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Welcome to the second edition of Penn to Paper. This is a regular newsletter from Penn Pharmaceutical
Services, a leading fully integrated provider of formulation and analytical development services, clinical trial
manufacturing, packaging and supply management, contract manufacturing, CMC consultancy and QP services.
This is an exciting time for Penn, having recently received a Queen's Award for Enterprise in the International
Trade Category 2003 and achieving the Investors in People award. We hope you find Penn to Paper a useful
means to keep up to date with the other new developments here at Penn Pharmaceutical Services.

Are you Facing an 'EU Timebomb'?

Many pharmaceutical companies that are currently exporting
materials for use in clinical trials within the EU are facing a
regulatory timebomb, believes Penn's Director of Pharmaceutical
Services, Keren Winmill (pictured above).

Penn Pharmaceutical Services specialises in the supply of
clinical trial samples to clients all over the world and has first-
hand knowledge of the changes that many companies need to
make in order to comply with the new Clinical Trial Directive
(2001/20/EC of the European Parliament and of the Council). The
directive must be implemented by all EU member states from

1st May 2004 and, according to Penn, there are many companies
that will be caught out as the cut-off date approaches.

Keren Winmill is responsible for the Clinical Trial Supplies unit.
She feels that companies are not displaying the urgency that
may be required to comply;
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"As the deadline approaches for the implementation

of the Clinical Trial Directive there are going to be
organisations that suddenly find themselves in a difficult
situation. For many there will need to be significant changes
applied to the way in which they currently work

as the Directive covers a broad range of issues, including
patient protection, time frames for applications, the
establishment of a database on clinical trials being carried out
in Europe, the incorporation of GCP into European law and also
the manufacture, import and labelling of materials."

One of the most fundamental changes is the inclusion of
Human Volunteer Studies which means that even Phase |
studies will now be subject to regulatory approval. The GMP
Directive (91/356) has also been amended to include the
requirements for investigational as well as commercial products.

Specifically there will be sections on blinding of materials,
manufacture in accordance with the regulatory application,
training, document retention periods, validation, release,
complaints and recalls of comparators, rapid unblinding and
labelling. The directive specifies that the outer packaging (or
immediate packaging if no outer packaging exists) should be
labelled in at least the official language of the member state.

One of the most significant elements of the Directive - Article
13 - states that companies that manufacture or import clinical
trial materials into the EU must have a Manufacturing
Authorisation. This must include having a Qualified Person (QP)
continuously available who will be charged with ensuring that
the requirements of GMP will be met.

The Changing Role of | Analytical Department | Penn Awarded
the Qualified Person.
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The QP will be responsible for releasing batches of clinical
materials before use in a Clinical Trial and the revised Annex 13
indicates that the QP must satisfy him or herself that
equivalent standards (to those in the EU) of GMP apply at the
manufacturer and that this should be achieved by means of
participation in audit at the manufacturing site.

In addition to QP release, Article 15 of the Directive provides
for inspection of both investigator and manufacturing/
analytical sites by the competent authorities in the Member
States on a two-yearly cycle within the EU and on a
"triggered" basis outside the EU.

The requirements for import licences and documentation may
also change when the Clinical Trial Directive comes into force
in the individual countries. At the moment it is usually the
regulatory group which is in the best position to apply for the
import licence, often assisted by the contractor or courier.
Some countries, such as France, currently require an import
licence for each individual shipment, which can be very onerous.

On the subject of import licences, Keren adds;

"For the more difficult countries which require individual
import licences, it is worth considering using a local depot. An
affiliate or a contractor can advise on local facilities that have
suitable facilities for storage, shipment and tracking and,
importantly, will comply with GMP. The current European
system can seem fragmented and the new Directive will
eventually simplify the regulatory picture but companies
coming into Europe can benefit greatly from seeking specialist
clinical supplies services both during and after the transition."

Meet the Clinical
Supply Team.
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importation of all clinical trial samples must be
subject to an authorization by the competent
authority, the spotlight now, more than ever before,
is on the role of the Qualified Person (QP). Penn to
Paper talked to Dr Ken Caldicott, Chief Scientific
Officer and one of three QPs at Penn Pharmaceutical
Services, about the Directive and the changing role
of the QP.

Q s everyone in the pharmaceutical industry familiar
with the term 'Qualified Person'?

A In the UK and Europe the term is quite familiar but
many people that | talk to in the US and Asia have
never heard of it. A QP must be qualified in
Chemistry, Pharmacy or Biology and be
experienced within the Pharmaceutical Industry.
Within the UK, the QP must be named in an
indicative register and, in order to act as a QP,
must be named on a manufacturers or wholesale
dealers import license. This final requirement
ensures that the competent authority has the final
approval of the individual QP.

Itis a role that carries with it a great deal of
responsibility in the industry as the QP has the final
decision on the use, or otherwise, of medical products.
For commercial products he or she must ensure that a
particular product has been produced in accordance
with its manufacturing authorization - a series of
documents that provide all of the data necessary for
the Regulatory Authorities to decide if a product is
both safe and effective. For Investigational Medicinal
Products (IMP), the role of the QP will be somewhat
different and will concentrate on the support
processes - for example ensuring that the Product
Specification File is kept up to date and available for
inspection.

Q What impact will the Clinical Trials Directive have
on the role of the QP?

A The Directive effectively means that all companies
wishing to import materials for clinical trials into
EU countries will need to have a Qualified Person
(QP) continuously available, who is charged with
ensuring that all of the requirements of GMP will
be met. This may seem fairly straightforward but,
in the UK for example, more people are retiring
from the register than are being replaced by newly
qualified experts and this could easily cause
problems in the future.

For IMPs, the Directive will lead to increased QP
responsibility in a training capacity. It is not really
helpful to visit a facility, "tick boxes" and write a list of
problems. During this early transition stage the QP

should be pro-actively helping the manufacturing and
testing groups who may not have been subjected to
the audit ordeal previously.

Q Has your role changed significantly in the last
5 years?

A The role has certainly grown from covering solely
commercial products to also embrace
‘Investigational Medicinal Products. | am also
getting more requests to review the suppliers of
‘Active Pharmaceutical Ingredients’ even though
there is no legal requirement for QP involvement.
For clinical supplies, the sponsor is responsible for
API quality so | think they are making sure that
quality is satisfactory by using an independent
assessor. As for drug product, the approach for the
manufacture of APl for an investigational product
is different from that of an established,

commercial drug.
Q What advice would you give to a potential QP?

The three main attributes of a good QP are
flexibility, a willingness to learn and a global view
of what the role was designed for.

In my experience | have found that there is often more
than one way to comply with a GMP requirement, so a
QP needs to weigh up all factors during an audit of
any premises or process.

Another key element of the job is to keep pace with
changes in the industry and its various regulatory
requirements. Changes seem to happen on almost a
daily basis and a mix of formal continuous
Professional Development allied to an informal
exchange of information at all levels is often required
to maintain the necessary knowledge base.

visit www.pennpharm.co.uk

ging Role of the QP

My final piece of advice would be to always remember
that you are there to protect the patient by making
sure that the drug prescribed by the physician and
dispensed by the pharmacist has been made safely and
is exactly what is expected.

Rovyal Visit

CEO Craig Rennie, Jill Coffey and Alison
Bridgeman represented the Company at a formal
Reception at Buckingham Palace where they were
presented to HRH Queen Elizabeth Il and HRH
Prince Philip to commemorate the Queen's Award
for Enterprise 2003 in the International Trade
Category. In the three year application for the
Award Penn exported an average of 59 percent of
its total sales with export growth of 77 percent.
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Analytical Department Boosts Capacity

Penn’s Analytical Development Department has
boosted its capacity with the appointment of three
new members of staff and the purchase of state of
the art equipment.

Owain Kerton, Elizabeth Price and Gareth Preece join
the Analytical Department to work on a range of
analytical and regulatory projects (pictured above).

Four new HPLC systems, containing the latest
software, have been acquired to meet the
growing demand for the analytical services
provided by Penn.

Owain Kerton has recently completed a PhD at
Cardiff University, whilst Elizabeth Price joins Penn

following a two year period as a member of the
process and plant development group at Rhodia
Speciality Consumer Chemicals. Gareth Preece, a
Biomedical Sciences graduate, joins from the Welsh
Blood Service.

Anthony James, Head of Analytical Development,
says that the three graduates will work to
support the wide ranging analyses supplied by
the department;

“Owain, Elizabeth and Gareth will be working on a
range of projects to provide analytical data and
regulatory documentation. A key function of their
job roles will be to establish the degradation
profiles and potency of products. Their high calibre
education and experience of working in a range of
environments will further strengthen the team.”

“We are increasingly finding that the larger pharma
companies are looking for the one stop shop
approach that we provide here at Penn, where
products can be developed and analysed in one
location. Qur team is structured to work closely
with our clients to create and adapt bespoke
analytical programmes - this tailored approach
means we can ensure that our clients' products get
from the lab to the consumer in the safest and
most time effective manner.”

NEWS IN BRIEF

New Business Systems Manager

Richard Hall, former Business Analyst,
has been promoted to Business
Systems Manager. This key role will
involve developing IT and business
processes to support the future growth
of the company.

MBA for Lee Mainwaring

Lee Mainwaring, Financial Controller,
has been awarded an MBA. The results
of his studies and research dissertation
will now be used to further enhance
the strategic financial management of
the company.

Congratulations

Congratulations to Paul Montgomery
from Kyowa Hakko on winning a bottle
of whisky in our ‘Chase the Dragon’
competition at this year's

DIA exhibition.

Penn Makes Tech Track 100 Table

THE SUNDAY TIMES  Fenn _
Pharmaceutical

Services, has
achieved its first
listing on the
Sunday Times
Tech Track 100
league table. The
ARM league table,
now in its third
year, measures the compound annual
growth rate in sales over a period of
three years for unquoted companies
working within the technology sector.

The Tech Track listing is the third
accolade to be won by Penn this year,
having been awarded a Queen's Award
for Enterprise 2003 in the International
Trade Category in recognition of its
exporting success and a Technology
Fast 50 listing from Deloitte & Touche
for the fourth year in a row.
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Robyn Wood Head of Project Management

"l am responsible for the
management of the Project
Management group within CSU.
Clients are always keen to meet their
investigator needs so sometimes ask
1 us to prepare clinical materials at
very short notice. This can range from urgent
despatches to full study set-up. A client recently
ran into supply difficulties with a Phase Il study.
We were able to set up at short notice, the
blistering of 5.5 Million tablets for three treatment
groups - one of which was a mixed blister fill - in a
fully validated process. Penn CSU then walleted the
blisters and despatched bulk supplies to the Client
for further labelling and packaging. | feel very
proud of the team's achievements in meeting client
needs in these kinds of projects.”

Sarah Coram Project Manager

"l was delighted to be able to move
from London to Wales and still
remain working in the area of
clinical research. At Penn, | manage
clinical trial packaging and
distribution projects on behalf of

client companies. I'm responsible for project set-up,
completion and release of clinical supplies within
the framework of client requirements, GMP and
departmental SOP's. With the recent changes to the
European Directive, | have been able to advise
clients worldwide on QP release and labelling
requirements for studies they are conducting within
Europe and co-ordinate packaging and labelling to
comply with the new regulations.”

Claire Davies Project Assistant

"l joined Penn because | could see
a window of opportunity and a
chance to better myself - | also saw
the chance to get good
qualifications while training with
the company. | have been able to
develop good IT and communication skills which
are extremely important in my role. | recently
helped a client meet its objectives by scheduling a
large packaging job through our internal 'wall
chart' system and ensured that the required
supplies arrived on time."

Rita Young Departmental Administrator

"l have always had an interest in
learning about the pharmaceutical
Industry and wanted to join a
company where | could expand my
career knowledge and further develop
my skills. | co-ordinate business
matters and work independently with clients and
investigator sites to maintain and develop systems to
meet client requirements and regulatory guidelines.

I also administer the departmental purchasing
systems, ordering of comparator drug and
components and work alongside project managers to
develop new systems and co-coordinating issues
within the department. | recently designed a returns
tracking database alongside a paperwork system to
enable ease of use when clients contact us for
information. This provides them with up to the
minute information on how their trial is progressing.”

Members of the Penn team are to share their expertise by contributing to

a number of events and conferences over coming months. Contact us to arrange
a meeting with our experts and find out more about how Penn Pharmaceutical
Services can assist your outsourcing requirements at the following events.

Clinical Trials in CEE

Prague, 30th September-1st October

Paul Thomas will be presenting on “The role

of the Qualified Person in creating a more efficient
system in manufacture and release of International
Medicinal Products.

AAPS Annual Meeting and Exposition 2003
Salt Palace Convention Centre, Salt Lake City,
Utah, 26th - 30th October

Visit the Penn exhibition stand (numbers 334
and 336) and discuss your requirements with

Dr Chris Higgins and Chris von Abo.

ICSE Annual Meeting 2003

Frankfurt, 27th-29th October

Margaret Beveridge and Amanda Shannon

of our Business Development team look forward
to meeting you at stand number K805.

ISPE Annual Meeting

New Orleans, 2nd-4th November

Keren Winmill and Paul Thomas will be present
along with our colleagues from Xerimis. Take the
opportunity to find out more about our global
clinical supplies distribution service.

GOR Seminar

London, UK, 20th November

Dr Ken Caldicott will be presenting on
‘Updated guidance on the clinical directive:

IBC Investigational Medicinal

Products Conference

London, UK, 10th-11th November

Dr Ken Caldicott will present on ‘Real world
experiences of a QP in investigational
medicinal products.

Paul Tottle Pharmacist / Senior Project Manager

"I manage distribution and packaging
on behalf of clients - it's an
interesting position as | get to use my
knowledge as a Pharmacist and mix
this with business and management
skills. Every project is different as each
client has slightly different needs - we
have to find new solutions all the time. You think you
have found all the answers then something else comes
along. Penn recently received 5500 patient packs that
upon receipt were found to labelled incorrectly. In
order to meet the client time-frames, we had to repack
and relabel the materials to a very tight deadline. The
success of a whole client drug development project
can be dependent on us being able to react in this way
- which is what makes the job so satisfying."

Deb Williams Project Manager

"l came to work at Penn as a
laboratory analyst in 1988 on my
return from working in South Africa
for four years in a similar field. |
enjoy the fact that my role is about
problem-solving and there is always
a real drive to reach successful
completion of specific projects. We recently had two
weeks to convert an existing secondary packaging
room into a dedicated area for receipt, additional
labelling and despatch of products for a large Phase
11l study. We needed to send product out at the end
of this time to meet the first site requirement - and
we did it. My fifteen years experience in the clinical
supply area helps me give these kind of practical
solutions to our clients."

Aldyth Smith Project Manager

"My role involves managing clinical
trial packaging and distribution
projects on behalf of client
companies. My move to Penn has
allowed me to broaden my
knowledge of this field by working
closely with colleagues within the
Manufacture, Analytical, Development and Clinical
Trials service streams. The work is challenging but
very rewarding; a recent study that we handled for a
client across 30 countries experienced re-supply
difficulties due to an IVRS problem. We were able to
receive and despatch 165 orders successfully within a
2 day turnaround period"

Dr Fiona Jones - Marketing Manager
Penn Pharmaceutical Services Limited
Tredegar, Gwent, NP22 3AA

Enquiries: +44 (0) 1495 713605
Switchboard: +44 (0) 1495 711222

Fax: +44 (0) 1495 711225

E-mail: penn@pennpharm.co.uk
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