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Results

In 2005 the Pharmaceuticals Division recorded its
best result ever, exceeding the high, above-market
growth of the previous year. Sales for the full
year rose 25% in local currencies (269 in Swiss
francs and 25% in US dollars) to 27.3 billion Swiss
francs, four times as fast as the global market. The
gains also more than offset the decline of the
Group’s former top-selling medicine Rocephin
following the expiry of its US patent in July. As in
2004, growth was driven primarily by strong
demand for the division’s flagship oncology port-
folio, now boosted by the innovative cancer treat-
ments Avastin and Tarceva, and by strong sales of
CellCept (transplantation) and Pegasys (hepatitis B
and C). The anti-influenza drug Tamiflu, which
many governments are stockpiling as part of pan-
demic readiness programmes, also contributed to
growth. The division’s oncology, transplantation
and virology franchises significantly outpaced their
respective markets,

Operating profit before exceptional items increased
again, by 37% to 7.5 billion Swiss francs. The oper-
ating profit margin before exceptional items gained
2.4 percentage points, rising from 25.0% in 2004
to 27.4% in 2005. This improvement was achjeved
despite higher investments in R&D, continued
product launch activities and, by comparison with
2004, much lower gains from product divestments.
EBITDA totalled 9 billion Swiss francs or 33.0% of
sales, compared with 32.0% the previous year.

harmaceuticals

Sales by region

Latin America S [+2004)
Japan 14% (+170g)
Others 9% f+17150)

Eurepe 32% (+23%)
North America 408 {+321)

Hakic = growah rates.

Therapeutic areas
Oncology

Cancer is one of the main causes of death in indus-
trialised countries, and the Roche Group is at the
forefront of the search for better solutions for
patients and physicians in this important area of
unmet medical need. Roche is pioneering a number
of advances in cancer treatment, including targeted
therapy. MabThera/Rituxan, Herceptin, Avastin,
Tarceva and Xeloda are all examples of the Roche
Group’s innovative cancer treatments.

Two thousand and five was an outstanding year
for the Roche Group’s oncology portfoliol. Sales of
oncology products grew 42%* and now account

1} Oncolagy portfolio: MabThera/Riwxan, Herceplin, Avasiin,
Xelode, Tarceva, Bendronat, Kytril, Furtulon, Neupogen,
NeacRecsormon (3854), Referon-A (70%), Newstrogin, Picibanil,
Vesanoid,

2} Unlsss otherwise stated, all growth rates are in focal
clrrencies.

Bustness Reporl 2905
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Sales by therapeutic area

Transplantation 8%

Germatology 16

Metabolic disorders 78

Central nervous system 5%

Infectious diseases 48

Carcliovascular
diseases 8%

Inflammatory diseases/
hone ciseases 2%

Virology 15%
Others 6%
Anemia 6%

Oncology 40%

for 40% of divisional sales, All major brands con-
tributed to this result, which has substantially
reinforced the Group’s position as the world’s lead-
ing provider of cancer medications.

Non-Hodgkin’s lymphoma (NHL), a group of
malignancies of the lymphatic system, affects
approximately 1.5 million people worldwide and
claims an estimated 300,000 lives each year. Sales of
MabThera/Rituxan (rituximab), for the treatment
of indolent and aggressive forms of NHL, were
strong throughout the year, driven by a steady rise
in prescriptions for both forms of NHL in Europe.
In August Genentech and Biogen Idec filed a sup-
plemental application with the US Food and Drug
Administration (FDA) for approval of the product
for use in untreated patients with intermediate
grade or aggressive NHL. A pivotal international
phase III clinical trial has shown that two years
of maintenance therapy with MabThera/Rituxan
dramatically improves the chances of survival of
patients suffering from indolent non-Hodgkin’s
lymphoma, regardless of their initial therapy.
Based on these results, Roche filed an application
with EU regulators in December to expand the
product’s indications to include maintenance treat-
ment in patients with indolent NHIL. (See Major
development activities, pp. 26-29, for information
about ongoing clinical development programmes
with MabThera/Rituxan and other products.)
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Breast cancer is the most commeon cancer among
women worldwide, with over ! million women
newly diagnosed and almest 400,000 dying from
the disease each year. There are different types of
breast cancer, and knowledge of tumour charac-
teristics is essential for determining appropriate
treatment. Herceptin (trastuzumab) is designed
specifically for a particularly aggressive type of
tumour (HER2-positive) that accounts for approx-
imately 20-30% of all breast cancers. Sales of
Herceptin, the only targeted treatment approved
for HER2-positive breast cancer, showed impressive
gains in all key markets in 2005. Strong growth
in the US and Europe was driven by extensions
in treatment duration and increased first-line
penetration. Herceptin is also supported by 2
considerable, and growing, body of clinical data
showing that the product offers significant survival
benefits in the advanced and early disease settings.
As a result of very strong data reported in 2005,
Herceptin is already being used and reimbursed in
some countries in the adjuvant (early disease)
setting in advance of approval. {See also Major
development activities, Oncology, p. 27, Setting new
standards in cancer treatment, p. 30, and patient
story, p. 71.)

Skeletal complications, including hypercalcemia,
bone lesions and fractures, are often associated
with cancer. Following the rollout of Bondronat
(ibandronic acid) in major Furopean markets for
the prevention of skeletal events in patients with
breast cancer and bone metastases, sales increased
strongly, by 108% to 79 million Swiss francs.

Colorectal cancer - cancer of the large intestine
or rectum — accounts for over 1 million new cases
{around 10% of all newly diagnosed cancers)
worldwide each year. It is the second most common
cause of cancer deaths in Europe. The main treat-
ment is surgery, which may also be combined with
radiotherapy and chemotherapy.

Avastin (bevacizumab), the first anti-angiogenic
drug for the treatment of cancer, generated an
impressive 1.7 billion Swiss francs in sales in its first
full year on the market. Already approved in the US
for the treatment of advanced colorectal cancer,
Avastin received EU approval for the same indica-
tion in January 2005 and has now been launched in
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key European markets. Sales in the US continue to
show rapid growth, while uptake in Europe has also
been very strong, (See patient story, p. 85.)

Sales of Xeloda (capecitabine) continued their
strong upward trend in 2005, with impressive gains
in all major markets. Growth has been fuelled by
recent US and EU approvals for the use of the prod-
uct for adjuvant treatment (after surgery) of colon
cancet.

With an estimated 1.2 million new cases annually,
fung cancer is the most common cancer worldwide.
[t is the leading cause of cancer deaths in the world

Filed 04/25/2006
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and in Europe. Pancreatic cancer, one of the most
aggressive malignancies, kills a higher proportion
of patients in the first year atter diagnosis than any
other cancer. It is often resistant to chemotherapy
and radiotherapy and tends to spread quickly to
other parts of the body. Pancreatic cancer is the
fifth leading cause of cancer deaths in the devel-
oped world and the tenth most frequent cancer in
Europe, where it kills some 78,000 people per year.

In its first full year on the market, Tarceva
(erlotinib}, a novel targeted cancer drug with
proven survival benefit in advanced non-small cell
lung cancer and pancreatic cancer, generated robust

Page 5 of 16
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sales. Market response to the product has been very
positive. Following US approval late in 2004 for
second- or third-line treatment of non-small cell
lung cancer, the product received EU approval for
the same indication in September 2005. It has
already been launched in several European coun-
tries, with rollouts in further markets scheduled
throughout 2006. In November the FDA approved
Tarceva for the treatment of advanced pancreatic
cancer; # filing for this indication was submitted to
EU regulators in October.

Anemia

Anemia occurs when the number of red blood cells
falls below normal, starving organs and tissues of
oxygen. It is seen in over 80% of patients with
impaired renal function due to chronic kidney
disease and in up to 60% of patients with cancer.
The potential long-term effects of anemia include
cardiovascular disease in renal patients and re-
duced survival in patients with cancer. Anemia can
be fatal if left untreated.

Sales of Roche’s NeoRecormon and Chugai’s
Epogin (epoetin beta), for the treatment of anemia,
showed healthy growth in 2005. NeoRecormon
retained its leadership position in its markets
despite sustained pricing pressure, with both indi-
cations (cancer-related anemia and renal anemia)
contributing to an 11% increase in sales. In the
oncology setting NeoRecormon continued its
strong market penetration, posting growth of 21%,
well ahead of the market (9%), thanks primazily
to continued adoption of the convenient once-
weekly prefitled syringe formulation. NeoRecormon
is now indicated for the treatment of anemia in
patients with all solid and lymphoid cancers receiv-
ing any form of chemotherapy.

Transplantation

Some 70,000 people worldwide receive life-saving
organ transplants each year. Thanks to advances
in surgical procedures and immunosuppressive
therapy to prevent organ rejection, transplant
recipients can now survive for many years with
their new organs. This means increased demand for
effective, low-toxicity immunosuppressant drugs
like CellCept {mycophenolate mofetil), which has

22 Business Heport 2005
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proven long-term organ and patient survival
benefits. Zenapax (daclizumab), which prevents
the acule rejection of newly transplanted organs,
and Valcyte (valganciclovit), for the prevention
of cytomegalovirus (CMV), a dangerous infection
associated with transplantation, complete the
Roche transplantation portfolio. Roche supports
basic transplantation research through its funding
of the independent Roche Organ Transplantation
Research Foundation.

The Roche Group maintained its global leadership
in the transplantation market in 2005. The Group’s
transplantation portfolio generated total sales of
2.2 billion Swiss francs, a rise of 19% over the
previous year. The immunosuppressant CellCept
posted solid double-digit gains globally and in its
key regions, maintaining its leadership of the
mycophenolic acid market {with a market share of
over 93%) despite the entry of a new competitor.

Valcyte, the market leader for prevention of CMV
disease, showed consistent growth throughout
the year. A solid double-digit gain was recorded
for combined sales of Valcyte and Cymevene
{ganciclovir).

Yirology

The liver is one of the body’s most important
organs, performing over 500 vital functions. The
hepatitis B and C viruses (HBV, HCV) both cause
acute and chronic liver disease, potentially leading
to liver failure, cirrhosis and cancer. Worldwide,
350 million people are thought to be chronically
infected with HBV, a highly infectious pathogen
that is responsible for an estimated | million deaths
annually. More than 170 million people around the
wortld are infected with HCV, and 3 to 4 million new
cases occur each year. Hepatitis Cis the main reason
for liver transplantation.

Combined sales of Pegasys (peginterferon alfa-2a)
and Copegus (ribavirin) showed strong growth in
2005. In particular, higher sales volumes in Europe
were driven by market share increases and market
expansion as a result of new indications. Significant
approvals towards the end of 2004 and early in
2005 have given the Pegasys plus Copegus combi-
nation the broadest range of hepatitis C indications
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of any product or combination, including use in
patients co-infected with HIV and in those with
normal liver enzyme levels. An application for
approval of combined Pegasys and Copegus in hep-
atitis C by Chugai has been designated for priority
review by the Japanese authorities. Pegasys is also
approved for the treatment of hepatitis B in over
50 countries worldwide.

Woildwide sales of Tamiffu (oseltamivic) rose to
1.6 billion Swiss francs, driven by a severe influenza
season in Japan early in the year and increased
orders for pandemic readiness supplies. Qver
60 countries have now placed orders for pandemic
stocks of Tamiflu, with some purchasing enough
to cover 25-40% of their populations. Roche has
agreed to donate over five million packs of Tamiflu
to the World Health Organization (WHO): two
million packs to be kept in regional stockpiles for
use in the event of outbreaks of avian influenza
and another three million packs in central storage,
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reserved for use as a rapid response stockpile to
contain an influenza pandemic outbreak. Roche
continues to substantially expand its Tamiflu pro-
duction capacity and will be able to produce over
300 million treatments annually by 2007, using a
collaborative network of its own facilities and those
of a significant number of independent companies.
In October Roche announced its willingness to
enter discussions with governments and other
manufacturers on the production of Tamiflu for
emergency pandemic use. Roche has since signed
sublicensing agreements with Shanghai Pharma-
ceuticals for China and Hetero Drugs in India and
is in discussion with twelve additional partners to
enhance the Tamiflu production network. At the
end of the year the FDA approved and the EMEA
and the Swiss authorities recommended approval
of the product for prevention of influenza in chil-
dren aged 1-12 years. (See Meeting world demand
for Tamiflu, above, and Access to medicines, p. 31.)

Page 7 of 16
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Major preduct approvals and launches in 2005
Product Generic name Indication Country
Avastin bevacizumah first-line treatment in combiration with chemotherapy EU
e ofmetasiatic colorectalcancer
Bonviua?Boniva ibandronic acid osteoporosis, oral once-monthly fortmulation EU, USA,
] ] Switzerland
R e osteoporosis, intravenous formulation  USA
Invirase sagquinavir HIV disease, 500 mg formulation . EU,
Switzerland
Pegasys peginterferon alfa-2a chronic hepatitis B EU, USA
HCV-HIV co-infection EU, USA,
Tarceva ef!utinih second- ot third-line treatment of advanced EU,
non-small celf lung cancer Switzerland
advaneced pancreatic cancer, in combination USA
L withgemeitabine e —
Xeloda capecitabine adjuvant colon cancer monotherapy EU, USA
Switzerland

1} includes supplemental indications; updated to § January 2005,

HIV is a worldwide pandemic, and the number of
people living with HIV continues to rise. The World
Health Organization estimates that 40.3 million
people, including more than 2.3 million children,
were living with HIV/AIDS at the end of 2005. For
almost 20 years Roche’s innovative drugs and diag-
nostic tests have placed it at the forefront of efforts
to combat HIV infection and AIDS, and we will
continue working to improve the standard of HIV
care worldwide. For information on Roche’s
HIV/AIDS initiatives, see Access to medicines (p. 30),
Ensuring access to healthcare worldwide (p. 79), and
visit www.roche.com.

Sales of Fuzeon (enfuvirtide)} increased 53% to
259 million Swiss francs in 2005, helped by data
from major studies showing the added value of
Fuzeon when prescribed together with the latest
anti-HIV agents. Recent updates to key treatment
guidelines also support Fuzeon use in treatment-
experienced patients and are expected to drive
further uptake of the drug,

24 Busingss Hepory 2008

Pritnary care

Osteoporosis causes a gradual loss of bone density,

making bones brittle and ‘prone to break. Tt affects™ ™

millions of people worldwide, especially women
after the menopause.

Bonviva/Boniva (ibandronic acid), the first and
only once-monthly eral bisphosphonate approved
for the treatment of postmenopausal osteoporosis,
was launched by Roche and its copromotion part-
ner GlaxoSmithKline in the US in April and in
Europe in September. Sales totalled 86 million
Swiss francs and are expected to gain further
momentum as physicians and patients recognise
and prefer the simplicity and convenience of a
once-monthly tablet. In January 2006 Boniva Injec-
tion became the first intravenous medication to be
approved in the US for the treatment of post-
menopausal osteoporosis, providing the proven
bone-strengthéning benefits of bisphosphonate
therapy to more women. Given once every three
menths, Boniva Injection is designed to meet the
needs of patients who are unable to take or tolerate
oral bisphosphonates. The EU authorities are cur-
rently reviewing a marketing application for the
same innovative formulation of Bonviva. (See
patient story, p. 43.)
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Tap-seiling pharmaceutical preducts — Roche Group

Sales % change in
Product Geneename  ...Jndication e S millions of CHE local eurrencies
MabThera/Rituxan rituximab . .non-Hodgkin'slymphoma 44 22
NeoRecormon, Epogin  epoetin beta anemia 2,252 8
Herceptin trastuzumab metastatic breast cancer 2,146 A8
CeliCept ... Mycophenclate mofetil _transplantation . 1708 20
Avastin  bevacizumab metastatic colorectal cancer rees 141
Tamiflu . oselfamivir ) treatment and prevention of influenza Aand B 1,558 370
Pegasys peginterferon alfa-2a  hepatitis B and C 1,403 17
Rocophin  coftiaxone  bacterial infactions 82T -
Xeloda capecitabine colorectal orbreastcances 796 47
Xenical orlistat wqigh‘_tIoss.weightcnntrol . 635 4]
Kytril granisetron nausea and vomiting induced by chemotherapy 500 9
e OUTadiation thetapy or following surgery
Nutrapin, Protropin _somatropin, somatrem _ growth hormone deficiency &6 6
Xolair omalzumab asthma o 408 74
Copegus ribavirin hepatitis C 407 ]
Cymevene, Valcyte ganciclovir, valganciclovir cytomegatovirus infection 394
Pumozyme  dornasealfa/DNase  oysticfiorosis o 38 1
Tarceva ... eretinib non-small cell lung cancer, pancrealic cancer 387 2,22
Neutrogin lencgrastim neutropenia assaciated with chemotherapy 364 . B 15
Dilatrend carvedilof chronic heart failure, hypertension, 326 -11

coranary artery disease o

Activase, TNKase

alteplase, tenecteplase  myocardial infarction 3 1

Global sales of Xenical (orlistat) were up 5% in a
flat market. In 2005 the product’s EU labeling was
expanded to include data on the use of the product
in obese adolescents. Xenical is thus the first and
only weight-loss medication in the United States
and Euarope with such information in the label.
In February the existing agreement with Glaxo-
SmithKline was expanded to include promotion of
prescription Xenical in the US by one of GSK’s sales
forees. [n January 2006 an FDA advisory committee
recommended approval of an application filed by
GSK last June to market low-dose orlistat as an
over-the-counter medicine for weight loss.

Other major products

As expected, sales of Rocephin (ceftriaxone)
declined markedly following the expiry of the prod-
uct’s US patent in July and the emergence of generic
competitors in the second half of the year.

Research and development

Roche is committed to discovering and develop-
ing clinically differentiated medicines in key thera-
peutic areas, including oncelogy, inflammatory,
autoimmune and bone diseases, virology and trans-
plantation, The broad interdisciplinary approach
made possible by the combined expertise of the
Group’s Pharmaceuticals and Diagnostics Divisions
is helping to expand our understanding of diseases
and biological processes and translate scientific
advances into innovative medicines. Innovation in
science and technology is the core of the Roche
Group's focused R&D strategy,

The success of this strategy is reflected in the rich-
ness of the Group’s pharmaceuticals pipeline. Its
strength is expressed not only in the number of new
molecular entities (NMEs) in the R&D portfolio.
The success rate of the Group’s late-stage clinical

Business Report 2005
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111 research projects in major therapeutic areas
(31 December 2005)

Oncology 30

Neuralogical and
paychiatric diseases 21

Virulogy 8
Respiratory diseases 8

Genitourinary <iseases 4

Inflammatory, autoimmune
and bone diseases 14

Cardinvascular and
metabolic diseases 30

trials — in 2005 fifteen out of fifteen phase I1I trials
met their clinical endpoints — also makes Roche an
industry leader. This is due in part to selection deci-
sions based on aggressive screening and thorough
profiling of compounds at the discovery, preclinical
and early clinical stages.

Another cornerstone of our R&D strategy empha-
sises the value of leveraging key product assets
by expanding their use into new indications.
MabThera/Rituxan is a case in point: already estab-
lished as a cancer medicine, it has now been tested
in another important area of unmet medical need,
rheumatoid arthritis (see Rheuwmatoid arthritis and
autoinumune diseases, p. 29).

Roche is continuing to implement initiatives that
aim to achieve better patient selection in clinical
development programmes by developing predic-
tive biomarkers. This is a key area of collabora-
tion between the Pharmaceuticals and Diagnostics
Divisions. Tests that enable predictions of how dil-
ferent patients might respond to particular drugs
will allow identification of the most effective drug
combinations for patient subpopulations while also
limiting undesirable effects.

The acquisition of GlycArt Biotechnology, com-
pleted in July 2003, represents a significant addition

26 Business Beport 2005
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of expertise in therapeutic antibody research and
adds new, cutting-edge technologies and products
to the Roche R&D organisation and pipeline.
GlycArt’s unique protein technology complements
efforts to develop biological compounds that offer
patients superior efficacy and safety.

R&D pipeline

At the end of 2005 the Pharmaceuticals Division’s
R&D pipeline comprised 108 projects, including
59 new molecular entities (NMEs) and 49 addi-
tional indications. Fourteen NMEs are currently
in phase 0, 21 in phase I, 19 in phase II and five
in phase 11 or filed for regulatory review. In 2005
13 projects entered phase [ development, 12 entered
phase Il and I3 entered phase 11, Seven projects
moved out of the R&D portfolio following regula-
tory approvals.

Roche Pharmaceuticals currently has 111 projects
in preclinical research across seven therapeutic
areas and 78 development projects in nine thera-
peutic areas.

In 2005 four Roche-managed R&D projects were
discontinued in phase 0 (one of which reverted
to the R&D partner); eight were discontinued in
phase 1 (with two reverting to R&D partners and
two outlicensed); three were discontinued in
phase II (of which one reverted to the partner).
There were no discontinuations in phase 1IL

Partnering for success

By pursuing innovative strategic alliances to com-
plement the Group’s strong internal research, the
Rache Pharma Partnering unit continued helping
to build a dynamic and robust pharmaceaticals
portfolio {see Partnering for innovation, p. 28).
In 2005 Roche Pharmaceuticals signed 31 new
licensing agreements, including six product-related
and 17 research and technology partnerships, and
extended relationships with long-term partners
such as GlaxoSmithKline, Protein Design Labs and
Evotec.
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Major development activities

Oneology

Major clinical development programmes are
exploring the benefits of MabThera/Rituxan, Her-
ceptin, Avastin, Tarceva and Xeloda in additional
important indications.

Recent phase III data have shown that Avastin has
significant survival benefit in metastatic non-small
cell lung cancer and metastatic breast cancer,
increasing the drug’s potential to become a main-
stay of cancer treatment {see Setting new standards
in cancer treatment, p. 30). Regulatory filings for
these new indications are planned for 2006. In addi-
tion, Avastin is being studied in phase I1I trials in

Filed 04/25/2006

ing breakthrough 'medicin

the treatment of adjuvant colon cancer, advanced
renal cell carcinoma, and pancreatic, prostate and
ovarian cancer. It is also being tested in combina-
tion with Tarceva in non-small cell lung cancer

(NSCLQ).

Roche is evaluating MabThera/Rituxan in chronic
lymphocytic leukernia (CLL) in two phase IiI pro-
grammes exploring its use as first-line treatment
and in the therapy of relapsing CLL.

Phase [T and IV trials with Herceptin are ongoing
in the metastatic and adjuvant settings in breast
cancer. Herceptin is also being evaluated in the
treatment of gastric cancer. Data from four large
clinical trials in patients with early-stage breast

Page 11 of 16
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: Partnering for innovation -~

. Parnering is a key element in Roche’s strateg
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to'a broad range of external innavation and expertise

cancer (adjuvant setting) have shown that adding
Herceptin to chemotherapy significantly reduces
the risk of cancer recurrence in this population.
US and EU filings for this indication are planned
for the first quarter of 2006.

Tarceva, a human epidermal growth factor receptor
{HERI/EGFR) inhibitor, is designed to interfere
with a molecular signal that plays a significant role
in tumour cell growth in numerous types of cancer.
[t is currently being tested in the frst-line and adju-
vant NSCLC settings and in combination with
Avastin in second-line NSCLC. Tarceva is also being
evaluated in the treatment of glioblastoma multi-
forme, one of the most aggressive types of primary
brain tumour.

28 Business Report 2008

Extensive late-stage programmes studying Xeloda
in adjuvant breast cancer, in combination with
chemotherapy in the adjuvant colon cancer setting,
and in first- and second-line therapy of metastatic
colorectal cancer are continuing. Recent interim
analysis of a arge collaborative group study of the
drugas first-line treatment for advanced pancreatic
cancer showed that adding Xeloda to standard
chemotherapy (gemcitabine) significantly extends
patient survival and improves quality of life.

A head-to-head phase III study comparing Bon-
dronat and zoledronic acid in the treatment of
metastatic bone pain has commenced, with results
expected in 2007, Filings for this indication are
planned in the US and Europe.
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Hematology and nephrology {(anemia)

Clinicat development of CERA, the first continuous
erythropoietin receptor activator for the treatment
of anemia, is progressing on track. The phase I1I
renal programme for this product includes six trials
involving over 2,400 patients with chronic kidney
disease (both on dialysis and not on dialysis). The
first four phase ITI trials in dialysis patients were
successfully completed at the end of 2005. CERA is
the only anti-anemia drug ever studied using long
dosing intervals (once every four weeks) in all
patients for its initial filing. Roche plans to file mar-
keting applications worldwide for CERA in renal
anemia in 2006. Roche does not view the patent
infringement litigation initiated by Amgen in the
US as an impediment to the development and
launch of CERA in the United States.

Rheumatoid arthritis and autoimniune diseases
Rheumatoid arthritis {RA) is an autoimmune disor-
der characterised by joint inflammation that, even
when treated, can result in progressive joint destruc-
tion and, nitimately, loss of function. Its exact cause
is unknown, and as yet there is no cure. Within two
years of developing RA, up to 70% of patients have
X-ray evidence of joint destruction, and within ten
years 809 are unable to work or perform everyday
tasks. RA is one of the most common autoimmune
disorders and is now thought to affect over 21 mil-
lion people worldwide. Current treatments include
disease-modifying antirheumatic drugs (DMARDs)
and biologic therapy such as the anti-TNF drugs.

In 2005 Roche significantly advanced the devel-
opment of two medicines with the potential to sub-
stantially improve the treatment of RA.

MabThera/Rituxan is the first selectively targeted
B cell therapy to be studied in this disease. The US
and EU filings in August and September for the
product’s first rheumatoid arthritis indication rep-
resent a significant milestone. The filings, based on
data from the pivotal REFLEX trial, cover the use of
MabThera/Rituxan in patients who have failed to
respond adequately to current bioclogic therapies,
the subgroup of RA patients considered to be the
most difficult to treat. Positive outcomes have also
been seen in a phase [Ib clinical trial (DANCER)
with patients who had previously failed treatment
with one or more DMARDs.
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Development of Actemra (tocilizumab, formertly
MRA) in RA is progressing well. Phase I1I data from
Japan were presented at the American College of
Rheumatology meeting in November. They show
that treatment with Actemra significantly reduces
the progression of joint damage and improves RA
signs and symptoms. Based on these data, Chugai
plans to file a marketing application for Actemra
for RA in Japan in the first half of 2006. Patient
recruitment for international phase 11T trials is pro-
ceeding as planned. Regulatory filings in the US and
EU are expected in 2007. In 2005 Chugat launched
Actemra in Japan in its first indication, Castleman’s
disease, a rare condition that causes severe enfarge-
ment of the lymph nodes.

CellCept is being developed in collaboration with
Aspreva Pharmaceuticals for autoimmune applica-
tions, including the treatment of lupus nephritis
(kidney complications associated with the autoim-
mune disease lupus erythematosus) and myasthe-
nia gravis (a chronic autoimmune disease charac-
terised by episodes of muscle weakness). Phase III
clinical trials of the drug in both indications are
under way. CellCept is the first potential new treat~
ment for either of these debilitating and sometimes
fatal conditions in many years. In January 2006
CellCept was designated an orphan drug in the
treatment of myasthenia gravis by the FDA.

Diabetes

Roche has now completed the two-year animal car-
cinogenicity programme for the insulin sensitiser
R483, required by the FDA for all members of this
class of agents. A final decision on the commence-
ment of phase UI clinical testing of the compound
in type 2 diabetes will be taken once the FDA and
other agencies have completed their reviews of the
carcinogenicity data.

Two other compounds being developed for the
treatment of type 2 diabetes moved into phase [1
clinical testing in 2005, a glucokinase activator and
a dipeptidyl peptidase (DPP-IV) inhibitor.
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Setting new standards in cancer treatment
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At the 41st meeting of the American Society of Clinical Oncology (ASCO), in Orlande, Florida, in May Reche and its partners
presented data from an unprecedented eight major phase 11l trials that had successfully met their primary endpoints.

Product (generle name) tndication (clinical irial)
Avastin (hevacizumab)
st line treatment (E2100}

Metastatic HER2-negative breast cancer,

- Benefit R _

£9% improvement in overall survival

Metastatic non-small cell lung cancer,

- 1§t_iine_ treatment [EASEIB) 7
Metastatic colorectal cancer,
2nd line treatment (£3200)

3004 improvement in overall survival

. 24% reduction in risk of death

Herceptin (trastuzumahb) HER2-positive breast cancer, adjuvant treatment

5209 reduction in risk of disease recurrence

. .INSABP B-31 and NCCTG N9B31, joint analysis}

HER2-positive breast cancer,
adjuvant treatment (HERA)

46% reduction in risk of disease recurrence

MabThera/ Rituxan
{rituximab)

Relapsed indolent NHL,
maintenance treatment (GSLG)

100% improvement in response
duration at 3 years

Expanding biotech production capacity

In 2005 the Roche Group continued to reconfigure
its manufacturing capacities to meet the require-
ments of a changing product portfolio and increase
the efficiency of its global manufacturing opera-
tions. In particular, a shift from chemically derived
active pharmaceutical ingredients towards biolog-
ics and a corresponding trend towards sterile liquid
dosage forms are driving current activities in this
area. Technical development activities also reflect
the impact of the Pharmaceuticals Division’s
dynamic R&D portfolio (including development
of in-licensed products by Roche). Ongoing pro-
jects to further reduce supply chain complexity
and optimise inventory levels remain on track.

Four major new facilities were dedicated last year:
new biotech production facilities for epoetin and
CERA in Penzberg {Germany); a state-of-the-art
packaging and storage facility for injectable drugs
in Mannheim (Germany); and a plant for high-
potency pharmaceutical products in Shanghai. The
new Penzberg and Mannheim facilities have been
operational since the middle of 2005. The Shanghai
facility, the first of its kind in China, is scheduled to
come on stream this year; it will produce CellCept
and Xeloda for the Chinese market.

30 Business Report 2005

Pancreatic cancer, 1st line treatment (PA3)

23% improvement in overall survival

The Oceanside (California) facility acquired by
Genentech from Biogen Idec last June is currently
being converted to produce Avastin; manufacturing
of bulk drug substance is expected to commence in
2006, with FDA licensure expected in the first half
of 2007. In 2005 Genentech received FDA licensure
for a new Avastin manufacturing facility in Porrifio,
Spain.

‘Work on the new Basel {Switzerland} and Penzberg
production facilities for therapeutic antibodies,
both scheduled for technical completion in 2007,
is moving ahead as planned.

Access to medicines

While the primary role of the Roche Pharmaceu-
ticals Division is to discover, develop and com-
mercialise innovative medicines, the adaption of
policies that extend access to critically needed
products to people affected by poverty throughout
the world is an integral part of healthcare’s mission.
Therefore, in addition to supporting local initia-
tives to expand healthcare access, Roche has imple-
mented patent and pricing policies and joined
major international efforts aimed at addressing this
problem.
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Roche does not file new patents for its medicines in
the 50 Least Developed Countries (as defined by the
UN), nor does it enforce patents it already holds in
these countries. In response to the devastating
HIV/AIDS pandemic, the company has extended
this policy to sub-Saharan Africa, the poorest and
hardest-hit region.

The prices Roche charges for its products in low
and lower-middle income countries are below the
corresponding prices in Switzerland at launch,
Roche supplies the HIV medicines Invirase and
Viracept at no profit to Least Developed Countries
and sub-Saharan Africa. As a result, reduced prices
for these products apply to 93% of all people living
with HIV/AIDS worldwide.

In addition, Roche is a member of the Accelerating
Access Initiative, which is helping increasing num-
bers of HIV/AIDS patients in developing countries
to receive treatment. The company also supports
two other HIV treatment access programmes, the
CARE programme in four African countries and
the Cambodian Treatment Access Programme. In
addition to providing funding, medicines and diag-
nostics through these programmes, Roche has also
contributed to providing training in HIV/AIDS
care and treatment to hundreds of healthcare pro-
fessionals from more than 14 African countries and
Cambodia. (See also Ensuring access to healthcare
worldwide, p. 79, and visit www.roche-hiv.com.)

In its most recent move to extend access to vital
HIV/AIDS treatments in the world’s neediest areas,
Roche announced in January 2006 that, as part of
its new Technology Transtfer Initiative, the company
will provide local manunfacturers within sub-
Saharan Africa and Least Developed Countries with
the technical expertise required to produce generic
HIV medicines. This assistance will be offered free
and with no conditions attached.

The threat of an avian flu pandemic represents
angther critical global health challenge, and Roche
is closely involved in ensuring that vital medicines
are available where they are most needed. Follow-
ing warnings by the WHO that the next global
influenza pandemic is imminent, Roche has been
doing all it can to ensure worldwide availability of
its influenza drug Tamiflu for pandemic use. The
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steps taken include implementing a tiered pricing
system with significant reductions for pandemic
use and licensing agreements with local companies
for production of the drug for pandemic use in
India and China. In addition to taking unprece-
dented steps to ramp up Tamiflu production capac-
ity (see Meeting world demand for Tamiflu, p. 23),
Roche is working with the US National Institute of
Allergy and Infectious Diseases and international
virology experts to expand the information base
regarding the optimal use of Tamiflu against the
H5N1 avian influenza strain.

Access to medicines is an issue that affects more
than the developing world — it can pose significant
challenges in industrialised countries, as well. In the
United States, for example, Roche is committed to
making sure that every patient who needs a Roche
drug has access to it, whether that patient is a senior
citizen being treated for cancer, or a member of a
working family facing an organ transplant. The
Roche Patient Assistance Program, established in
the 1960s, was the first in the industry to provide
prescription drugs free of charge to qualifying
patients who need them but lack prescription
coverage and the means to pay for them.

Roche is also a founding member of the Partner-
ship for Prescription Assistance, a programme
sponsored by the Pharmaceutical Research and
Manufacturers of America, which represents the
country’s leading pharmaceutical research and
biotechnology companies. The programme offers a
single point of access to over 475 public and private
patient assistance programmes.

Similarly, Genentech provides its marketed prod-
ucts free of charge to eligible uninsured patients
treated in the United States through the Genentech
Access to Care Foundation and the Genentech
Endowment for Cystic Fibrosis. Genentech is also a
member of the Partnership for Prescription Assis-
tance. To further support patient access to therapies
for various diseases, in 2005 Genentech donated
approximately 21 million dollars to independent,
third party, public charities that offer copayment
assistance to eligible patients.
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