«A Day has Only 24 Hours»

A former FDA inspector drives Siegfried’s «Quality Policy»

David C. Pulham is not only a recognized former (National Expert»
for the FDA, but also Chairman of the Siegfried Compliance Board,
where he is responsible for the Siegfried Group’s Quality Policies.
Here Pulham takes a look at the past and the present of drug regu-
lation.

When asked how he came to be an FDA inspector, Pulham has a cut-and-
dry answer: «l like numbers and facts, not fiction.» Pulham’s love of the
rational has resulted in an impressive - and surprisingly action-packed -
26-year career with the FDA. In the beginning, fresh out of college with
degrees in Mathematics and Medical Technology, he first worked in a
hospital laboratory. This did not last long because he was looking for a
challenge with a wider scope to the whole industry. In 1975 he applied at
the Food and Drug Administration (FDA) and was immediately hired.

Man of the world

After only nine months on the job, Pulham was already on his way to Ire-
land and France for the FDA. He considered this a great honor, as only a
total of 10 inspectors within the FDA were qualified for overseas work at
that time. The obvious reasons for his selection were his education and
language abilities - Pulham speaks fluent French - but there was also an-
other reason. At that time it was important for the FDA to have skilled
and culturally competent people that would help maintain a positive im-
age of the agency around the world while ensuring safe and effective
imports to the US.

Those that have had the privilege of personally meeting David Pulham can
attest to the wisdom of the FDA's decision. After his first 10 years at the
FDA, Pulham was promoted to National Expert, a select group of inspec-
tors that help establish FDA policies, train the other inspectors, and work
with national regulatory organizations around the world to standardize
compliance. It was as a National Expert that Pulham first came into con-
tact with Switzerland.

«Right from the start, the Swiss were reassuring in their level of compe-
tence and motivation to «do the job right>,» recalls Pulham. Unfortunate-
ly the industry was somewhat out of date with respect to FDA expecta-
tions. This resulted in a painful growing experience, but ultimately in Swiss
regulations and compliance that are now aligned with the FDA's expecta-
tions.

Compliance Board
Siegfried’s Compliance Board consists of the highest level of management
within the organization. The Board is responsible to establish quality pol-
icies that are aligned with regulatory requirements as well as state-of-the-
art practice throughout the Siegfried Group. Pulham’s FDA background
helps ensure that both these goals are met.

Hans-Ruedi Marti, Ph.D.
Head Science & Technology
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Head Research and Development
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In this months issue I'd
like to introduce you
to our new company
claim. Ideally, a com-
pany claim should be short and succinct - and easy to re-
member. In our claim we aim to express the commitment
of our 1'000 employees around the world - and how,
every day, the combined creative power of these people
brings forth new active pharmaceutical ingredients - to
improve the lives of people suffering from disease.

What we came up with is, we believe, the very essence of
our company. Last year, a varied group of Siegfried em-
ployees - from lab and administrative assistant to the CEO
- took part in a series of discussions and workshops to
reach a common understanding for our claim. The more
we talked and exchanged ideas, the clearer it became.
«Substance» in its various forms lies at the heart of Sieg-
fried’s activities.

«When substance matters» crystallizes our claim to be
pharmaceutical industry’s first choice for the development
of pharmaceutical and biotechnology-engineered active
ingredients in terms of quality, on-time delivery, and over-
all reliability. «\WWhen substance matters» expresses - in just
three, precise words - our philosophy, differentiation and
strengths.

«When substance matters»

when substance matters

Like many valid and elegant claims, «when substance
matters» can be understood on two levels - about the
company and about our products. On the company level,
we've already talked about the dedication of our 1000
employees. It's also about a company with a 130-year his-
tory that is intimately familiar with the pharmaceutical
research industry. With production sites in Germany, Swit-
zerland and the USA, the company is ideally located to
serve its clients and to tap into the talent of the leading
research institutes and universities. On the product level,
it's about the Siegfried know-how, gained through the
development experience of over 1'600 substances, as well
as the extensive range of services for active pharmaceuti-
cal ingredients, generics, and biologic products.

We hope you will agree, Siegfried - when substance mat-
ters!

Bernhard Kiienburg
Senior Vice President Sales & Development
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Milling and blending - Key S

Our new milling/blending plant (Building 631) went
into operation in March 2004 at the Siegfried head-
quarters in Zofingen, Switzerland.

Pharmaceutical companies need to package their active
ingredients (APIs) in administrable forms such as tablets,
capsules, coated pills, etc. To make the packaging step run
smoothly and reproducibly, the dried active ingredients (cf
newsletter 1/04) need to meet customer-specified particle
size distribution, homogenously throughout an entire
batch of up to several hundred kilograms. To meet these
criteria consistently APIs are routinely milled or sieved,
then thoroughly blended.

This is a most exacting process step, given the rigorous
compliance and safety regulations concerning contamina-
tion and cross-contamination of active ingredients, plus
personnel safety and protection. The same equipment
may be milling and blending different products from one
day to the next, so flexibility and cleaning are of crucial
importance.

Floor diagram

The 5th floor of the factory building (not shown) houses the plant infrastructure:
ventilation and cooling installations, air conditioning (humidity, temperature) and
air filtering, mill exhaust air extractors, and the hot water supply.

Dry APIs are fed into the bulk container on the 4th floor: drum tilting / docking
device for the sealed entry through the grinder and into the feed hopper.

The 3rd floor houses the hopper discharge equipment:
a delumper and double helix dosing system.

The 2nd floor contains the heart of the train:

a mill or sieve that can be connected via flexible piping to the system above and
the blenders below.

Monitoring of the milling/screening process is possible through manual in-process
control sampling.

The 1st floor contains the blenders, a 2'000 | rotating container blender, dockable
with double lids, or a permanently installed 4’000 | conical screw blender.

The ground floor is where the discharged product is automatically
filled into customer specified packaging, using a closed system with an
inliner and a continuous bag.

Automatic closed-circuit sample withdrawal for final product analysis.

Automation

The two milling and blending trains are automated for efficient, reproducible processing.
Certain third-party units like the drum tilting device, container blenders, and discharge/
filling equipment have their own Siemens S7-300 PLC controllers. A server with two
workstations sets up and manages milling jobs, provides central operating controls, logs
alarms, visualizes plant operation using WinCC, and maintains a short-term operational
data archive. A facility-wide long-term archiving system (PharmaRapid) is set to go into
operation within the year.

Packaging unit with automatic weight
control and continuous bag system

Centerpiece of Mill




