once company-specific templates are agreed upon, then legal review is no longer
required in that jurisdiction for that company’s template and the benefits to streamlining research
governance are expected to improve in the next six months. The experience has highlighted the
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difficulty inherent in agreeing on a common CTRA across such a large number of stakeholders.
However the progress so far should not be underestimated. It is anticipated that as benefits to all
stakeholders are realized (and with future review/revision of the CTRA template), the need for
company and state/territory specific versions of the CTRA may become less. This will remain an
important goal of the PIC RDTF.

Further standard contract templates are also in development for trials being conducted by Contract
Research Organisations (CROs) with Institutions (by Medicines Australia, VMIA, NSW Health and
Queensland Health) and by Collaborative Groups with Institutions (by VMIA with the Clinical
Oncology Society of Australia for use in NSW, Victoria and Queensland).

Changes to Serious Adverse Event Review by Human Research Ethics Committees

The changes promulgated by the NHMRC AHEC in their Alert No.1, 18 April 2008 (the Alert)
were primarily designed to rationalize the approach to HREC review of suspected, unexpected,
serious adverse reactions (SUSAR). This initiative had succeeded in raising awareness of the need
to rationally consider the role of HRECs in the safety review process. It also highlighted the
opportunity to decrease workload for HRECs through rationalising the type, volume and timing of
safety data submitted. However, the lack of education to support the release of the Alert by the
NMHRC was clearly suboptimal and caused confusion amongst ethics committees, study staff and
sponsors. Sponsors reported an urgent need to review the practical requirements of the Alert with
respect to the data required, both for periodic listings (change from quarterly to six monthly
periodic SUSAR listings in order to utilise the EU SUSAR reports) and for yearly listings (proposal
by industry to use the updated Investigator Brochure or the European Union Annual Safety Report).
Both these changes had been proposed to the NHMRC AHEC in the previous month. For sites, the
Alert had proved difficult to understand and caused confusion for investigators and ethics
committees. An example of a flow chart developed by St Vincent’s Hospital to overcome this issue
was highlighted. The PIC RDTF recognises that this initiative requires greater focus and is working
with NHMRC AHEC, TGA, ARCS Pharmacovigilance Education Subcommittee and other key
stakeholders to review the Alert, clarify requirements and seek to ensure better education for all
stakeholders.

PIC RDTF Quality Workgroup Proposal — Education and Accreditation

The PIC RDTF Quality Workgroup has prepared a proposal to create a defined and accessible (both
geographically and financially) education program for clinical research staff working under the
Code of Good Clinical Practice (GCP), both in institutions and industry. This is in order to
maintain and improve the quality of clinical trials and maintain and improve Australia’s global
competitiveness. This opportunity had been identified at the PIC RDTF Forum in 2006 and has
been a work in progress for the last 2 years.

During this time, a workgroup with broad representation of stakeholders considered skill
requirements for both industry and site staff, skills gaps and barriers, available training and it
identified the need for a standard training programme. A report with recommendations and
potential implementation plan was produced, which is available on the PIC website
www.pharmacouncil.com.au under the “Resources” tab.
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The report recommends: a consultation phase with stakeholders to validate the recommendations;
standardisation of skills and competencies required in clinical research roles; raise awareness of
training available and importance and benefits of a well trained workforce; ensure financial and
physical accessibility of training, and diverse training modules; and introduction of a tiered system
to endorse courses, track completion, establish certification levels, achieve accreditation status. A
key issue for the proposal will be funding to support the development and implementation of such
an approach. The workshop at this Forum provided the first opportunity for consultation with
stakeholders and was strongly supported, though funding issues are clearly a problem. The PIC
RDTF will be seeking to continue to advance this proposal, seek further stakeholder input and
investigate a range of funding models.

PIC RDTF Capacity Workgroup Initiatives — Increasing Patient Recruitment

At the 2006 PIC RDTF Forum, stakeholders identified that lack of patients was becoming an issue
for increasing Australia’s involvement in clinical trials. A workgroup was formed, which has been
considering how this issue may be addressed. The workgroup used this 2008 Forum for stakeholder
input into the initial ideas from the workgroup. A number of key themes emerged as barriers to
additional patient recruitment including: limitations on the effectiveness of how clinical trial
consent is currently undertaken; lack of awareness/understanding of clinical research by patients;
poor reputation of the pharmaceuticals industry; inefficient access to potential volunteers (often lack
of strong referral networks); and lack of recognition of the value of clinical research to the
community. A number of solutions were developed for these issues and new volunteers were called
for the Capacity Workgroup to seek to implement these solutions. The PIC RDTF will continue to
work on this initiative by building on the feedback arising from this Forum.

Electronic Medical Records in Australia

During 2007, the PIC RDTF identified the need to engage with the health system in all states to
ensure that the new electronic patient medical record systems being implemented in hospitals will
meet the needs of clinical trials. The PIC RDTF has formed a small work group with the ARCS
Quality Assurance Education Subcommittee and produced a short educational paper on this topic —
available on the PIC website www.pharmacouncil.com.au under “Resources”. This paper includes a
simple checklist identifying the key requirements for these systems under GCP and privacy laws.
The group has also commenced a systematic approach to contacting the health system in each state
in Australia to establish the plans for electronic medical record systems and to highlight the needs
of clinical research (using the above paper as an educational aid in this process). This is an ongoing
project and stakeholders were encouraged to make use of the educational paper on the PIC website.

Other PIC RDTF Workeroup Updates — Value and Preclinical Workgroups

A Value workgroup had been formed following the last PIC RDTF Forum. The objective was to
develop a national costing model with the aim of standardising how studies are budgeted with
regards to procedures, tests, hospitalization, ethics review, pharmacy service, overheads, etc.
Unfortunately the leadership of the group from the PIC RDTF have needed to withdraw from the
PIC RDTF and the work plan developed by the workgroup remains unfulfilled. New leadership for
the workgroup to join the PIC RDTF was called for in this meeting.
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The Preclinical Workgroup would like to ensure that there are adequate preclinical capabilities in
Australia to keep such activity in Australia for Australian start up biotech and pharmaceutical
companies. If preclinical activity moves offshore, commonly early clinical development (Phase I)
also is relocated overseas and is lost to Australia.. The group proposes to conduct a survey of
current preclinical service providers to better understand current capabilities, obtain retrospective
information on preclinical studies performed by the biotech industry in 2006/07 and their cost; and
collate anticipated expenditure and preclinical study types in 2008 to 2012. The group is currently
in need of funding to complete the survey (about $70,000) and is investigating possible sources of
funding.

Global Competitiveness Survey

A panel discussion reviewed the results of a brief web survey of participants conducted before the
Forum. The survey addressed a number of issues concerning Australia’s global competitiveness in
attracting clinical research. The survey highlighted the growing concern of industry respondents
that Australia’s global competitiveness is under intense threat. It also highlighted the industry
respondents’ concern that government officials, investigators, and some others do not fully
comprehend the threat.

Amongst industry respondents only 37% see an increase in clinical trial activity as likely in the next
five years in Australia. In contrast, around 80% of respondents in the categories of government (or
related bodies), investigators and others anticipate that the amount of clinical trial activity will
continue to increase in the next five years. It is of concern that 41% of industry respondents now
anticipate that the amount of activity will decline and 23% anticipate that it will remain static.

There was close agreement amongst industry, investigators and others in the survey that China and
India are the key competitors, with the rest of Asia and Eastern Europe ranked next in importance,
followed by Western Europe, North America and South America. However, amongst government
(and related bodies) there was not a clear appreciation that China and India were the most pressing
competitors.

Concerning the most important factors determining Australia’s global competitiveness, staff
shortage (4.5 out of 5 in importance) and improving local quality (3 out of 5 in importance) stood
out. Industry respondents also rated patient shortage (4.5 out of 5), study costs growth (4.5 out of
5) and study start up procedures (4.5 out of 5) as important factors. Government (and related
bodies) however rated these factors much lower in importance. It is critical that the Government
and related bodies fully understand the importance of study start up times, growing trial costs and
patient availability to global headquarters in deciding whether or not to invest in clinical trials in
Australia. This would underscore the absolute necessity of taking actions urgently, such as urgently
delivering a streamlined system of ethics approval of multi-centre clinical trials.
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Conclusion from the Department Of Innovation, Industry, Science and Research (DIISR)

Michael Schwager of DIISR told the audience that Senator Carr, the Minister for Innovation,
Industry, Science and Research, had established a Review of the National Innovation System.

In Michael's view, Australia faces tough competition in attracting clinical research and, despite our
strengths in quality of research and time to start-up, we cannot afford to be complacent. He stressed
that it was therefore very important for industry to put its views to the Review team by 30 April
2008 on how to increase our innovation performance.

In thanking participants for their attendance and closing the Forum, Michael said that the Forum
outcomes demonstrated that all stakeholders are keen to continue to work together to achieve the
outcomes desired and to improve the environment for clinical research in Australia. Participants
were encouraged to actively participate in the workgroups and any consultations on all the
initiatives discussed during the Forum.
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1. Forum Introduction

The 3™ Pharmaceuticals Industry Council (PIC) R&D Taskforce (RDTF) Forum — Clinical R&D in
Australia: Innovation and Global Competitiveness, was sponsored by the Australian Department of
Innovation, Industry, Science and Research (DIISR) and held in Sydney on 2-3 April 2008.

There were approximately 150 attendees at the Forum. The majority of attendees were from the
pharmaceuticals industry working in various senior roles associated with clinical research activities.
A smaller but significant number of attendees were from clinical study sites (including study
coordinators, investigators and roles associated with ethics committees or research governance),
State Departments of Health (Queensland, New South Wales, South Australia, Tasmania and
Victoria), Therapeutic Goods Administration and the National Health and Medical Research
Council.

The objectives of the Forum were to:

e review and discuss progress towards an improved national approach to multi-centre clinical trial
approval;

e review and discuss impact of recent initiatives for streamlined ethical approval in NSW,
standardised contracts and Serious Adverse Event (SAE) reporting to Human Research Ethics
Committees (HRECs);

e obtain stakeholder feedback regarding the PIC RDTF initiatives regarding Quality and
Capacity; and

e provide a forum for updating stakeholders on other important initiatives or issues in regard to
clinical trials in Australia.

The PIC (www.pharmacouncil.com.au) is a peak industry body with membership and support from
Medicines Australia, AusBiotech and Generic Medicines Industry Association. DIISR is also
represented on the PIC. The PIC's goal is to ensure the growth and development of Australia’s
pharmaceuticals industry. Copies of this report and the Forum presentations are available on the
PIC website under “Resources”.

The Forum Chairman was Mitch Kirkman, immediate past Chairman of the PIC RDTF. The RDTF
was established in 2004 to ensure the environment for clinical trials in Australia is globally
competitive. Mitch holds the position of Manager for Process, Training and Quality in the global
clinical development group of Novartis Pharmaceuticals Australia Pty Limited.
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2. Opening Address — Achievements & Lessons from 2007

Mitch Kirkman

Manager, Process, Training and Quality
International Clinical Research Operations
Novartis Australia Pty Limited

Mitch, the Chairman of the Forum Organising Committee and a member of the PIC RDTF,
welcomed participants to the Forum on behalf of the PIC, DIISR and ARCS, saying that the Forum
was a great opportunity to contribute to the future development of the clinical research industry in
Australia.

Mitch thanked DIISR for its sponsorship, noting that this was the third year the Department had
been the sponsor, and ARCS for logistic support. He also acknowledged his fellow members of the
Organising Committee — Elizabeth Casling, DIISR, Robert Gay, Arana Therapeutics, Marisa
Petersen, ARCS and Greg Pearce, Alphapharm, with the assistance of Deborah Monk, Medicines
Australia.

Mitch then told participants the objectives for the Forum were to:

e review progress on establishing a national approach to multi-centre trial approval;

e discuss the impact of recent initiatives, the lessons to be learnt and how this might apply to
future developments;

e get feedback on proposed initiatives; and

o discuss the results of the participant survey on global competitiveness.

Mitch said the aim was for highly interactive, open and honest discussions in the Workshops and
the Plenary feedback sessions and encouraged all present to get involved and put forward their ideas
for how we can learn from what we have done and improve upon it.

3. NHMRC on Progress towards a National Solution

Objective: Update on progress towards a national ethical approval system.
Session Chair: Mitch Kirkman, Novartis

Dr Timothy Dyke
Executive Director, Quality and Regulation Branch
National Health and Medical Research Council (NHMRC)

Timothy began by spelling out why the development of the harmonisation of multi-centre ethical
review (HoOMER) was needed — numerous types of research are conducted in more than one centre;
each institute performs ethical review; each review has variable timeframes; raises different issues;
requires different protocol or other amendments; results in inconsistencies from the original
protocol.
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He then set out the history of progress to date:

e 1987 and 1991 — TGA introduced the CTX scheme and then the CTN scheme;

e 2005 — Banscott report - ‘Report of the review of access to unapproved therapeutic goods’;

e 2006 — Australian Health Ministers' Advisory Council (AHMAC) agreed that a nationally
harmonised system of scientific and ethics review of multi-centre health and medical research,
based on mutual recognition, be established;

e 2007 — National Statement on Ethical Conduct in Human Research introduced;

e 2007 — NHMRC establishes Reference Group and jurisdictional committee to advise; and

e March 2008 — NHMRC to chair first Reference Group meeting.

AHMAC had set out the principles for HoOMER:

promote nationally harmonised system;

establish national capacity;

review and recognise HRECs;

improve timeliness and quality of scientific and ethical review;
separate research governance from scientific and ethical review;
promote indemnity cover for HRECs;

implement a national IT platform;

promote access to training; and

monitor adverse events.

Timothy then described the key issues to be addressed in implementing HoOMER:
trust;

‘nationalising’;

insurance and indemnity;

accreditation of HRECs;

standardised forms;

research governance vs. scientific and ethical review;

IT needs;

costing and fees; and

monitoring of research.

Timothy said that the next steps involved putting in place the necessary resources and developing
possible models. He suggested that maybe industry could assist in "piloting" these models, to
establish which might be most appropriate, although it was unlikely that "one size would fit all".

Regarding the National Ethics Application Form (NEAF), Timothy reminded the audience that, in
quite a short timeframe, we have gone from nothing to NEAF version 1, which is workable but has
led to a large number of complaints. NEAF version 2 should be available mid-year, with training
being provided following its launch.

In conclusion, Timothy said that the NHMRC's work on HOMER and NEAF involved making the
right trade-off between national consistency and flexibility.

Pharmaceutical Industry Council R&D Taskforce Page 11 of 42



Report on the 3™ Pharmaceuticals Industry Council
R&D Taskforce Forum
Clinical R&D in Australia: Innovation and Global Competitiveness

The main points to come out of the Q&A session were:

e No timelines have been set for having the national framework operational, but once resources
have been allocated and initial work commenced, this will be done.

e There is no resistance within the NHMRC to a harmonised approach — a "centralised" approach
is a different matter.

e While there is in principle support for the harmonised approach, the “devil is in the detail.”

e There are no "drop dead" issues — all issues are important, although maybe "trust" is the most
problematic. Accreditation will go only part of the way to resolving this.

4. Perspectives on Recent Changes

Objectives:

o Set the scene for the afternoon workshops on NSW Streamlined Ethical Approval, Medicines
Australia Clinical Trial Research Agreement (CTRA), Changes in SAE reporting to HRECS;
and

o Present different perspectives on these initiatives based on experience or data gathered to
date

Session Chair: Mitch Kirkman, Novartis

Dr Winston Liauw
Staff Specialist, Cancer Care Centre
St George Hospital

Winston began his presentation with a disclaimer — his comments were made from entirely personal
observation and opinion and have no basis in data. He admitted to being biased, as he supports the
processes and were involved in the development of streamlined ethical review in NSW.

On the introduction of single ethical review in NSW, Winston said he saw a mixed reception from
sponsors — some have embraced the new system, others have actually avoided doing studies in
NSW. He believes this is because the sponsor role has not been resolved adequately, leading to
some confusion. Winston commented that the NHMRC Clinical Trials Centre seems to be the most
adept user of the system.

Winston noted that the new system has not strikingly changed his own role as investigator, but his
coordinators probably have more work; in particular, they have reported increased research
governance work. He had seen no disputes over ‘lead’ status so far, but commented on the relative
oddity of receiving correspondence from a distant committee.

Winston put the view that, although there is some variability between institutions, overall, the
governance issues have not been resolved: roll-out of single ethical review did not coordinate
adequately with the roll-out of governance procedures. In particular, he noted that the Site Specific
Assessment (SSA) form is considered onerous by his staff, but then research governance was
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probably inadequately attended to by the institution previously. He also feels that amendments need
to be handled better. Overall, he felt that the extra work has negated the gains on the ethical front at
present.

With regard to Medicines Australia Clinical Trial Research Agreement (CTRA), Winston said that
it generally seems acceptable and welcomed by the HREC. That Contract Research Organisations
(CRO) are not catered for he saw as probably a minor issue. On the streamlined Serious Adverse
Event (SAE) reporting, Winston commented that the move to streamlined, minimalist reporting
seems to be helpful overall, despite persistent confusion about what is the right pathway. He said he
is unclear if safety has been improved, but probably not.

In conclusion, Winston made some general comments: the system has some teething issues
reflecting the roll-out of components of a larger system; standard operating procedures (SOPs) have
been enormously beneficial; feedback to and from the ‘consumers’ is required; and confusion due to
a lack of proper training is especially problematic. Winston said that he believes that a national
approach is required for the real gains to become apparent.

Anna Wearing
Research Office
St Vincent's Hospital, Sydney

Anna began her presentation with comments on the changes from the HREC viewpoint. On the
move to single ethical review, she noted that the Committee perspective had developed slowly —
through its involvement in the consultation process, gaining accreditation and "trusting” other ethics
committees. Anna commented that the implementation of NSW Health model, which was based on
the separation of ethics from governance, had been aided by the policies and SOPs. Because this
involved more accountability and more scrutiny, it had improved the operations of the HREC
because it adopted a more focused and efficient process. It had also strengthened the role of the
HREC Chair. However, the Committee was unable to accurately estimate impact on workload.

Looking forward, the HREC welcomed the ongoing accreditation of HRECs and would be looking
for improvements, including increased or formalised communication between HRECs.

With regard to reporting of Adverse Events, the HREC had developed a flowchart setting out the
process to be followed and provided education to departments about the changes. This has reduced
number of individual reports, because, if reports are submitted unnecessarily, they are sent back to
the Investigator.

Anna then provided comments from the Research Office perspective. She said that use of the CTRA
has raised few issues for St Vincent's. However, delays were generally caused by CTRA
negotiations and the need to obtain independent legal review. Anna suggested that standardising the
legal review process would be sensible. The issues from the Research Office perspective are the
importance of education (HREC and researchers); managing the administration of non-public sites
is challenging; and multi-centre research including non-public sites.

Pharmaceutical Industry Council R&D Taskforce Page 13 of 42



Report on the 3™ Pharmaceuticals Industry Council
R&D Taskforce Forum
Clinical R&D in Australia: Innovation and Global Competitiveness

In conclusion, Anna said that, overall, the efficiencies have been felt by HREC, not by the
administrators, and that there was a need for improved communication between HRECs and further
education and training.

Tegan Cox
Manager, Research Business Unit (RBU)
Northern Sydney Central Coast Health

Tegan put her comments in context by first describing Northern Sydney Central Coast Health
(NSCCH) — it covers an area from Sydney Harbour to the northern reaches of the Central Coast; has
10 hospitals plus community health services and affiliated organisations; has three HRECs, all of
which are accredited with NSW Health as lead committees for clinical trials; covers 350 basic
researchers and an indeterminate number of clinician researchers; and has a long history of
governance in research.

Tegan commented that NSCCH supported the introduction of the model and the proposed
governance review had already been undertaken. With three HRECs, NSCCH was able to trial the
single ethical review and SSA process across the Area. However, they had allowed technology to
drive practice, which, in hindsight, was a bad idea and NSCCH was now trying to unwind this.
Tegan said that, in general, NSCCH had felt well prepared as the 1 July 2007 implementation date
approached.

As it turned out, July was quiet, August confusing and September chaotic. Ethical review proceeded
relatively smoothly, HREC members responded well to lead applications and turn around
timeframes were met for correspondence for public health organisation (PHO) applicants. However,
there was no smooth sailing in the back office of the RBU.

Tegan described the challenges to implementation faced by the RBU as poor communication with
researchers; high staff turnover and training new staff; and the technology interface. Tegan noted
that the model is complex and much of the documentation looks very similar. The RBU always
needs to request site specific documents as they are not part of NSW Health SSA. She also said that
the lack of internal communication with the RBU has been compounded by staffing issues. Overall,
the single ethical review model had increased operational costs.

With regard to the SSA, Tegan said that it had been trialled prior to 1 July with success on NSSCH
documentation from the local website. The lead HREC/SSA process worked well on a small level
but communication issues were a barrier, because NSCCH deals with a large number of private
entities and the governance role of NSCCH was unclear. Tegan noted that there are concerns within
the research community that research in private entities is now largely unregulated (as they
complete their own research governance rather than NSCCH).

Tegan summed up the challenges with using SSAs as they are never complete when submitted by
site; there are communication issues with researchers around what needs to be submitted; ensuring
that local assisting departments understood their role in the SSA and lead HREC process;
relationships are often unclear when a CRO is involved; ensuring that SSA process is independent
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of HREC review when being managed by the same person; and staffing issues presented challenges
for internal communication.

Tegan said that use of the standard CTRA ensures fast approval, however, few sponsors use the
agreement as standard, with some rewriting the agreement in Schedule 7. Often sponsors submit
their own agreement and negotiations around which agreement to review slows the SSA process
down. Tegan commented that she is unsure how familiar Clinical Research Associates are with the
CTRA and it would be beneficial if sponsors advised of the course of action at time of submission.
Tegan further commented that NSCCH has a short turn around time for legal review. To facilitate
the process, Tegan said that decision making has been delegated to the RBU Manager to expedite
SSA approval, although sponsors could make life easier for governance officers through early
communication regarding CTRA. She noted that NSCCH is happy to undertake review prior to
submission of the SSA as well as consider legal review by other PHO sites. In summary, CTRAs
with sponsors were not problematic before and are not a major problem now — collaborative groups
and university partnerships remain the most challenging agreements to negotiate.

On reporting of Adverse Events, Tegan said that the sheer volume is a major resource drain. The
AHEC alert was seen as sensible and supported by NSCCH, which will implement the St Vincent's
Hospital adverse event triage flowchart as soon as possible. Tegan commented that NSCCH has
long held a controversial position on Adverse Event reporting, believing that less is more — NSCCH
takes the view that tomes of international reports do not aid decision making; Investigator comment
is essential; and it is interested in local SAEs for risk management purposes and any SAEs that
require action.

In conclusion, Tegan noted that the major challenge is in RBU process analysis to fit the new model
and this will take some time — they are not aiming for perfection in implementation, and flexibility
and agility is essential. Good governance cannot be rushed and communication is key.

Helen Aunedi
Medical Business Manager
Merck, Sharp and Dohme

Helen began by setting the context for the NSW single ethical review model by describing the

platform for change in the following terms:

e We share a common goal to ensure research is conducted ethically and the welfare and rights of
the participants of research are protected.

e One of the aims of the Pharmaceutical Industry Council is to increase R&D investment in
Australia and ensure that the operating environment is internationally competitive.

e The Council aims to support and further streamline ethics approval processes in conducting
health and medical research including clinical trials in Australia.

e Presently, the ethical and scientific review process in Australia exhibits a large degree of
variability with no central process.
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In 2005, Research Australia contributed to a submission to the Productivity Commission, which
focused on the difficulties associated with ethics approvals processes and how this adversely
impacts the progress of clinical trials.

The submission contained examples from 15 different Research Australia members in industry,
hospitals, medical research institutes and universities. The Productivity Commission Innovation
Review agreed that long cycle times were an impediment to generating strong investment.

Helen then presented her view of a sponsor's experience with the NSW single ethical review
system:

initial data is small, however sponsors are continuing to experience variability in cycle time
efficiency with lead HREC approvals;

there are lead HRECs with approval times greater than 60 days, however overall the times for
approval have fallen and are now more consistent, the road block has now become the site
specific assessment process;

mutual acceptance of lead HREC approvals is positive with all participating sites;

those sites not involved in the lead HREC submission are reporting reduction in HREC start up
workload; and

limited experience in SAE reporting

With regard to SSAs, Helen commented that:

sponsors canvassed for overall experience with both aspects of the system, but no data set to
confirm overall changes;

site assessment component is variable and has frustrating results at specific area health services
while other sites are working swiftly;

sponsors are reporting parallel submissions are not accepted at some sites causing delays in
gains achieved through the lead HREC review;

governance review, in particular legal review of the CTRA, has taken longer than six months at
some sites with some approvals still pending since 2007;

sponsors are reporting additional legal costs to review the approved CTRA;

sites are reporting lack of infrastructure or a governance officer to conduct review and final sign
off on documents;

there is no “timeline” expectation on research governance or when sponsors should be notified
of its completion;

this component is extending timelines for specific sites; and

site assessment requires attention.

In conclusion, Helen commented that there is important information from the NSW experience to
be considered when implementing the proposed National Single Ethical Review framework. That
model, Helen said, can only strengthen our operating environment to ensure Australia is
internationally competitive in clinical trials.
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The main points to come out of the Q&A were:

e Timelines are needed for research governance.

e For sponsors, the critical timing is from "in" to "out” — measuring the turnaround in these
processes using a stop clock does not reflect how sponsors will be measured by global
headquarters and therefore does not measure the impact on global competitiveness.

e Thoroughness of review is the most important, not just the timeline.

e Ifindependent legal review (which leads to delays) is required only where Schedule 7 of the
CTRA raises issues, perhaps sponsors should consider more carefully the need for the Schedule.

e For Area Health Services, clinical trials are not a high priority and therefore this leads to delays
in research governance

5. Concurrent Workshops Session 1

Objectives:
e Provide an opportunity for discussion of each of the initiatives introduced during 2007; and
o Three aims for each workshop:
o Identify where the initiative succeeded or did not succeed in improving the environment for
clinical trials in Australia;
o Ifit did not succeed, propose how this may be rectified; and
o Identify lesions to learn from the implementation of the changes to ensure success of future
changes.

! t#
Session Chair & Workshop Coordinator: Dr Greg Pearce, Medical Director, Alphapharm

5.1.1 Update on NSW Health Streamlined Ethical Approval

Deborah Frew
Director, NSW Health Ethics

Deborah began her presentation with a reminder of how much progress had been made. She noted
that single ethical review of multi-centre research had been on the agenda in NSW for at least 10
years and almost everyone was unhappy. Deborah also noted that, in 2004, 196 multi-centre
research projects were reviewed 607 times by NSW Health HRECs, HREC meeting times were
blowing out to 5.5 hours, HREC Executives were faced with long preparation time for review of
clinical trials (1 to 8hrs) and researchers were dealing with multiple questions from multiple
HRECs, which were inconsistent.

Deborah said that three options were considered, with the aims of the new system being:

e cfficiency — reduce duplication of effort and workload of all parties;

e cffectiveness — maintain and enhance the quality, effectiveness and transparency of the
scientific and ethical review process; and

o timeliness — timely consideration of proposals to conduct multi-centre research.

Pharmaceutical Industry Council R&D Taskforce Page 17 of 42



Report on the 3™ Pharmaceuticals Industry Council
R&D Taskforce Forum
Clinical R&D in Australia: Innovation and Global Competitiveness

Deborah then presented figures on implementation — data from AU RED for multi-centre studies (1

July 07 to 28 March 08):

e no. of applications submitted to a lead HREC: 269
o 123 of these were clinical trials (63 commercially sponsored and 60 non-commercially

sponsored)

59 were clinical research (7 commercially sponsored, 52 non-commercially sponsored)

0 first-time-in-human trials

38 general/population health (2 commercially sponsored)

49 “other” research projects

e 0f269 applications submitted for review

no. reviewed: 199

no. approved without request for further information: 114

no. approved after a request for further information: 25

no. awaiting response to request for further information: 59

no. not approved: 1

no. of SSAs submitted: 241

average no. of SSAs per HREC application: 1.6 (range 1 to 11)

no. authorised for commencement: 134

no. complete and awaiting authorisation:136 (some operator error included here)

average number of calendar days for HREC approval: 54 (range from 6 to 165; some operator

error included here and includes stop clock)

e average number of calendar days for authorisation of SSA: 62 (range from 25 days to 248 days)
— there is no stop clock on this measurement, so cannot calculate time in hands of sponsor and
time in hands of institution.

e number of queries to AU RED Helpdesk: 1204

e number of queries to NSW Health Advice Service: 800 (approx)

e nature of queries to NSW Health has changed over implementation period: in early stages, most
about NEAF, now more about complex issues, e.g. amendments, adding sites, private sites

e from 1 July 2007 to 27 March 2008, apart from one HREC, which received nearly 80 multi-
centre applications, most HRECs received between zero and 25 multi-centre applications. The
large majority of requests to the AU RED Helpdesk were by phone and concerned the NSW
online form. (Note: For more detailed information on the spread of lead HREC applications and
queries to AU RED Helpdesk, it is suggested the reader refer to Deborah’s presentation to the
Forum.)

O O O O O o O O O
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Deborah commented that there had been many fears about the new system, but these did hold up
against the facts.

Fear Fact

e Other HRECs are not as good as ours — we e Not one application for quality review of
won’t be able to trust them another HREC’s approval

e The new system will not be good for e There has been an increase in activity
research and investigators will go elsewhere consistent with normal projections

e Pharma will find “easy” lead HRECs and e There is a relatively even distribution of
send them all their applications applications amongst lead HREC:s (1

e No-one will want to become a lead HREC exception)
anyway e 14 lead HRECs and 2nd round of

accreditation coming up

Summing up on ethics review, Deborah said, this element is meeting target — review times are well
within the 60 day target in most cases; the Department has been extremely impressed with HREC
response to the accreditation program and believes it has resulted in improvements in many HRECs;
there is some anecdotal evidence that meeting times are shortening and the number of applications
per meeting are falling — varies from Area to Area; and NEAF continues to be a problem. However
there is still more work to be done —get some crucial HRECs accredited; commence peer review
program; NEAF version 2 from NHMRC; and time to devote to other projects improving ethics
review: monitoring, consent forms and processes, continuing education and training of HREC
members and researchers.

On governance, Deborah acknowledged that this is the bottleneck at present — NSW do not have

accurate data because there is no stop clock, but we do know that approval times are not in line with

ethics approval times and that there are long delays in some instances, but again this is variable

across Areas. She summarised the problems as:

e governance is a culture change — research governance was very fragmented, and not consistent
across NSW;

e too much change is overwhelming — introduction of the standard clinical trial agreement and
NEAF at the same time as single ethical review;

e ability to cope with change is variable — not a reflection of people but of resources and
structures;

e there needs to be a different way of doing things — going from process driven methods to
individual solutions; and

e high demand for training.

Deborah stressed that going back to the way things were is not an option for governance. She noted
that the news is not all bad. There are variations from Area to Area, and the factors causing this
need to be identified, e.g. application volume, resources, corporate history. NSW Health, Deborah
said, had identified the highest priorities as — clinical trial agreements and legal advice; personnel
and resources; and training and support.

Regarding the CTRA, Deborah noted that it had not been adopted comprehensively by
pharmaceutical companies, which were making extensive changes to Agreement in Schedule 7
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clauses or companies using their own agreements. She said some Area Health Services were set up
to cope with this and some not, which led to very long delays to get legal advice in some cases.
That this also led to flow on effects to other kinds of clinical trial agreements not involving industry
only compounds the problem. Deborah proposed the following solutions: company specific
Schedule 7 clauses be approved by NSW Health to avoid ongoing site reviews; development of
standard clinical trial agreements for CRO and collaborative group situations; and a central legal
advice point for Area Health Services. She stressed that companies which do not use the CTRA
with approved Schedule 7 clauses will experience costs and delays.

Deborah identified SSAs as another factor contributing to trials not commencing faster, however,
she said that familiarity will bring a faster process times. She said that the quasi-involvement of
private sector could lead to confusion about roles, particularly on indemnity arrangements and this
needs clarification. She also acknowledged that more training and support for research governance
officers is needed to support innovative solutions. In conclusion, Deborah stressed the need to
impress upon Area executives the role of research governance and that it is something separate to
ethics review — i.e. there was a need to inspire support in the Health Services.

In her assessment of benefits, Deborah stated that the most significant benefits will come with a
national (or at least an expanded) system, although there are signs of benefits now. She noted that
NSW continues to co-operate with Victoria and Queensland to implement consistent systems — IT
platform, electronic submissions, training, forms; and NSW continues to co-operate with NHMRC
in developing a truly national system. It was all about continuous co-operation, learning, assessing
and standardizing, she said.

Deborah then summed up NSW Health’s achievements:

e We have done something — the first single ethical review system in Australia;

e AU RED is an excellent tool for evaluation and monitoring — both of the system and individual
applications. NSW Health can now target problems;

e The independent evaluation is going ahead, and the results will be released. This will help
NSW, the other jurisdictions, the Commonwealth and research sector to make improvements;
and

e NSW Health is confident that system will improve and research governance issues, where they
exist, will be corrected.

In conclusion, Deborah described the training and support provided by NSW Health:
e On line application form web site www.ethicsform.org/au
o Go to the ‘Help’ page:
o IT Helpdesk available Mon-Fri 10am-4pm (for technical issues relating to the online form)
o On-line demonstrations how to:
navigate the form and save data
add additional SSA forms to an HREC application form
lock an HREC application form
lock an SSA form
transfer an HREC application form
transfer an SSA form
duplicate a form etc.
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e Training modules on the NSW Health website:
http://www.health.nsw.gov.au/healthethics/training.html
Module 1: model overview, roles & responsibilities
Module 2: lodging an application as a coordinating investigator
Module 3: lodging an application as a principal investigator
Module 4: roles & responsibilities after project authorisation
Amended Standard Operating Procedures
e Frequently Asked Questions on the NSW Health website:
http://www.health.nsw.gov.au/healthethics/researchers.html
FAQs on both the Site Specific Assessment and the Single Review Model
e NSW Health Policy Directives on the model for single review and authorisation of research
proposals.
e Contact the HREC Executive Officer or Research Governance Officer to whom you are
submitting your application!
e Where to locate more information and help
www.health.nsw.gov.au/healthethics/
Policy Directives (including fees policy, SSA and SOPs)
FAQs on single review model & SSA
Contact details of lead HRECs & Research Governance Officers
Contact details for Health Research & Ethics Branch:
healthethics@doh.health.nsw.gov.au
www.ethicsform.org/au
On-line demonstrations and help pages

5.1.2 Update on Medicines Australia Clinical Trial Research Agreement
Deborah Monk

Director, Innovation and Industry Policy
Medicines Australia

Deborah opened her presentation by summarising progress to date:

e C(linical Trial Research Agreement (CTRA) now in place since May 2007 — available at
(www.medicinesaustralia.com.au);

now in a ‘Form’ format, but can provide a Word doc if requested;

NSW adopted 1 July 2007 — ‘mandatory’;

Victoria has adopted — not mandated;

Queensland has also has adopted; and

WA still requires own content, based on MA CTRA.

With regard to the problems being experienced with Schedule 7, Deborah advised that NSW Health
and Victoria Medical Insurance Association (VMIA) have pre-approved Schedule 7 statements for
20 companies. Companies using a statement that has been approved avoids the need for further
legal review.
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Deborah also noted that a set of principles for Schedule 7 statements has been developed:
e must not undermine the agreed model CTRA;
e do not want to see ongoing ‘clause creep’;
e do not want to see every approved Schedule 7 statement used by every company; and
e issues considered by NSW and Victoria to be unacceptable include:
o trivial re-drafting — seemingly unimportant or style changes to word selection to match
precise global wording;
overriding CTRA (e.g. protocol taking precedence over CTRA);
requiring the institution to hold non-standard insurance;
imposing additional indemnities — alter or restate the standard indemnity; and
contrary to the standard CTRA — with respect to publication; confidentiality; IP; termination
clauses.

O O O O

Deborah concluded by setting out the next steps:

o review of the CTRA to start in May-June 2008;

e consider approved Schedule 7 statements to identify any that could add value or were more
appropriate wording for future CTRA revisions;

o finalise CRO CTRA — but only for trials where the CRO is the sponsor at this stage; and

e VMIA to develop a CTRA for Collaborative Groups, in consultation with the Clinical
Oncology Society of Australia.

5.1.3 Update on Changes to Serious Adverse Event Reporting to HRECs
Dr Nik Zeps

Research Manager, Radiation Oncology, Sir Charles Gairdner Hospital, Perth
Research Manager, St John of God Pathology, Perth

Member, NHMRC AHEC

Nik began by summarising the problem with the changes in Serious Adverse Event (SAE)
reporting:

e safety reports provide no context in multi-centre trials;

e local HRECs/investigators cannot really make sense of them,;

e drowning in paperwork; and

e uncertainty as to who is really responsible for what.

He then outlined the history to the NHMRC Alert that promulgated the changes, beginning with the
AHMAC Working Group on HREC review of multi-centre studies July 2005-October 2006 on a
national streamlined ethical review system and its aim of decreasing HREC workloads. In
September 2006, the PIC RDTF hosted a meeting whose objective was to develop a more rational
process for HREC review of SAEs. Attendees, who were members of the AHMAC Working Group,
included:

e Commonwealth - TGA, NHMRC AHEC;

HRECs/Scientific committees - NSW SSAS, PMCI;

State Health — NSW, WA;

researchers — NSW Cancer Institute, CTA; and

industry — Novartis, Boehringer Ingelheim, MSD, GSK, Quintiles.
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Subsequently, further discussions had taken place leading up to the PIC R&D Taskforce Clinical
Trials Forum on 1 March 2007, followed by the NHMRC AHEC HREC Alert No.1 18 April 2007
and the release of the National Statement on Ethical Conduct in Human Research (May 2007).
Discussions continued at the International Clinical Trials Symposium (ICTS) Symposium, 24
September 2007, an ARCS Workshop, 11 October 2007, and a meeting of PIC R&D members,
AHEC and researchers at the NHMRC AHEC National Research Ethics Conference, 17 October
2008.

Nik summarised the important things to remember as:

e do not report individual SAEs to HREC without instruction, e.g. “will lead to an amendment in
the trial protocol”;

o report Suspected Unexpected Serious Adverse Reactions (SUSARS) as required to HREC and to
TGA; and

e provide summaries in annual reports.

On whether the changes have helped, Nik said that feedback suggests that the Alert is inconsistent
with the National Statement in some parts; they have not universally reduced volume of reports to
investigators (which may reflect sponsor and HREC confusion); not all HRECs have adopted the
policy; and there are issues with how the process has been rolled out.

Nik suggested that the options for resolving SAE reporting included:
e amend the National Statement to remove any inconsistencies;
e AHEC issue a new clarified Alert; and
o AHEC/PIC work together on:
o coordinated roll-out of the policy; and
o development of standardised reporting forms;

He also suggested that the Workshop discuss possible changes to the National Statement; the
development of a standardised reporting system; and developing an education/roll-out strategy for
investigators, industry and HRECs.

Anne James
Pharmacovigilance Manager
Schering Plough Pty Limited

Anne detailed the issues participants should focus on in their discussions, in particular two changes,

namely to use:

o the updated Investigator’s Brochure and/or the EU Annual Safety Report (summarises Serious
Adverse Reactions only) in place of an Annual SAE listing for the trial; and

e use a six-monthly SUSAR Listing in place of a three-monthly requirement — industry would use
the EU reports as the standard format (as it is not practical to tailor for individual HRECs across
Australia).
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She encouraged everyone to put forward their views, based on their responsibilities and experience,
which covered a wide range, and concentrate on suggestions for making the initiative more
successful.

$ % # O & °
Session Chair & Workshop Coordinator: Dr Greg Pearce, Medical Director, Alphapharm
Panel: Deborah Frew, Deborah Monk, Nik Zeps

5.2.1 Streamlined Ethical Approval

Anna Wearing
St Vincent's Hospital, Sydney

Success/failures/improvements

general support for attempts to streamline;

NEAF is a good tool (but needs to get better quickly);

lack of consistency across HRECs (quality, time and expertise);

lack of education and training — should be a priority and mandatory (online necessity);
parallel processing of ethics and governance not happening — it should;

inefficiencies in governance effecting local/HQ relationships (and probably competitiveness);
and

e variability of timelines.

Ways to further strengthen the process

HREC to do investigator-initiated research — set up fully commercial ethics committee;
ethics and governance in parallel to strict timelines;

plan and prepare — become familiar with changes prior to applying for approval;

stop 60 day clock with timelines for each milestone;

improve submission;

clarification of issues; and

20 day clock for each milestone.

Lessons learnt, and pointers to the future

e improved training — need to define who is responsible for each stakeholder;

e system launched too early — make sure national system is right;

e better incentives to become a coordinating investigator (is financial compensation sufficient);
and

e lead sites need to be resourced to meet extra demands.

Other comments and suggestions

e true timeline for sponsor is time to "first patient in";

sponsor driven by time not money;

documents need to be dynamic and regularly reviewed/updated;

governance issues have become apparent at many sites since implementation;
infrastructure should be to be evaluated against needs;
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more training/education is a high priority;

timelines for both HREC and sponsor;

ensure money stays with HREC;

bigger payments (and general support and encouragement) for lead sites;
30 day approvals with no clock stop; and

TGA payment model (75% up front/25% on timely completion).

5.2.2 Streamlining Trial Contract Process

Tegan Cox
North Sydney Area Health Service

What has succeeded

we have a standard agreement;
advantageous to institutions; and
provides boundaries, consistency and delegation to institutions.

Ways to further strengthen the process

CRO CTRA is essential; and
clarify the role and legal responsibilities where there is a global contract between pharma and
CRO.

Lessons learnt, and pointers for the future

sponsor to approach site to negotiate agreement in advance to application;

propose one review of schedule 7 perhaps by lead site (may have been addressed by NSW
Health approval of schedule 7 clauses);

industry to respond faster to HREC/governance queries;

institutions to nominate representative to discuss CTRA with pharma representative;
challenge in maintaining contract confidentiality yet benefiting from experience of other
sponsors as to what is and is not acceptable; and

improved communication between stakeholders (advertising, education, training).

General comments

provide guidelines and limits to the content of schedule 7;

proposed some explanation of why CTRA is constructed as it is

o able to provide rationale to clauses in the CTRA;

appreciate magnitude of exercise to develop standard CTRA;

o some teething problems to be expected;

concerns raised about increasing costs

o transparency of SSA/HREC review;

o cost to sponsor of legal review may be deterrent;

investigate why can some companies operate with no schedule 7, yet others need many
additions; and

Federal lobbying for funding and support to ensure sustainable capacity + cost efficiency.
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5.2.3 Streamlined SAE Reporting to HRECs

Ann James
Schering Plough

What has succeeded

it has raised awareness; and
highlighted inconsistency in what is being done.

Recommendations and solutions

use Data Safety Monitoring Boards more to take on this responsibility;

use TGA more, TGA to take on a greater level of responsibility/involvement;

consistency in approach from sponsor; encourage consistent, standardised approach from
sponsor, researchers and HRECs;

align with EU requirements — 6mthly reports and annual SAE reports;

sponsors to propose safety reporting schedule suitable for specific trials, endorsed by
investigator at site. HREC to accept this proposal or provide reasons why not; and

bring a workshop of sponsors, HREC members and experts in clinical research/safety together
under AHEC to make process simple.

Lessons learnt, and pointers to the future

process is overloaded;
educate investigators and HRECs on how to handle SAEs; and
better consultation with and notification, education and evaluation of stakeholders.

Other comments and suggestions

agree to proposed changes to National Statement;

agree with overall proposed amendments to section 3.3 of National Statement, but 3.3.20 should
reflect the recommendation that sponsors and investigators agree to reporting recommendations
for the trials;

clarify the role of HREC and the investigator with respect to Adverse Events and who does what
with the information;

website with Council for International Organizations of Medical Sciences (CIOMS) forms for
investigators to review;

stop SUSAR reporting to HRECs; and

need consistent formats from companies and consistent requests from HRECs.

Closing Observations from Plenary

The closing observations following plenary discussion of the three workshops outcomes were:

Not all sponsors are meeting the governance requirements — e.g. incomplete Patient Informed
Consent forms, patient information and budgets; different sponsor names on the insurance and
indemnity papers — and approval cannot be given if this happens.

Both sponsors and governance offices need to lift their games and engage on making SSAs
work better.
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e Sponsors and institutions face similar issues with the CTRA — need to engage with each other
better on resolving these.

e A challenge for industry — “we expect institutions to be consistent, but are we?” in relation to
Schedule 7 clauses.

e A draft collaborative agreement should be available around 30 April 2008.

e SUSARSs and SAEs should not go to HREC:s, as they do not have the expertise to deal with
them.

e Should look to streamline AHEC/NHMRC processes in updating the reporting requirements.

In closing the session, Greg said that it was clear that we have come a long way in improving the
system, but we need to work together to keep moving forward. He thanked the Workshop
participants for putting forward many very useful suggestions.

6. Concurrent Workshops Session 2

Objectives:
e Provide an opportunity for stakeholder input into each of the above proposals;
e Seek help from interested stakeholders; and
e Two aims for each workshop:
o Identify where stakeholders think the initiative will succeed or will not succeed in improving
the environment for clinical trials in Australia; and
o Ifthink will not succeed, propose how this may be rectified.

( - v #
Session Chair & Workshop Coordinator: Dr Robert Gay, Project Leader, Arana
Therapeutics

6.1.1 Introduction to Quality Workgroup (Education) Proposal

Marisa Petersen
CEO, ARCS Australia

Marisa began by introducing the members of the Quality Workgroup:
Marisa Petersen (chair) ARCS Australia

Greg Pearce Alphapharm

Paula Mumby 13 Pharmaresearch

Cheryl Townsend Amgen

Robyn Lichter Nucleus Network

Haryana Dhillon COSA

Anne Woolett COSA

Rebecca Mister NHMRC Clinical Trials Centre
Elizabeth Casling DIISR

Andrew McLachlan University of Sydney
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and stating the Workgroup’s goal:
To ensure Australia continues to provide a favourable clinical trials environment to attract
national and international investment by providing consistently high quality research data that is
exportable globally.

Marisa noted that this was developed from a 2006 Forum Quality Working Group Priority, namely,
the top issue in determining quality data is education and accreditation of clinical research staft. The
key objective, Marisa said, has therefore been to develop a defined and accessible (both
geographically and financially) education program for clinical research staff working under the
Code of Good Clinical Practice (GCP), both in institutions and industry.

Marisa set out the actions required to meet this objective, identified in 2006:

e collect Job Descriptions and Skill Requirements by role including both industry and research
roles;

o identify the skills gaps and barriers to skills development;

o identify the publicly available training options available via internet search (NB — limiting the
work to clinical research professionals);

e cross map the roles with skills, and skills with available training to identify gaps; and

e develop recommendations for a standardised training program.

Marisa then described progress during 2007:

o  Workgroup completed collection of skills and training information, and identified both
opportunities and barriers to standardised skills training;

e obtained small grant from PIC to support a project officer to develop a report; and

e report with recommendations and implementation plan completed and shared with
Pharmaceuticals Education Council — available on PIC website www.pharmacouncil.com.au.

Marisa summarised the report’s recommendations:

a consultation phase with stakeholders to validate the recommendations;

standardisation of skills and competencies required in clinical research roles;

raise awareness of training available and importance and benefits of a visibly trained workforce;
ensure financial and physical accessibility of training, and diverse training modules; and
introduction of a tiered system to endorse courses, track completion, establish certification
levels, achieve accreditation status, noting that the workshops were the first step of the
validation, followed by an on-line survey.

The perceived benefits, Marisa said, include:

e improved awareness of and access to training for clinical research professionals;

e increased supply of skilled and job ready research professionals;

e assist health institutions, and other employers in the clinical research sector, with their
obligations under the NHMRC requirements and GCP, to ensure researchers are appropriately
trained;

e increased consistency in the application of GCP guidelines and documentation of qualifications;

e provide an objective measure for individuals and institutions supporting the quality of research
data generated in Australia; and
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e enhance the quality of the research conducted in Australia. This would fit well in Australia’s bid
to increase our share of international clinical research where quality is a key criteria considered
by research investment decision makers.

Marisa concluded by identifying the next steps:

e second small grant from PIC to complete consultation phase, validate recommendations and
identify funding options; and

e approach government and industry sources for support in principle, in practice and in funding,

and the three key areas identified for workshops — the who, how, what and barriers to:
e standardised curriculum development;

e certification and accreditation options; and

e cadetship programs.

6.1.2 Introduction to Capacity Workgroup Ideas

Sophie Glover-Koudounas
Medical Director and Head, Medical & Scientific Affairs, ANZ
Solvay Pharmaceuticals Australia

Sophie began by introducing the members of the Capacity Workgroup:

Janelle Bowden Access CR
Carlo Maccarrone GSK

Catherine Bourgeois Pfizer

Derren Rushton Sanofi-Aventis
Grace Pei Consultant
Helen Ormandy Amgen

Hugh Capper George Institute
Will Wooding Merck

Sophie Glover-Koudounas Solvay

(Chair)

and stating the Workgroup’s goal:
To ensure Australia continues to provide a favourable clinical trials environment to attract
national and international investment by increasing interest and participation in clinical trials
conducted in Australia.

The focus, Sophie said, is on patient numbers and the key objective is to develop and action a
defined plan to increase awareness, understanding and interest in clinical trials conducted in
Australia.

Sophie set out the key actions required to meet this objective:

e develop a comprehensive plan to address the need to increase interest and participation in
clinical trials conducted in Australia;
e develop a core working group;
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develop links with key stakeholders from industry, clinical research institutions, consumer
organisations;

resource and action plan; and

review progress

Sophie then described progress to date:

core working group formed;

work plan defining goals, objectives, key actions and timelines developed;

links established with stakeholders (e.g. MA HCOWG, CHF, Leukaemia Foundation, BCNA,

Stroke Foundation, Cancer Voices, NAPWA, MIMS Consumer Health);

consumer access to clinical trial information:

o MIMS Consumer Health: www.mydr.com.au

o AccessCR: www.AccessCR.com.au

o Medicines Australia: www.medicinesaustralia.com.au

literature reviews conducted and distributed to ARCS to share with all interested parties,

covering:

o patient consent issues;

o consent best practice; and

o potential patient pools; and

standardisation of Patient Information Leaflet and Consent Form projects:

o three DoHA standardised information forms sourced as basis;

o approached Macquarie University about access to work experience students, but no interest;

o interest and support from Prof Ric Day and Prof Ken Williams, however, unable to attract
student interest; and

o Prof Scheeres, UTS Dep’t of Family Planning, has interest in health literacy and informed
consent for clinical trials — will speak at ARCS ASC 2008.

Sophie concluded by identifying the next steps:

resource Workgroup with keen/available participants;

resource and action currently identified projects;

external communication:

o meetings (e.g. International Clinical Trials Day);

o Medicines Australia;

What else can we do to increase capacity?

o brainstorm;

o prioritise; and

o develop top 1-2 topics/ideas — what, how, when, who, barriers, stakeholders.
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Objective: Update stakeholders regarding progress on other RDTF activities during 2007.

Session Chair: Mitch Kirkman, Novartis

6.2.1 Value Workgroup

Mitch Kirkman, on behalf of Jenny Stephenson, BMS

Mitch began by setting out why is cost (value) so important — because R&D productivity continues
to decline so that despite increasing spend on R&D, the number of new molecule entities reaching
the market is falling. (Ref: PWC, Pharma 2020. The Vision).

Mitch acknowledged those involved in the Value Workgroup (both past and present):

Andrea Provis Perth Oncology
Angela Watt Melbourne Health

Cate O’Kane Peter MacCallum Cancer Institute
Jenny Stephenson BMS

Katerina Canellopoulos Melbourne Health
Katherine Terkuile GSK

Kylie Shanahan DIIRD Victoria
Marcus Clarke Cancer Trials Australia
Michael Feeney NSW OSMR

Sarah Culhane PharmaNet

Tracey Watt MSD

Warren Back MSD

Mitch then presented the Value Workgroup work plan:

Develop a national costing model with the aim
of standardizing the process by which studies
are budgeted with regards to procedures, tests,
hospitalization, ethics review, pharmacy service
and overhead etc.

Compile a reference guide of recommended
fees in Australia.

Aim for completion by Dec 07

Understand key differences in budget
approaches through having various CT
sponsors and Institutions budget for a
standard clinical trial protocol.

Aim for Pilot complete by Dec 07

Gather data on global competitiveness,
through sponsor resources and independent
databases.

Aim for completion by Dec 07

A national costing model (budget template)
to be available as a basis for all clinical trial
negotiations.
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= Aim for development by March 08 and
implemented by June 08

On progress to date, Mitch said that a cross-functional and cross-sector team had been formed, an
initial meeting held and a draft work plan agreed. Unfortunately the leadership within the group was
unable to devote adequate time to move the work plan forward and stepped down from the PIC
RDTF. The Workgroup was therefore seeking new leadership, which would provide the opportunity
to:

become a member of the RDTF;

work across sectors and States;

drive the current work forward;

be actively involved in shaping the future agenda; and

lead change and various initiative/s that will shape the future of clinical research in Australia.

6.2.2 Preclinical Workgroup — Review of Australia Pre-clinical Development
Requirements

Craig Rogers
Chief Commercial Officer, Nucleus Network Limited

Craig began by noting that an increasing number of local providers are offering preclinical services,
as Australia’s regulatory environment is conducive to early phase clinical trials and an increasing
number of local and international biotechnology companies conducting early phase studies in
Australia.

He then referred to previous reviews of preclinical activity, including the 2003 Department of
Industry, Tourism and Resources report “Australia’s Preclinical and Scale Up Capabilities”, which
was followed by a Stakeholder Meeting, “The Way Forward”. Stakeholders had agreed on two
actions — industry to undertake further work to identify extent and market demand for facilities; and
do market research to gauge supply/demand for services.

Craig set out the proposed process and timelines for the review. On the process:

e survey current service providers to gain understanding of current capabilities;

e obtain retrospective information on preclinical studies performed and expenditure from biotech
industry in 2006/07 years; and

e collate anticipated expenditure and preclinical study types in 2008 to 2012.

The outcome of this process, Craig said, would be:

e 9% of Australian preclinical work performed overseas;

e predicted expenditure 2008-12 compared with historical spend (2006/07);

e determine whether current & planned capacity is consistent with demand; and

e determine whether further infrastructure spend is necessary and what changes are required in
services from current providers.
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Craig noted that required funding for the project is estimated to be $66,000 and support from
industry and the Government is being sought. He said that, ideally, the project should be initiated as
soon as possible, but this would depend on the availability of funds.

Craig concluded by acknowledging the involvement of Judy Bingham (Kendle Pty Limited),
Professor Maree Smith (TetraQ) and Dr Frances Guyett (RDTT Pty Ltd) and sought assistance in
the form of project team members or in financial assistance. Craig finished by noting that the
review paper was available on request and that he could be contacted at
c.rogers@nucleusnetwork.com.au.

($ % # " # & -
Session Chair & Workshop Coordinator: Dr Robert Gay, Project Leader, Arana
Therapeutics

6.3.1 Quality Workgroup (Education) Proposal Feedback

Marisa Petersen
CEO, ARCS Australia

Three key areas identified for discussion by the workshops:
e standardised curriculum development;

e certification and accreditation options; and

e cadetship programs.

Curriculum Development

Minimum mandatory requirement

e [CH GCP, is minimum for all, e.g. adherence to VMIA suite of SOPs (modules);
e regulatory requirements/NHMRC;

e practical application of international/national guidelines; and

o different requirements for different roles, e.g. sponsor focus vs. site focus.
Modes of delivery

e E-learning — flexible, time constraints, costs

Fit with current training program
e have a basic certification in GCP and Australian requirements; and
o standard add-ons for different types of trials, e.g. device or therapeutic areas.

Who should administer?

e NHMRC to administer - empower NHMRC appropriately to enforce requirements as in some
other countries; to be operated on a national level;

o different providers accredited as acceptable; and

e company specific requirements will remain — address at start up meeting with site.
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How should it be funded?
e particularly important for investigator-initiated studies; this needs to be driven by NHMRC; and
e Big pharma/other sponsors can pay for their own studies.

Benefits

e getting Australian skills to internationally recognised standard; e.g. Association of Clinical
Research Professionals (ACRP) US based certification globally accepted, Institute of Clinical
Research (ICR) — UK based;

e attracting trials from Europe/US;

e Asian countries, e.g. Hong Kong have their own minimum training requirements of
investigators performing studies;

e better insurance rates for global trials if staff certified; and

e country-specific requirements.

Barriers to implementation

e accreditation — what does it mean, the system, the process, what type?;
State differences;

legal power to mandate — can NHMRC dictate? and

funding required.

Certification/accreditation

Need for national scheme?

e Yes, to baseline standard to provide entry level;

certification rather than accreditation; education different to accreditation;
meet international standards; efficiency;

encourage research; and

increase visibility for sites.

Need for certification?

e  Who? critical for investigators, HRECs, study teams;

e mandatory — no ticket, no work; or

e voluntary will lead to natural selection and quasi mandatory

Rank importance

endorsement of courses and content =5 and 5;

certification on completion of training = 5 (and experience suggested);
accreditation by exam = 1 (some liked);

accreditation by competency = 1 (who to do?);

international accreditation = 3; and

renewal based on CPE = 5,5 (2year; updates).

How to assess competency?
e combination of exam on core, then role specific — independent assessment preferred.
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Who should administer?

e need national standards, meeting international standards;
e ARCS, NHMRC - all stakeholders input; and

e train the trainer model.

Who should fund?

e R&D government funding? NHMRC?

¢ industry funding could contribute, but would there be a perception of bias? and
e public hospitals generally do not support.

Barriers to implementation

e stakeholder harmony — throughout implementation;
e funding; and

e time to develop.

Cadetship

Willingness to support placement

e overall, positive feedback. Some large companies already have well developed graduate
programmes;

e UNSW already has a careers afternoon;

e asummer holiday type job is already in existence in one company. When studies completed,
they are then employed full-time with the company;

¢ 1o Guarantee for a permanent position; and

e depends upon the size of the company.

Duration of placement
e needs to be at least 6 months, as it takes this long to train the candidate; and
o if the position is at least 12 months, then there is a better return to the company.

Benefits
e graduate: exposure to a variety of experiences over a short time; and
e company: access to new ideas, enthusiastic staff, possibility of engaging new staff.

Rehire option
e yes — more incentive for company involved in the programme — needs to be beneficial to both
parties.

How to assess competency?

e combination — need to assess soft skills and ability to do the actual job, which would be assessed
on the job;

e an independent assessor could add a level of consistency across the different companies, e.g.
ARCS, UNSW Masters of Drug Development;

o for smaller companies and institutions, access to an independent assessor would be important;
and
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e train the assessor programme required to ensure standards and quality for line managers,
mentors, etc.

Who should administer?

e definitely need an independent, national, collaborative body to take overall responsibility — an
accredited body;

e need to look at other industries and see what they do for accreditation;

e perhaps a ‘recognised body’ could be appointed;

e assessment should be based upon a recognised skills requirements as per job role — refer to
training curriculum;

e internal courses (company specific) should be recognised; and

e important to remain current — role of the national body.

Funding

e employer and self funding, plus government grants; and

e ifitis arecognised scheme, then perhaps we could attract overseas students — could be brought
in under a ‘trainee visa’.

Barriers to implementation

cost of administering;

fragmentation across the industry and the academic institutions;

resources — staff time, desk, equipment, increased head count (selling idea to head office);
company has own course — endorsement may require access to proprietary information;
Workcover, OH&S issues;

source of students? Where to we get them? How much do we pay? and

in public health institutions — awards, lack of job descriptions, informal student work experience
already in place but inconsistent.

Next steps

The PIC RDTF Quality Workgroup will be seeking a second small grant from PIC to complete
consultation phase, validate recommendations and identify funding options. It will also approach
government and industry sources for support in principle, in practice and in funding.

6.3.2 Capacity Workgroup ldeas Feedback
Sophie Glover-Koudounas

Medical Director and Head, Medical & Scientific Affairs, ANZ
Solvay Pharmaceuticals Australia

Key Themes:

e limitations on the effectiveness of how clinical trial consent is currently undertaken;
lack of awareness/understanding of clinical research;

poor reputation of pharmaceuticals industry;

inefficient access to potential volunteers; and

lack of recognition of the value of clinical research to the community.

Pharmaceutical Industry Council R&D Taskforce Page 36 of 42



Report on the 3™ Pharmaceuticals Industry Council
R&D Taskforce Forum
Clinical R&D in Australia: Innovation and Global Competitiveness

Possible Solutions:

Lack of awareness/understanding of clinical research

o “Awareness Days/Weeks” (e.g. International Clinical Trials Day, International Volunteers
Day,...);

e promote clinical trials through NPS, NHMRC, MA, NICS,...;

e cducate medical students, nurses, other HCP,...; and

e clinical trial advocates (HCP, volunteers, consumer groups, government,...).

Poor reputation of pharmaceuticals industry

e promote good news stories;

e instil a trust in “science”; and

e proactive action from industry bodies to promote philanthropy of industry and value of
medicines.

Inefficient access to potential volunteers

e access regional areas;

improve/increase referral networks;

bring key stakeholders together (investigators, volunteers,...);
motivation of volunteers; and

time/resource issues.

Lack of recognition of the value of clinical research to the community

e Dbusiness case for the value of clinical research to Australia;

e true value of clinical research to community, productivity, patients, economics,...; and
o utilise to lobby at highest level of government across portfolios.

Resource flow
e more Workgroup members needed.

Next Steps

In closing the feedback session, Robert Gay noted that, while considerable progress has been made,
particularly by the Quality Workgroup, there is a lot more to be done and more resources are
needed. He encouraged anyone interested in getting involved in one of the Workgroups to contact
someone on that Workgroup.

The PIC RDTF Capacity Workgroup will be building on the feedback from this Forum to further

define specific projects to move forward. Volunteers for involvement in this workgroup from the
workshops will be invited to join in the projects.

Pharmaceutical Industry Council R&D Taskforce Page 37 of 42



Report on the 3™ Pharmaceuticals Industry Council
R&D Taskforce Forum
Clinical R&D in Australia: Innovation and Global Competitiveness

7. Global Competitiveness

Session Chair: Mitch Kirkman, Novartis

+ ’ - ’ - / > ) 0

Objective: Raise awareness of this issue and ARCS/RDTF activities to prevent negative impact on
Australia’s global competitiveness.

Dr John Patava
Clinical Research Manager, Bayer Australia Pty Ltd

John started by setting out why medical records are important in conducting clinical research:

e as source data — original records/certified copies of clinical findings; and

e source documents are defined in ICH-GCP — hospital medical records; laboratory reports; and
print-outs from automated instruments

Electronic (e-)medical records John defined as source data stored either electronically, optically or

on magnetic storage media and the challenges they present include:

e systems need to comply with the requirements of FDA 21 CFR part 11;

e also need to comply with privacy provisions; and

o failure to meet basic requirements renders e-medical record systems unacceptable to support
clinical trials for regulatory submission.

John said that a Working Group has been established, bringing together the Clinical Quality and

Compliance Education Sub-committee of ARCS and the PIC RDTF, and with the following

objectives:

o identify key stake holders and drivers of the implementation of these systems in the different
health care sectors;

o finalise an assessment of the current extent of use of e-Medical records systems in state health
systems in Australia;

e describe the characteristics of these systems; and

e provide key stakeholders with an understanding of Industry requirements for future
implementation of e-Medical record systems.

Its activities to date have included the publication of a briefing document explaining industry’s
needs for e-medical record systems and the rationale behind the need for industry access to e-
medical records. This document is available through the PIC (“Resources” page) and ARCS
websites and the work group would encourage all stake holders to make use of this document in
discussion with e-medical record system owners to ensure.

Pharmaceutical Industry Council R&D Taskforce Page 38 of 42



Report on the 3™ Pharmaceuticals Industry Council
R&D Taskforce Forum
Clinical R&D in Australia: Innovation and Global Competitiveness

+ +12 /7 &) 3

Objective: Raise awareness of this recent change and key criteria for use.

Paul Van Bergen
Partner R&D Tax Group, KPMG Sydney

Paul first set out the key elements of the 175% International Premium Tax Concession (IPTC):

e who qualify? — Australian incorporated companies, conducting R&D for foreign related
company:
o under contract; or
o company with “double tax agreement” — i.e. not tax haven;

e what qualifies? — R&D as defined in Tax Act:
o innovation or high technical risk;
o doing in Australia on behalf of foreign company;
o can be activity that directly supports the experimental activity of the parent; and
o Phase I-II clinical trials yes, sometimes later; and

o the benefit — 175% tax deduction on incremental R&D; 2008 tax year — deemed 20% increase;
20% increment times 75% X 30% tax rate = 4.5 cents in dollar; need to keep increasing foreign
related R&D; clawback of P? or other Commonwealth grants.

On accessing the benefit, Paul said:

o register with AusIndustry;

dovetails with the domestic R&D Tax Concession;

review contracts with foreign related companies;

prepare R&D plans (e.g. clinical protocols); and

ensure maintain R&D history and for all other companies in the Group.

The main points to come out of the discussion were:

o there is quite good awareness of the IPTC — AusIndustry roadshows;

o feedback that if a company is already in Australia, they will claim it if eligible, but it will not
lead to a company deciding to come to Australia;

e the need to increase R&D is a disincentive; and

e for start-up companies, the domestic 125% R&D Tax Concession and the Tax Offset are likely
to be more relevant.

+ 4" 5 %, / .2 &

Objectives:

o Review results from survey distributed to all attendees re: Australia’s global competitiveness 5
years ago compared to now; and

e [ ook at alignment of PIC activities with issues affecting Australia’s global competitiveness.
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Moderator: Mitch Kirkman, Novartis

Panel:

Michael Schwager

General Manager, Pharmaceuticals and Biotechnology Branch
Department of Innovation, Industry, Science and Research

Will Delaat

Chairman, Pharmaceutical Industry Council

Chairman, Medicines Australia

Previously, Managing Director Merck Sharp and Dohme

Jane Frost
Director of Clinical Research
Pfizer Australia

Stephan Krug
Associate Director, Clinical Operations
PPD Australia & New Zealand

The results of the survey were presented by Mitch Kirkman and are summarised below.

Prior to the Forum, attendees were asked to complete a brief web survey in regards a number of
issues concerning Australia’s global competitiveness for attracting clinical research. The survey
was completed by approximately half the attendees (n=70). The survey highlighted the industry
respondents’ concern that government officials, investigators, and some others do not fully
comprehend the rapidly growing threat to Australia’s competitiveness.

Amongst industry respondents only 37% of industry respondents see an increase in clinical trial
activity as likely in the next five years in Australia. In stark contrast, around 80% of respondents in
the categories of government (or related bodies), investigators and others are anticipating that the
amount of clinical trial activity will continue to increase in the next five years. It is of concern that
41% of industry respondents now anticipate that the amount of activity it will actually decline and
23% anticipate that it will remain static unless we can significantly improve our competitive
position through ongoing improvements in the environment for clinical trials.

There was close agreement amongst industry, investigators and others in the survey that China and
India are the key competitors, with the rest of Asia and eastern Europe ranked next in importance,
followed by Western Europe, North America and South America. However, amongst government
(and related bodies) there was not a clear appreciation that China and India are the most pressing
competitors.

Concerning the most important factors determining Australia’s global competitiveness, staff
shortage (4-5 out of 5 in importance) and improving local quality (3 out of 5 in importance) had
clear agreement amongst respondents as important. Industry respondents also rated patient shortage
(4-5 out of 5), study costs growth (4-5 out of 5) and study start up (4-5 out of 5) as important to
global competitiveness. Investigators (and related) tended to agree with industry respondents on the
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importance of study start up and costs growth. Government (and related bodies) however rated
these factors much lower in importance: patient shortage (3-4 out of 5), study costs growth (2-3 out
of 5) and study start up (3-4 out of 5). Based on these responses, it is critical for the PIC RDTF to
ensure that the Government and related bodies fully understand the importance of study start up
times, growing trial costs and patient availability to global headquarters in deciding whether or not
to invest in clinical trials in Australia. This would underscore the absolute necessity of taking
actions urgently, such as urgently delivering a streamlined system of ethics approval of multi-centre
clinical trials.

On the issue of the importance of industry incentives to Australia’s global competitiveness, there
was no clear consensus to be found in industry respondents to the survey (the spread of ratings was
across 2,3 and 4 out of 5 for importance). This may reflect the differing experience of respondents
with company experiences under the different industry incentives to-date.

The main points to come out of the panel discussion were:

e Industry is very aware of India and China. India has picked up its game much quicker than
expected and industry has been caught somewhat on the back foot. While the rise of India and
China had been talked about within companies for a while, “it is now happening”.

e Pressures on industry are reported daily — closures, redundancies, rationalisation of locations for
clinical trials — but the speed of change has been a surprise. The growth in India in the last two
years took Australia 15 years.

e The focus for clinical trials is conducting in fewer countries with higher productivity, i.e. more
patients in less countries, faster. Countries that can recruit large numbers of patients in fewer
centres have a clear advantage.

o C(learly, time-to-start-up and patient shortage are the most important issues. This validates the
RDTF work program.

e The slow government response to improving time to study start-up shows a lack of
understanding of the urgency in getting trials underway.

e Government incentives are important so long as the other factors are in place, i.e. these other
factors are bigger drivers of global competitiveness.

e Australia’s costs are in the global top 10 for many companies.

e [tis hard to predict the level of R&D that will be done in Australia when you are part of a global
enterprise, even 2-5 years’ ahead.

e Australia’s good health system is a disadvantage at times as it can be difficult to find newly
diagnosed patients or patients are treated in general practice and therefore do not arrive at
hospital based trial centres.

o Early phase trials are a competitive strength for Australia, so we have to differentiate and push
for them. However, Australia still needs to attract Phase III trials.

e Reference was made to “Trends in globalisation ...”, which appeared in Drug Discovery,
January 2008. It reported that growth in Australia was 8.1%, compared with -6.5% in the US, -
12% in Canada and -10% in the UK, but 47% in China!

Pharmaceutical Industry Council R&D Taskforce Page 41 of 42



Report on the 3™ Pharmaceuticals Industry Council
R&D Taskforce Forum
Clinical R&D in Australia: Innovation and Global Competitiveness

8. Close of Forum

Michael Schwager

General Manager

Pharmaceuticals and Biotechnology Branch

Department of Innovation, Industry, Science and Research

As Mitch Kirkman had recently resigned as Chair of the RDTF, Michael Schwager began by
thanking Mitch for his hard work and significant contribution to the development of the clinical
research sector in Australia. In particular, Michael acknowledged Mitch's outstanding leadership of
the RDTF, noting that its work on maintaining Australia's attractiveness as a location for clinical
trials would not have been so successful without his drive and commitment. Michael also said that
he was glad that Mitch would continue as member of the RDTF.

Michael told the audience that Senator Carr, the Minister for Innovation, Industry, Science and
Research, had established a Review of the National Innovation System in recognition of the vital
role innovation plays in boosting productivity and international competitiveness, and to reiterate the
Government's commitment to fostering innovation across the economy. In particular, Michael noted
that the Minister was looking to find ways to increase innovation performance across the economy,
to ensure that business has better access to new ideas and new technologies and to bridge the divide
between industry and research.

In Michael's view, Australia faces tough competition in attracting clinical research and, despite our
strengths in quality of research and time to start-up, we cannot afford to be complacent. He stressed
that it was therefore very important for industry to put its views to the Review team by 30 April
2008 on how to increase our innovation performance.

In thanking participants for their attendance and closing the Forum, Michael said that the Forum
outcomes demonstrated that all stakeholders were keen to continue to work together to achieve the
outcomes desired, to enhance the environment for clinical research in Australia. Participants were
encouraged to actively participate in the workgroups and any consultations on all the initiatives
discussed during the Forum as these opportunities became available.
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