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New injection could bring benefits of Bonviva to more women FINANCIAL ‘
\
Roche and GlaxoSmithKline (GSK) snnounce that a new quarterly intravenous (1.V,) injection of -
the highly-effective osteoporosis medicetion Bonviva (ibandronic acid) has been recommended
for approval in the BU by the Committee for Medicinal Produets for Human Use (CHMP). Once
approved, this will be the first ever LV, injection for the treatment of osteoporosis in
postmenopausal women available in the BU.

Bonviva is already approved as an effective and well-tolerated' once-monthly oral tablet in more
than 38 countries, However, for some women with postmenopausal osteoporosis, orel
bisphosphonates are not suitable. These women may be unable to take oral bisphosphonate
therapy due to another medical condition or because they cannot stay upright for the required
length of time,” For these women, Bonviva Injection offers 8 way to gain the proven bone

strengthening benefits of bisphosphonate therapy.

Peter Matton, Roche's Global Head for Bonviva commented: "We know there is s specific group
of women who are unable to take oral bisphosphonates. This new quarterly injection of Bonvive
allows them to also benefit from this effective class of osteoporosis treatment,”

Pierre Delmas, Professor of Medicine and Rheumatology and Director of the INSERM Research
Unit in Lyon, said: *Oral bisphosphonates are the most commonly prescribed trestment for
postmenopausal osteoporesis. Furthermore, recent studies have shown women prefer Bonviva

* Oral bisphosphonates are taken according o 8 very strice treatment regime which involves remaining upright and not

e:lt:ing, drinking (except water) or taking other medications for a period of time before and after the therapy has been
taken, ‘
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once-monthly to once-weekly oral bisphesphonate treatment, finding it more convenient*™
However, for those women who cannot take oral medication, a quarterly injection of Bonviva

would provide healthcare professionals with an important, slternative treatment option.”

Bonviva Injection will be presented as s 3mg/3ml solution in e pre-filled syringe and is
administered by a healthcare professional 8s an intravenous injection over 15 - 30 seconds once
every three months,

The CHMP positive opinion was based on results from the 2 year DIVA (Dosing IntraYenous
Administration) study.” DIVA investigated the efficacy, safety and tolerability of Bonviva Injection
in comparison to the once-daily oral formulation of Benviva and found it to be highly effective
and well-tolerated.’ Previous studies have shown that once-daily oral ibandrénate reduced the risk

of vertebral fracture in women with postmenopausal osteoporosis by 62% when taken over three
. v
years,

About DIVA

DIVA (Dosing IntraVenous Administration) is a multinational, randomised, double-blind, active
control multicentre study in more then 1,300 women with postmenopausal osteoporosis aged
between 55 and 80 years of age. DIVA compares the safety, efficacy and tolersbility of the
approved once-daily oral ibandronate 2.5mg regimen with two novel 1V, regimes: 2mg every two
months and 3mg every three months, with lumbar spine bone mineral density (BMD) at one year
as the primary endpoint.

The two-year findings from the study were presented at the 2005 Annual Scientific Meeting of the
Ametican College of Rheumatology, November 12-17 2005.° For patients who received the 3mg
ibandronate every 3 months dosing regimen: ‘

¢ BMD at the lumbar spine increased more in the 1.V. dosing groups than in the daily oral
dosing group (6.3 percent vs, 4.8 percent).

o Substantial increases in bone density at the hip (a major non-vertebral site) were also
observed, and were also greater in the L.V, group than in the oral daily regimen (3.1
percent vs. 2.2 percent),

o Clinically relevant decreases in bone breskdown (as measured by the biochemical markes
of bone resorption, serum CTX) were observed in all treatment groups.

** Who had tried both monthly and weckly rearments




The LV. regimen was well tolerated. The most common side effects for 1,V, Ibandronate were
bone, muscle or joint pain, influenza-like symptorms and headache,

Regulatory status

The CHMP has issued a positive opinion for Bonviva Ihjecu'on. This is usually the final step
towards approval in Europe, Once approved, Bonviva Injection will be indicated for the treatment
of osteoporosis in postmenopausal women, in order to reduce the risk of vertebral fractures,
Efficacy on femoral neck fractures has not been established. Boniva Injection was approved by the
US Food and Drug Administration on 6™ January 2006.

Roche/GSK Collaboration ‘

In December 2001, F Hoffmann-La Roche (Roche) and GlaxeSmithKline (GSK) announced thelr
plans to co-develop and co-promote Boniva for the treatment and prevention of postmenopausal
osteoporosis In a number of major markets, excluding Japan. The Roche/GSK collaboration
provides expertise and commitment to bringing new osteoporosis therapies to market as quickly
a3 possible.

About Roche _
Headquartered in Basel, Switzerland, Roche is one of the world’s leading research-focused
healthcare groups in the fields of pharmaceuticals and diegnostics. As a supplier of innovative
products and services for the early detection, preventién, diagnosis and treatment of discase, the
Group contributes on a broad range of fronts to Improving people’s health and quality of life.
Roche is 8 world leader in diagnostics, the leading supplier of medicines for cancer and
transplantation and a market leader in virology. Roche employs roughly 65,000 people in 150
countries and has R&D agreements and strategic alliances with numerous partners, including
majority ownership interests in Genentech and Chugsi, Additional infermation about the Roche
Group is available on the Internet (www.roche.comy), '

About GSK

GSK, one of the world’s leading research-based pharmaceutical and healthcare companies, is
committed to improving the quelity of human life by enabling people to do more, feel better and
live longer,

All crademarks used or mentioned in this release sre legally protected.
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Purther information:

~Roche Heslthkiosk, Osteoporosis: www beslth-kiosk.ch/start_osteo.him
-About GSK : www gsk.com .
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Tamiflu gains approval in Europe for prevention of influenza in children
aged 1 to 12 years

Roche announced today that its anti-influenza medicine Tamiflu (eseltamivir) has received
spproval from the European authorities for the prevention of influenza (prophylaxis use) in
children sged one to 12 years. An approval for the same indication was received in the United
States in December last year.

Temiflu is already indicated for the trestment of influenza in adults end children aged 1 year and
above and for the prevention of influenza in adults and adolescents 13 years and older, Temiflu ig
a highly effective influenza drug that works by blocking an enzyme on the surface of the vinus
which prevents it infecting other cells in the body,

William M, Burns, CEO Division Roche Pharmaceuticals, commented: "The influenzs season is
just starting in the Northern Hemisphere and Roche pleng to make Tamiflu available to prevent
influenza in very young children who are particularly vulnerable during an outbreak of the disease.
This is particularly helpful in the family setting when one member of the family catches influenza

- using Tamiflu for prevention will stop the spread of the disease to other family members.”

The application was based on results from a subset of paediatric patients in a dinical study where
Tamiflu was used for the management of influenza in households. The study showed that
trestment of flu patients with Tamiflu combined with post- exposure prophylaxis of other ‘
houszhold members is more effective in preventing secondary spread of influenza infection in the

household than treating the patient alone, The protective efficacy of Tamiflu was the same in
children sged one to 12 as in the whole population.
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Flu's Impact on Children :
Influenza is particularly dangerous for the most vulnerable in society and this includes young
children and infants. Children younger than two years old are as likely as those over age 65 to be
hospitelized because of influenza, It is estimated that children are three times more likely to get
sick with the flu — on average, one in 10 adults Is affected by infuenza snnually, compared with
one in three children, Therefore, prevention of influenza in children can have  significant impact
on the spread of influenzs in the household and the whole community.

About Tamiflu
Tamiflu delivers;
¢ 38 percent reduction in the severity of symptoms .
¢ 67 percent reduction in secondary complications such as bronchitis, pneumbnia and
sinusitis in otherwise healthy individuals
* 37 percent reduction in the duration of influenza illness _
¢ Tamiflu is shown te provide up to 89 percent overall protective efficacy against clinical
influenza in adults and adolescents who had been in close contact with influenza-infected
patients .
In children, trestment with Tamiflu delivers:
* 36 percent reduction in the severity and duration of influenza symptoms
¢ 44 percent reduced incidence of associated otitis media as compared to standard care

Pandemic Stockpiling

The World Health Organization (WHO) advises that stockpiling sntivirals in advance is presently
the only way to ensure that sufficient supplies are available in the event of a pandemic. Roche has
been working closely with WHO and national governments to ensure governments are aware of
the importance of stockpiling antivirals in the event of » pandemic situstion, Roche has received
and fulfilled pandemic orders for Tamiflu from around 60 countries worldwide, The magnitude
of these orders varies with some countries, France, Finland, Iceland, Ireland, Luxembourg,
Netherlands, New Zesland, Norway, Switzerland and UK stockpiling or intending to stockpile
adequate Tamiflu to cover 20-40% of their populstion. To meet this demand Roche has already
significantly expanded its Tamiflu production capacity several times, snd will continue to toke
action, both on its own and with several partners, to increase production capacity to assist
governments with their pandemic preperedness.

Roche end Gilead
~ Temiflu was invented by Gilead Sciences and licensed to Roche in 1996, Roche and Gilead




partnered on clinical development, with Roche leading efforts to produce, register and bring the
product to the markets, Under the terms of the companies' agreement, amended in November
2005, Gilead participates with Rache in the consideration of sub-licenses for the pandemic supply
of Tamiflu in resource-limited countries, To ensure broader access to Tamiflu for all patients in

need, Gilead has agreed to waive its right to full royalty payments for product sold under these
sub~licenses.

About Roche ,

Headquartered in Basel, Switzerland, Roche is one of the world’s leading research-focused
healthcare groups in the flelds of pharmaceuticals and disgnostics. As a supplier of innovative
products and services for the early detection, prevention, diagnosis and treatment of disease, the
Group contributes on a broad range of fronts to improving people’s health and quality of life.
Roche is 2 world leader in disgnostics, the leading supplier of medicines for cancer and
tronsplantation and a market leader in virology. Roche employs roughly 65,000 people in 150
countries and has R&D agreements and strotegic alliances with numerous partners, including
majority ownership interests in Genentech and Chuggai. Additienal information sbout the Roche
Group is available on the Internet at wwwirgche som.
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Additional information
«» Roche Health-Kiosk, Influenza; www, heslth-kiogk.ch/start grip htm
~About Tamiflu; wwww roche.com/med mabramiflucSe pdf

=About influenza; www.coche com/med mbinfluenza0Se.pdf
-WHO; Globel influenza programme: fwww who intfcor/disease/influenzalens
~-WHO: Avian flu: www.wheojns/mediscentee/facisheets/avian_induenza/en/
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