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Striving towards better health for patients worldwide
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Takeda has strived to improve people's health since 1781,
more than 220 years ago, when our founder opened a
business selling Japanese and Chinese medicines at
Doshomachi, Osaka.

Under the management mission “ We strive towards better
health for patients worldwide through leading innovation in
medicine”, Takeda is engaging in business activities from
R&D to sales, with integrity and perseverance.

For that purpose, Takeda is improving its efficiency in
business activities and is making every effort to deliver R
superior new drugs as quickly as possible, to people IEtEElﬁuuiP&%

throughout the world. gl ¥ . RIATE(17815%)6812H
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General Information on Takeda

Founded: June 12, 1781

Lines of Business: Research & Development,
Manufacture and Sale of
Pharmaceuticals.

Capital: about 63.5 billion yen

Number of Employees: about 6,470(As of March 31, 2011)
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The Osaka Plant——a pioneer in the manufacturing of pharmaceutical products
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Welcome to the Osaka Plant
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Takeda’s business of manufacturing pharmaceutical
products started here at Osaka Plant in 1915.

The Osaka Plant was established because the importing
of Western medicine became difficult due to the
outbreak of World War | in 1914. Therefore, Chobei
Takeda V built this plant in Juso, Osaka.

The Osaka plant started with manufacturing ASPIRIN in
an area of 14,000 square meters but now has 160,000
square meters, manufacturing solid and injectable
preparation, as well as drugs for clinical trials.

The Osaka Plant, in addition to production facilities,
consists of the CMC Center, Environment & Safety
Department, Consumer Healthcare Company and other
departments / affiliates.
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The History of the Osaka Plant

1915
1920
1925
1928
1936
1950
1954
1961
1966
1968
1979
1983
1987

1988
1989
1990
1992
1994

1995
1997
1999
2000

2002
2005
2006
2008
2009
2010

2011

Takeda Seiyakusho was established
Injection production started
LODINON production started
Production of sugar-coated tablets started
METABOLIN production started
PANVITAN production started
ALINAMIN production started
HICEE production started
VITANEURIN production started
DASEN production started

BENZA ACE production started
CALAN production started

C-70 Plant was completed

SOLFA production started

OSTEN production started

ADECUT production started
CALSLOT production started
TAKEPRON production started

C-71 Plant was completed
LEUPLIN, BASEN production started
BRONICA production started
BLOPRESS production started
ACTOS production started
TAKEPRON OD production started
LANSOPRAZOLE ECM production started
BENET production started
ACTOPLUS MET production started
DUET ACT production started
DEXILANT production started
ECARD production started

NESINA production started

UNISIA production started
ROZEREM production started
METACT production started
SONIAS production started

LIOVEL production started

Guide of the Osaka Plant

4



HICHDIN\A A7 — KIRIE

The Osaka Plant——a pioneer in the manufacturing of pharmaceutical products
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C-70 Plant
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Directions for manufacturing, operation of
machines, and checking of actual performances
are all controlled by computers within this plant.
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C-70Li%#% Facility controlled by computers
5. C-70Plant
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Intermediate products and packaging materials
within the plant are transported by automatic

C-70 Plant is the main facility for manufacturing solid E

pharmaceuticals in the Osaka Plant. All processes from the C—7OI%*§HE

supply of materials to their preparation, packaging, and BHI62E6HiE T

shipment are automatically operated & controlled by computers. SEF T~/ —R5REE 100mMX40m
This plant produces not only film-coated tablets, but also 1~ : U] - S - TS
capsules and granules. A - BUE| TS

Outline of C-70 Plant

Completed in June, 1987
A ferroconcrrete 5-story building (100mx40m)
1st and 2nd floors: production and packaging

BRATERT DEAMRE

3rd and 4th floors: preparation Automatic guided vehicles
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The Osaka Plant——a pioneer in the manufacturing of pharmaceutical products
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Production processes in the C-70 Plant
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Production of tablets

Preparation starts with the weighing
of materials and ends with the
production of high quality tablets
through the steps illustrated in the
diagram on the right. Granules are
produced by a similar process.

Guide of the Osaka Plant
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Weighing of materials

Granulating
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Tabletting

Film coating solution

TAIVLR

T4 LT—FTaVT
Film coating

RE - ENRI
Inspecting & Printing

BEIFTER
Weighing machine controlled by a computer
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@ Weighing of materials

This process starts with the
confirmation of the identity of
materials. A sensor reads the
barcodes on the material containers,
and the computer confirms that the
materials are correct, and then the
required amount is weighed
automatically.

|
gL A=
Granulating and mixing machine
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® Granulating & Mixing
Materials are first granulated by a
granulator to make tabletting easy.
Subsequently, the granulated
materials are mixed to homogeneity by
a mixer.

Tabletting machine

O =R
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© Tabletting
About 6,000 tablets are made per
minute by a high speed operation.

T4IWALD—FT1V T
Film coating machine
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O Film coating

Tablets are covered with a thin layer of
film to avoid degrading in quality,

to make them work more effectively

in the human body, as well as making
them easier to take for the patients.

IR - EIRIH
Inspecting and printing machine
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@ Inspecting and Printing

Each tablet is thoroughly checked so
that imperfect, discolored, or broken
ones can be removed.

Subsequently, the product's code
number and Takeda's brand symbol ®
are printed on each tablet, making
them easily recognizable.

Guide of the Osaka Plant
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The Osaka Plant——a pioneer in the manufacturing of pharmaceutical products

C-70ISERICHIFDRIST]

Production processes in the C-70 Plant
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Packaging
Tablets and granules are packed in
a Blister Pack or other packaging.
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PTP & =R
Blister Pack
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Binding Packing into bags Packing into cartons etc.

P& —X5&
Packing into corrugated cartons

PTP#
Blister packing machine

Guide of the Osaka Plant
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© Blister Pack

Each tablet is sealed in plastic film and
aluminium foil to protect it from moisture
and shock.

REEDH

Packing machine (for bags)
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® Binding, packing and sealing
into bags and cartons, and
printing
Large Blister Pack sheets are cut into
smaller sheets. A fixed number of
sheets are packed into bags, and then
into cartons with the instructions.
Finally, a lot number and the expiration
date are printed on the cartons.

Packing machine (for cartons)

© Pr—2RiEd
HMEFPT—X(CFED  EARXETEER
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© Packing into corrugated cartons
The cartons are packed into corrugated
cartons, and then transported to the
warehouse by automatic guided
vehicles.
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Packing into corrugated cartons
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Storage and shipment (warehouse building)

A REE
Automatic guided vehicles
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O Temporary storage

Products manufactured on each
production line and packed into
corrugated cartons are transported to
the warehouse by automatic guided
vehicles for temporary storage.

Shipped out from the warehouse

0 HifF
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@ Shipment

High quality pharmaceutical products
manufactured under a clean
environment through numbers of
steps, are sent out from this Osaka
Plant, to contribute to people's better
health.

Guide of the Osaka Plant
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The Osaka Plant——a pioneer in the manufacturing of pharmaceutical products

B AR ISR IERA] C-71TiHIR HRNLIITORRELEE C-82/88FER
C-71 Plant for LEUPLIN, an epoch-making sustained-release drug C-82 Plant for clinical trial products
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The C-82 plant produces high quality products for clinical trials conducted
in Japan, Europe and the United States. Plain tablets and film-coated
tablets are manufactured, packaged and labeled here.

The C-71 plant produces a powdered injectable formulation
of Leuplin, a sustained release drug for prostate cancer,
under rigorously controlled aseptic and dust-free conditions.
Once injected, the formulation constantly releases the
active ingredient over an extended period of time.

For the final package of Leuplin, we use the unique
"dual-chamber-prefilled syringe" in which Leuplin powder
and a solution for reconstitution are placed in separate
chambers.

71T C-82BBER
C-71 Plant C-82 Plant for clinical trials

B DZRHEPD
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Leuplin microcapsule releasing
the active ingredients

NG - BEHE
Packing machine

™

ESENDBERITE TENGHIEE
Leuplin powder and solution being filled into the syringe Granulating machine
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Strict quality control
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BE)aHaERRE CDH R
Automatic dissolution test

Good quality must always be assured for any
pharmaceutical product.

Production and quality control are extremely
stringent. All pharmaceutical products must meet
the GMP standards (Good Manufacturing Practice ;
a set of criteria for quality assurance) established
by the Ministry of Health, Welfare, and Labor, as
well as GMP standards of each country that it is
marketed.

Quality control starts at procurement of raw material
and packaging materials. These materials must
also pass Takeda's specification tests.

In-process quality control is carried out in all
production processes. Finished products can only
be shipped after the products have passed
appearance tests, physical and chemical tests, and
microbiological tests.

A part of every batch of commercial products is
preserved, and a quality test is carried out
periodically.

Various checks are made repeatedly to ensure that
the pharmaceutical products can be used safely.
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INEHER
Small group activities

BAEIOYNISTTOZEDAIE

Liquid chromatography measurement
of ingredients

Small group activities

Employees are encouraged to participate in a
suggestion system and small group activities to
improve operations for the production of high
quality pharmaceuticals.

Suggestion system

Guide of the Osaka Plant
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Promoting greening activities

BEKARFNNIEE
Tank for neutralizing waste water
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The plant surrounded
by nature
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The Osaka Plant, although located in an industrial
zone, is making every effort to create a clean local
environment.

For example, measures such as treating industrial
waste water with the latest facilities, reducing
nitrogen oxides by improving combustion of
boilers, prevention of water and air pollution are
taken to work towards making a green plant.
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Environmental Management System
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Zero-emission campaign to raise awareness of recycling of waste
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Environmental management system

In the Osaka Plant, in-house environmental standards have
been established, maintained and followed through regular
environmental measurement. They are more stringent
than those prescribed in the state and local government
laws such as chemical control laws, Air Pollution Control
Law, Sewerage Water Law, Noise Control Law, Vibration
Regulation Law and Offensive Odor Control Law.
Furthermore, the Osaka Plant obtained certification of
ISO14001, a globally accredited authentication for
environmental management system in August 2000, and
has been putting effort into the reduction of environmental
load through continuous improvement by The
Plan-Do-Check-Action cycle.

Our activity for waste reduction
(Zero-emission®)

Concerning waste disposal, we always pay attention to
compliance with environmental laws typified by Waste
Disposal and Public Cleansing Law. We also practice
proper waste disposal thoroughly, and keep watch on the
entire waste disposal flow to prevent unauthorized
dumping. We also work on zero-emission activities to
achieve one of our environmental targets: making our
recycling rate 99%.

* Definition of our zero-emission activity at Takeda:

To make the landfill disposal as close to zero as possible by
reducing generation of industrial/non-industrial waste and
accelerating recycle of waste.

Environmental monitoring
by community monitors

Takeda conducts research for noise and odor from our
plant by environmental monitors consisting of community
residents. We listen carefully to the environmental
monitors and other community residents, and react to their
request in a conscientious and elaborate manner.

Guide of the Osaka Plant
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As a member of local community / Main pharmaceutical products manufactured at the Osaka Plant

T FEICHIENSERINDEETHDIEVEEZTVET, Takeda thinks that it should be a credible and trustworthy
RRTIH T, gt 2 DORIBREM[ EFEEHEL T RBRMDKRA company for the local community.
EBCRHIERFIDOBEICO>ED, THBEIDBERZTOCVET, Cleanup activities around Osaka Plant are planned twice

a year for local environmental conservation according to
the drift of Littering Prevention Ordinance of Osaka City.

fEf EEhEEL

Health & Welfare Facilities
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Main pharmaceutical products manufactured at the Osaka Plant
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In alphabetical order :

Cardiovascular :
ADECUT, BLOPRESS, CALSLOT, UNISIA

Central Nervous System : EURODIN, Rozerem
Diabetes : ACTOS, BASEN, METACT, NESINA
Gastrointestinal : PREVACID

Osteoporosis : BENET, OSTEN

Urology and Gynecology : LUPRON DEPOT

RRABRBMEER : N1 R

Bl BREE AR (U2 —TUY

ARES OC€V LA

BRMEERESR  JOTJVA IH—R . 1=ZV7
NEUEFRRRBEA] | 7O RV —F A5 Tk
BHREBELSEAE  Xxvb
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T532-8686

tel 06-6300-6111

Takeda Pharmaceutical Company Limited
Osaka Plant

17-85 Jusohonmachi 2-chome, Yodogawa-ku,
Osaka 532-8686, Japan

tel: 81-6-6300-6111
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