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2007 Chemical Development Team Excellence Award Wyeth Research

We are very proud to have received the 2007 ly challenging scale up of a multi step process. The
Chemical Development Team Excellence Award  collaboration between the two companies and
from Wyeth Research. This honour has been  open and professional culture were the basis for
awarded for the cross company team efforts of  this success. Another example of Siegfried’s com-
Wyeth and Siegfried exemplifying outstanding  mitment to its customers.

performance and achieving delivery of an extrem

Editorial

Dear partner,

In March, the Siegfried Group presented its results for 2007. | am glad to announce that our growth con-
tinued on both the Group and Division levels. Personally, last year was primarily a success because of the
long-term partnerships that we launched with numerous innovative pharmaceutical companies.

In addition, we further broadened our portfolio in controlled substances within our Multi Client business
on a global basis.

The basis for this positive development is our focus on performance and compliance. We are well aware
that our customers have entrusted us with part of their own success factors. We also work to constantly
improve our ‘operational excellence’ to help us remain fast, responsive and competitive. Only those that
strive to advance their own skills can be a first class partner — and successful.

To guarantee a state of the art development environment we started the construction of a new R&D cent-
er in Zofingen.

This perspective shows our commitment to further develop our capabilities which we see also as a strong
contributor to the success of our customers.

I'd like to express my thanks to all of our customers for their loyalty and substantial trust in Siegfried.

Sincerely, .~ .
F oty _;'. / ."/
. _,."'*I'J o
Dr. Hubert Stiickler
President Siegfried Actives Division




Thomas Strauss:
Finance, Family & Football

My job as the Director of Finance and IT at Siegfried Pennsville (PV) puts
me in charge of all finance, accounting and IT operations for the site.
When | first joined Siegfried in May 2000, we were in the midst of settling
the FDA warning letter that pointed out shortcomings in the facility. We
were unable to ship any products before we resolved this issue. It was a
pretty rough start, but we got through it and today PV is a successful busi-
ness again. | do my part to make sure it stays that way by setting up and
maintaining the financial systems and controls that ensure that our op-
erations function efficiently. This covers everything to do with numbers
and financial planning: setting budgets, planning the cash flow, preparing
forecasts, reporting financial results and complying with tax regulations.

| also act as financial advisor to the PV General Manager, and I’'m part of
the management team in charge of setting up and fine-tuning the finan-
cial infrastructure we need for the next phase of Pennsville’s growth.

As a member of PV Executive Management, it’s pretty exciting when we
are able to deliver results that hit the objectives we set, which shows that
we can work together well as a team. These objectives include areas | am
directly responsible for — like achieving financial targets (Sales, EBIT, ERR),
but my job also entails providing support in achieving production time-
lines, getting new products validated on time, or closing a big supply con-
tract with a customer.

Outside of work | have my family and my hobbies. I've been married for
27 years to Jeanie, who is an elementary school teacher and, as most peo-
ple in Siegfried know, is fluent in German. We have three children; our
daughter Carley (18), and our two sons, Robby (15) and Garrett (12).

My hobbies revolve around sports. During the winter | play basketball and
in the summer | go out on the golf course with Robby, who is an accom-
plished golfer and on the high school team. He beats me handily at golf,
but | can still take advantage of my height and get revenge in basketball!
Another aspect of sports that | really enjoy is coaching: teaching kids skills
and making them feel they are part of a team.

As a true American, | also love watching sports. Thanks to my brother-in-
law, | actually have a part-time “job”” helping him out with NFL Films (Na-
tional Football League). He gets me the best seats in the house for some
of the biggest football games in the U.S. - right next to the field with him.
If you get a chance to watch the Super Bowl, look for me on the side-
lines!

Tom Strauss was interviewed by Peter A. Gehler



Supply reliability

Ensuring reliability of supply is a key factor to Siegfried’s
success in the market. With natural products this is quite
a challenge as the supply is tightly linked to the natural
growing cycle of the plant. In addition the higher value
semi-synthetic opiates require Thebaine or Oripavine as
starting material. There are only two or three manufactur-
ers in the world able to supply larger quantities of quality
products. Siegfried has entered into a long term supply
agreement with one of the major suppliers of the above
mentioned narcotic raw materials and further has a policy
to qualify at least two suppliers for its important prod-
ucts.

Beyond the supply of raw materials, measures need to be
in place throughout the supply chain to ensure reliable
and uninterrupted supply of quality API at reasonable
prices. The balancing between high product availability
and low working capital requires accurate forecasting.
Siegfried Multiclients asks its customers on a quarterly ba-
sis for an updated non-binding 18 months rolling forecast.
This information is used for forecasting raw material de-
mand, for manufacturing resource planning and for set-
ting safety stock levels. Siegfried uses multi purpose
equipment in both manufacturing sites, providing the
flexibility in adapting to changing demands and manufac-
turing volumes.

Trading and manufacturing of controlled pharmaceutical substances involves regulatory
bodies such as the International Narcotic Control Board (INCB) and on the national level
DEA or Swissmedic strictly monitoring the flow of the material worldwide. Further the
United States Food and Drug Administration (FDA) and Swissmedic monitor that prod-
ucts are manufactured strictly adhering to the cGMP standards. Siegfried has a compli-
ance organization and a well trained work force in place ensuring that it is in compliance
with regulations at all times. For more than 5 years both manufacturing plants in Penns-
ville, New Jersey and Zofingen, Switzerland have passed all inspections by regulatory
authorities with no action indicated and are fully GMP compliant. This track record pro-
vides the market with the confidence that customer drug applications will not be delayed
by issues at the API producer. It is equally important when dealing with the DEA to obtain
necessary manufacturing and import quotas. Siegfried cooperates very closely with its
customers and the DEA ensuring sufficient quota is available to meet demands.

Each product is managed by a product leadership team, which is lead by a Product Man-
ager leading a cross functional team to support and meet market requirements. He de-
velops the product strategy, sets targets and monitors the execution. He is assisted by
the Product Chemist, who is responsible for all technical aspects of the product. After
each manufacturing campaign the product leadership team with members from QA,
Analytics, Regulatory, Purchasing, Planning and other departments assesses improve-
ment opportunities thus securing the continuous improvement of the manufacturing
process.

Siegfried’s global focus on meeting market demands in an ever changing environment
through technology, branding, and commitment to regulatory excellence not only makes
us a major player in the supply of controlled substances, it also ensures the company will
continue to grow and provide the highest quality of API’s and related services globally.

Jurg Ammann Milton Boyer Rich Haldimann
VP Multiclient Director Sales Director R&D
Products USA USA
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It is Siegfried’s intent to become a global supplier of opiate APIs
and other controlled products. In 2007 Siegfried entered into a
joint venture with Gansu Medical Alkaloids, a 100% subsidiary
of Gansu State Farm, the only licensed grower of poppy in Chi-
na. In a first step the joint venture will build a pilot scale manu-
facturing plant for the manufacture of Oxycodone hydrochlo-
ride. The plant will meet Siegfried’s stringent cGMP standards.
The products manufactured in China are aimed for sale in Eu-
rope, Canada and other markets.
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Product platforms

Siegfried continues to invest in building a complete range of opi-
ate products. After launching most of the APIs for the treatment
of moderate to severe pain Siegfried plans to launch Naloxone
and Naltrexone within the next 12 months. Naloxone is used in
connection with emergency detoxification in opioid overdosing.
Naloxone is also used in formulations with controlled substanc-
es such as Tilidine and Buprenorphine to prevent the diversion
of the primary API to illicit use. Naltrexone is used for rapid de-
toxification of opioid dependents and also in the treatment of
alcohol dependence. For the continued development of the opi-
ate products Siegfried has development teams both in Pennsville
and Zofingen focusing on developing new products as well im-
proving existing products.

Next to the opiate platform Siegfried will continue investing and
expanding the portfolio of products to include products made
from natural extracts. Nicotine is a product that falls into this
category where Siegfried together with its partner Contraf-
Nicotex-Tobacco GmbH from Heilbronn, Germany have devel-
oped a leading position in the supply of pharmaceutical grade
Nicotine. This product is used for nicotine replacement therapy
another area of dependence treatment and therefore fits well
into Siegfried Multiclients strategy.

Opiate Chemistry

Common to the molecular structure of all the opiate products is
a complex fused ring system, which makes them very expensive
to synthesize. Fortunately, the opiate poppy plant, Papaver Som-
niferum, does most of the complex chemistry and it is signifi-
cantly cheaper to start from the purified plant extracts, than to
produce opiates fully synthetically (see the figure below). Up to
recently only Morphine was available in large quantities and suf-
ficient quality making it the starting point of choice for the com-
mercial synthesis of most of the opiate products. Recent breed-
ing efforts however have increased the yield of Thebaine and
Oripavine to an extent that these have become competitive
commercial alternatives to Morphine.
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Figure showing some of the opiate products derived from the
commercially available plant extracts Morphine, Oripavine and
Thabaine.

Siegfried has developed the opiate platform to take advantage
of these recent developments by choosing the best starting ma-
terial and expanding on the Penick technology to ensure the
highest quality product. Siegfried took advantage of its process
development expertise developed over many years as premier
contract developer and manufacturer to speed the development
of robust processes necessary for the reliable commercial supply.
This allowed Siegfried to scale up and register 8 opiates over the
past years and has another 6 products which will be filed in the
next 12 months. Building on Penick’s technology, Siegfried is
expanding its expertise in the opiate chemistry to further in-
crease the speed and quality of future product developments
and to meet the increasingly challenging regulatory require-
ments.









