«Ko-Lin Feng builds bridges in Shanghai»

She has seen a lot of the world and is an ideal intermediary between cultures:
Ko-Lin Feng, General Manager of the Siegfried Representative Office in Shanghai.

Ko-Lin grew up in Taiwan, attended high school on the West Coast of the USA and completed her university degree
in Mathematics on the East Coast. Ko-Lin then moved to Switzerland to learn French, signing on with the UNO High
Commissioner for Refugees, an experience she looks back on with great fondness.

Before long, Ko-Lin found a job in an US company with international headquarters based in Switzerland where she
met Douglas Gunthardt, today the CEO at Siegfried. She worked for 10 years in Switzerland, building up offices for
the company in Taiwan, then in China. She then became the Commercial Director at Whirlpool, a company with
well-known brands such as Bauknecht, and was a driving force in establishing their foothold in China.

When Siegfried decided to open its own offices in Shanghai, Ko-Lin received an offer she couldn’t refuse. Why did
she accept so quickly? Ko-Lin was very impressed with the excellent teamwork, positive attitude and openness of the
management team. And in 2004, she became the General Manager for Siegfried in Shanghai: «Taking on a difficult
job is not a problem,» says Ko-Lin, «But having to work with difficult people, that certainly is.» This is why she enjoys
her work — every day.

Her tasks as General Manager are diverse and include sourcing of raw materials, ingredients, services and developing
regional business opportunities. In the future, she will initiate cooperative development and production partnerships

and increasingly investigate further market potential in Asia. As the regional Siegfried representative, Ko-Lin is a key

part of all negotiations between Zofingen and any Chinese partners.

Ko-Lin is a person of many interests. Her hobbies include gymnastics, jogging, swimming and travelling, but most of
all, she loves to read — anything from novels to poetry. She always packs a book during her many journeys through-
out Asia, most recently, all over China. Her last trip took her to Cambodia and all its historical sites. She’s already
planning her next adventure — to Thailand.

We are thankful that Ko-Lin is with us for our journey into the future.

Ko-Lin Feng was interviewed by Peter A. Gehler
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Editorial
o Siegfried|

By now you have cer-
tainly heard the news
about Siegfried’s selec-
tion as a manufacturing
partner for Tamiflu. The quick response by the entire
Siegfried team and our excellent collaboration with Ro-
che led to initial deliveries of the key intermediate already
within weeks of receiving the commission. This enabled
us to start up further processing operations in the supply
chain without interrupting production. Once again, Sieg-
fried met the challenge through flexibility, speed and reli-
ability.

Absolute compliance is an important capability for any
leading outsourcing partner. This year, the FDA inspected
our facilities in Zofingen, Switzerland and Pennsville, New
Jersey, USA and issued a «No Action Indicated» (NAI) clas-
sification, giving our company the best possible rating.
This is important for our customers, too, and enhances
their confidence in our projects and products.

Two years ago we built a new milling and blending facility.
This year we will complete the total renovation of our crys-
tallization operation, allowing us to guarantee the best
possible technical conditions for all production stages.

Dear business friends and colleagues,

ewsletter Issue

when substance matters

These efforts are part of our ongoing program to keep our
technology and capabilities up to the newest standards.
As an APl expert, we at Siegfried take pride in our ability
to manufacture even highly active substances so they are
safe for both our employees and the environment. Natu-
rally, this is completely in the spirit of our company slogan:
«Siegfried - when substance matters».

Summer is drawing to an end, signaling the approach of
our annual Symposium and the Siegfried Medal Award
ceremony. | look forward to seeing you there on Septem-
ber 21, 2006 in Zurich!

Sincerely,

Dr. Hubert Stiickler
Head Business Unit Siegfried Actives

Siegfried |




Requirements for the Supply Chain of Siegfried Actives
In order to meet employee-friendly manufacturing practices, a Task Force was formed whose basic function was to establish limiting values,
manufacturing conditions, and corresponding safety standards (in industry, classes and thresholds are anything but uniformly defined).

The creation of a classification system, which also included contributions by renowned external experts, was of central importance. The Classifica-
tion Committee now meets regularly when projects and products are being evaluated, thereby ensuring that these are assigned to the appropriate
and corresponding Siegfried Exposition Class. What is important here is the identification of so-called Class 3 products (OEL 1-10 g/m3); these must
be manufactured under special, controlled conditions in the production and in the pilot plant, and also handled with special care in the lab.

Exposure Occupational
Class Exposure Limit




Challenges in Quality Control

An increasing number of pharmaceuticals contain high potent active ingredients. This is a major challenge not only to chemical-
pharmaceutical development and production, but also to analytical control laboratories. Once a compound has been classified (e.g.
Class 3) a risk assessment is carried out:

Which process steps are critical? Which methods and instruments are used? What can go wrong? What are the risks for the
operator, for the co-workers in a lab, for the environment?

Consequently specific safety measures and technical solutions are defined, followed by the evaluation and purchase of the necessary
equipment including their installation and qualification, the selection of adequate personal protection equipment, and finally the
training of the operators.

Since high potent compounds bear potential health risks, an early and regular flow of information to employees is important for
them to become familiar with the rationales of such «dangerous» projects and to build up trust in their future tasks.

In analytical labs only small quantities of high potent compounds are handled, nevertheless facilities, equipment and work practices
have to be adapted to the specific needs. Typical manipulations in QC are weighing and diluting of analytical samples and reference
substances as well as transferring of samples e.g. from the sample preparation lab to the analytical instrument lab for which we
created special transport containers. Exposition to powder and dust is most critical and has to be avoided by all means. For this
reason we installed special safety workbenches equipped with special dust filters. The laminar airflow protects the analyst from
getting contaminated by the substance during weighing or diluting. Disposal of contaminated consumables is performed by a
litterbag system mounted to the safety bench. Written procedures give details about actions to be taken in case of spills. One of the
safety workbenches features a vacuum drying oven seamlessly attached to the bench, which ensures the safe transfer of a sample
directly into the oven without leaving the protected environment.

But with all the fancy installations, the most sophisticated equipment and elaborated processes, one needs to focus on the skills and
diligence of the operators. A comprehensive (hands-on) training program was therefore established to familiarize the analysts with
the new work practices.

In the course of establishing Class 3 readiness a most welcome side effect resulted from the various discussions, the technical
evaluations and the trainings: we noticed a growing safety awareness in our department.

Thanks to very knowledgeable and cooperative analysts the handling of Class 3 compounds has almost become a routine operation
in QC and we are proud that our efforts have contributed to the expansion of Siegfried’s product portfolio towards high potent
compounds.




We strove for a closed operation mode throughout, to protect the operators. All hose
connections were replaced by solid pipe installations. The loading of powdered starting
materials into the reactors and, likewise, the unloading of intermediate products and the
product itself from the centrifuges proved to be especially challenging problems. In order
to carry out these operational sequences as closed processes, special Drum Containment
Systems (DCS) were procured and introduced (Glove Box principle). Additionally, all
potential sampling sites in the process had to be defined and equipped with systems that
would enable closed sampling.

A zone concept was designed complementary to the closed operational procedure. Zone 1
includes the reactors with their constructional systems (super structural parts) and the
procedures described above. Zone 2 includes the reaction chamber, i.e., the reaction set-
up. This installation is physically separated from its surroundings and equipped with a
separate ventilation system, which ensures a pre-defined airflow direction. The operational
and functional reliability of the ventilation system is continuously monitored during the
process. The incoming and the outgoing air is purified using special dust filters. The source
air and process exhaust air are channeled over absorbers, and the wastewater is then
collected. In order to prevent an uncontrolled contamination the active ingredient is
chemically transformed to an inactive form and the process wastewater as well as all waste
streams are treated, as necessary.

Special importance is attributed to the simple and rapid cleaning of the specific installation as well as to the decontamination of contaminated
infrastructure parts, such as vacuum pumps and/or exhaust filters.

For this, the cleaning of the installation was described in detail and documented in relation to the manufacturing process. Additionally, scenarios for
the repair of potential wearing parts were compiled in close collaboration with the engineering department.

The effectiveness of the cleaning procedure chosen was verified with placebo batches. Finally, the parameters for release of the whole equipment
after cleaning were defined in cooperation with Quality Assurance.

As part of planning for all eventualities, possible accident scenarios were developed and practiced in collaboration with Siegfried's emergency
services. Thus, for example, the procedure on how to handle an unplanned leak was practiced. In this exercise, special full protective clothing was
worn and the subsequent decontamination was practiced.

A great deal of effort is devoted to ensuring that all employees involved
receive appropriate training. The new technical systems, the newly
established Standard Operating Procedures (SOP) as well as sensitive
reaction steps are drilled using placebo runs in chemical production.
Training of employees is not strictly limited to the chemical production, but
also continues along the material and sample flow. Thus, for example, the
logistic employees are schooled in the proper and safe handling of the
active ingredient.

The manufacture of high potent active ingredients is a complex process
and offers many new challenges. The successful introduction of the first
active ingredient of this substance category into manufacturing impressive-
ly verifies the efficiency of all areas within Siegfried Actives.

Meanwhile, at Siegfried, there are several projects and products where the
Class 3 philosophy is already being used, and it appears that, after last
year's introduction of the first representative of this product class, our
future portfolio will include many such substances. The anticipated
introduction of the next two products is scheduled for the end of the year
2006 and the beginning of the year 2007.
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