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Lo . e O 0% - pan CRO Association

2009 42 4 26 0 DHfk % JCROA, ACRO, EUCROF 22X, CRO b: T L. #
S R N

Tokyo Declaration VI ACRO, EUCROF and JCROA would be open to convening a meeting of all CRO
February 2009 Associations globally to facilitate the coordination of mutual principles by which our
member companies operate.
HREE ACRD, BLCRO 2.0 JOROM  JUL A 5 Scin bl 1 7 BUMEIEL TR,
2009 &£ 2 A O o s B E R R W covi s 2 G2
I Whereas drug development is a global enterprise that necessitates that clinical trials are IN WITNESS HEREOF, the parties have caused this Declaration to be executed by their duly

authorized representatives as of February 26, 2009

conducted in every part of the world, clinical research organizations (GROs) are

repositories

esearch experience and expertise, thus are essential to this process.
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1I. Whereas the fundamental responsibilities of CROs do not change when crossing borders Association of Clinical Research Organizations
and standards of clinical practice shall be harmonized. Chairman

Derek Winstanly, MBChB

European CRO Federation

RO DAL BT RBICHB DRI,

ik 2275 L

20
As valuable members of the global drug development industry, it is incumbent upon CROs Lok Wi
to drive standards and improvements in clinical research processes, with the awareness
that patient safety and standards of ethics always prevail
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L, @
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bk Ot

SHRERS

3 MEDURIE R CARIEMA
07 <EBEIES, President

Antoine Cournot

IV. Whereas there are many individual groups representing CROs on national, regional and
global levels, we universally promote patient safety, ressarch innovation, efficiency.
scientific quality and data interity
B 0, IR Lt 0 LA R SRR Teis, WO .
A, DR, A, AENGAR, ) DR & BT 5
Joon (RO Abeociation
V. Whereas a harmonized voice ensures that GROs will continue to play a vital role in the Japan GRO Association
global drug development industry by promoting the industry’ s value proposition, educating Chairman
stakeholders and defending the industry against unreasonable regulation and unfair Kazuo Nakamura
competition.
RNl e e
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b WG HE R [
mn Decluration is executed wid 51 m—mv in the English version. Japenese truslation is mde st for reference.
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EUCROF perspective on the present

Stefano Marini
President
European CRO Federation (EUCROF)

It is quite evident that the world’s economy in general is facing a great challenge
to recover after the serious crisis of the last recent years and is presently seeking
new formulas to re-launch investments, initiative and a substantial hope for a better
future.

“How did we arrive to this?” and “How will we come out of this?” are questions
to which experts of the entire world are trying to find answers, always adding little
pieces of truth to the puzzle, but the full scenario is remaining foggy and will unfor-
tunately only be fully understood when all this will have become our past and will be
just history.

We will limit our reflection to the world of healthcare analysing previous conditions,
forces of change and new scenarios (1).

Previous Conditions (1980-2000)

« The general global economy was quite stable and the pharmaceutical sales
were focused on 10 major markets, with block busters driving the business
(predominantly chemical molecules with annual revenues of > $1.0 bn per
product).

«  Drugs were prevalently marketed to primary-care physician.

+  The global population aged 65+ was 6.0%-6.9%.

« Information was circulated mainly through paper press, television, radio and
the first websites.

«  Clinical research costs were increasing very slowly till the beginning of the
nineties and then started to raise at a very high rate. This trend has favoured
outsourcing models and formed the basis for CROs to flourish.

Forces of change

- Banking, financial and sovereign debts increase in the Western world.

«  Globalization of markets and economy.

+ As soon as a country economy emerges and improves its expenditure capacity,
investments in healthcare as a percentage of GDP climbs, and more steeply in
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and future of CRO world development

mature markets. This is happening in Asia, South America and Africa for the
first part, and continues fast in Europe, USA and Japan, despite the efforts of
governments, with the only effect that payers influence over treatment choice
increases.

« Life expectancy has risen significantly in the developed world; this has the
consequence that aging populations afflicted with expensive chronic diseases
are also growing rapidly.

+  Global pandemics still represent high risk based on urbanization and popula-
tion growth this being more evident in Asia and Africa than in the Western
world.

«  The progressive increase of health costs is having a significant impact on the
design and strategies of national systems.

« As technology (e.g. internet, social media) makes it easier to take an active
role, patients are better informed on their health and on the availability of new
treatments. This phenomenon, in some cases, is creating the problem of public
political pushing on the use/approval of treatments not yet studied as exten-
sively as they would need to.

«  Personalized medicine is becoming more affordable based on technological
advances decreasing the cost of genome decoding.

«  Blockbuster drugs patents are expiring or have expired.

+  R&D productivity is declining and costs for a drug development is rising.

«  More healthcare reforms are -experienced reducing expectations on price &
reimbursement of new drugs, with exceptions of high price and reimbursement
for rare/orphan diseases/drugs.

«  Pipeline of new compounds and percentage of success in development are
decreasing.

+  Return oninvestment (ROI) is decreasing.

New Scenario (2011-2020+)

«  Economic volatility seems to be a permanent condition.

« The focus seems to move to growth markets with a defense strategy in key
mature markets.

+  Global population aged 65+ is raising to 7.6%-9.4%, particularly in developed
countries; this may represent a major cost for healthcare system, but also an
opportunity for drug development for chronic age related diseases.

«  Obesity is becoming epidemic.

«  Social media and communication tools will expand availability and fast diffu-
sion of information.

- New opportunities will derive from a specialist-medicine business model (pro-
teins with annual revenues of > $1.0 bn per product).

«  Marketing strategies are refocusing on the role of healthcare payers and
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cost-effectiveness data to be produced (opportunity for CROs). Value-based
National Heath Systems purchasing (using outcomes) will drive regulatory
authorities decisions.

« Investments on development of treatments for rare/acute diseases will enable
higher prices for the new drugs.

Clinical Trials

According to 3 Tufts Center analyses (2, 3, 4), trials are increasingly longer and more
complex, consequently costs are rising. They observe that clinical study procedures
frequency is 49% higher, duration is 74% longer, CRFs are 270% longer and, despite
this, 15-30% of data are not used in NDAs and 22% of procedures are non-core.

Because of this the cost per patient has almost doubled between 2008 and 2011,
particularly in Phase Il and Il (Fig. 1) (5). Nevertheless the outlook for new invest-
ments in R&D doesn't look bad, on the contrary, after few years of stagnation a
moderate growth up to around a + 2% is foreseen for the next years (Fig. 2) (6).

The effects of all the trends, changes and deriving forces described above are mirrored

figure 1 Cost per patient increase in US $
Source: Pharmalot, reporting data from Cutting Edge Informatics, 26 Jul 2011
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figure 2 R&D Spending Changes
Source: Company Data, Capital IQ, EvaluatePharma, and Jefferies LLC
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in the total number of new clinical trials in Europe, as an example of a mature market,
compared with China between 2007 and 2011:

Year No. of new Clinical No. of new Clinical
Trials in Europe (7) Trials in China (8)

2007 5.028 9

2008 4618 38

2009 4.491 58

2010 4.193 134

2011 4127 340

2012 n.a. 601

China is still far away from the numbers of trials conducted in Europe and in the same
geographical area such as in Taiwan or South Korea, but the progression of growth
is very rapid and the potential is unbeatable with a population of around 1,4 billion.
China is working hard and investing a lot in the area of outsourcing in drug develop-
ment and the results will come.

On the other hand, we register a stagnation/reduction trend in Europe, which deserves
careful consideration and discussion between all involved stakeholders. Since CROs
are increasingly used to represent pharmaceutical companies and academia in con-
ducting their clinical trials, they should have a voice before regulatory authorities and
other stakeholders in discussing proposals to improve the general scenario and the
attractiveness of Europe as a good place to conduct clinical trials.

The EUCROF role

In this context, EUCROF is significantly progressing with its direct participation to the
EMA GCP Inspectors Working Group (IWG), with the EUCROF WG on Clinical Trials
in Paediatric Population being invited to EMA meetings and organising joint confer-
ences with EMA (9), with the WG on Clinical Trial Legislation analysing and suggesting
changes to draft guidelines or other legislation under public consultation, with the
Late Phase WG demonstrating the difficulties within European countries in interpret-
ing non interventional study protocols in the same way, with the Early Phase WG
proposing a European common database of volunteers.

From the date of inception, EUCROF has grown quite rapidly in representativeness:
at present EUCROF includes 10 national CRO associations (Belgium, Czech Republic,
France, Germany, Great Britain, Italy, Spain, Sweden, The Netherland, Turkey) and
7 associate  members (Denmark, Greece, lIreland, Poland, Portugal, Switzerland,
Ukraine). All together EUCROF represents around 300 CROs as legal entities, with
over 15.000 professional employees.

We are aware that new associations inspired by EUCROF have recently been founded
or are well underway to start their activities. They are in Greece (HACRO), in Poland

085



086

and in Ireland. A sort of Club of CRO association meets regularly in Finland and they
received a EUCROF presentation in 2012, willing to learn and potentially start the
process to become a real association.

Within Europe other similar national associations exist: in Russia the Association
of Clinical Trials Organizations (ACTO, www.acto-russia.org ) and in Bulgaria the
Bulgarian Association of Clinical Research (BACR, http://old.bacr-bg.com/index.
php?l=2). However, these associations accept pharmaceutical companies as mem-
bers and this is in conflict with the possibility to become a member of EUCROF for
which the not involvement in drug sales represents an added value to gain the role
of a third party. EUCROF intends to remain midway between Regulatory Authority
and Pharmaceutical industry, being exclusively interested in a correct and reliable
execution of clinical trials. EUCROF has recently received requests for membership
from CROs located in the Middle East North Africa (MENA) area.

EUCROF has also sought collaborations with CRO Associations of other geographical
areas such as the Japanese CRO Association (JCROA, http://www.jcroa.gr.jp/eng/),
the Association of Clinical Research Organizations, focused on global CROs (ACRO,
http://www.acrohealth.org), the Brazilian (ABRACRO, http://abracro.org.br/) and
the Association of CROs in Argentina.

As per far East and Asia Pacific area, EUCROF has recently assisted a request for
support for the initiative of forming an association in Australia. In India, apart from
the presence of ACRO and associations of professionals working in the field of clini-
cal research, the CROs have not yet met to associate their interests. The Pan-Asian
Clinical Research Association (PACRA; http://www.pacra.org) is a no profit asso-
ciation, with objectives mostly related to training and education of professionals,
however, it has members and financers of pharmaceutical industry. The objectives
and the presence of the pharmaceutical industry significantly differentiate PACRA
from EUCROF.

In his role of President of EUCROF, Dr Stefano Marini has been invited twice to China,
in 2012 and 2013, by a governmental organization as invited speaker and modera-
tor to several conferences and meetings on outsourcing in drug development. These
experiences have opened a discussion on a possible collaboration to support poten-
tial local entrepreneurs to invest in the CRO area, possibly also creating the basis for
the start up of a local association.

This world picture on CROs associations gives a clear idea that the advantages to be
represented and to talk with one voice to regulatory bodies, pharmaceutical indus-
try, patients and any other stakeholder associations is not yet a globally recognised
value. The other aspect giving a substantial business advantage to CROs associations
is the strength of the networking potential, facilitated by the selection process to
become a member company and the most important part of doing business together:
to personally meet the people and thus to be able to develop trust.
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Conclusions

From the analysis of the critical period we are all facing, as usual, a number of oppor-
tunities emerges for those who will be able to catch the trend of innovation and
transformation required. What sounds clear from many sources is that we have to
“Do more with less”.

Most probably, this will be possible for those who will be able to create innova-
tive solutions in the IT field of Cloud computing and Internet Platforms for clinical
research service management.

The other aspect of our world of Associations is the great power of representative-
ness to be used for the benefit of our associates. In addition, in our EUCROF experi-
ence, the instrument of the Working Groups is demonstrating great effectiveness in
influencing specific fields of CRO interest and is also giving great opportunities to
individuals to grow their expertise in in their area of competence. More professional
visibility in our large but limited community is certainly an advantage.

Anyway JCROA, ACRO and EUCROF, we all together play a fundamental role in setting
and defending common interests, enhancing market penetration regarding CROs out-
sourcing concepts, encouraging authorities to favour/create the right infrastructure
for future development.

The globalisation of the markets should finally raise the question for CROs and CRO
associations on this globe “Do we need a World Association of CROs (WACRO)"?

Acknowledgment: This paper has been prepared upon invitation of JCROA for their
20" anniversary of foundation. Sincere gratitude goes to JCROA for the honour and
the privilege offered to EUCROF to be part of this important celebration.
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