Background Information

ACTEMRA in Rheumatoid Arthritis

What is ACTEMRA?
ACTEMRA (tocilizumab, ROACTEMRA within the EU) is the first in a new class of treatments for
rheumatoid arthritis (RA) which target IL-6', a chemical messenger in the body responsible for the painful

and persistent inflammation that people with RA suffer."

Excess levels of IL-6 are produced in the joints of people with RA. This not only leads to inflammation and
long-term joint damage, but can also cause other complications such as anaemia and fatigue." ACTEMRA
blocks the activity of 1L-6 and reduces its impact.® This prevents a worsening of RA, both in the joints and
throughout the body.'

ACTEMRA Phase I11 clinical trials

The Phase 111 clinical trial programme for ACTEMRA consists of five trials, designed to investigate the safety,
efficacy and tolerability of ACTEMRA."""i¥il More than 4,000 patients across 41 countries have been
involved in the trials, and over 2,500 of those patients participating in the Phase 111 OPTION, TOWARD,
RADIATE and AMBITION trials entered the long-term extension studies (GROWTH95; GROWTH96).

These extension studies reinforce the long-term efficacy of ACTEMRA in RA across all patient types, having
demonstrated that up to 56% of patients with active RA treated with ACTEMRA for over two years will

achieve disease remission (as defined by DAS28 <2.6).™*

Below is an overview of the key results from each of the five trials.

In the OPTION (TOcilizumab Pivotal Trial in Methotrexate Inadequate respONders)" trial, over 40% of
people treated with ACTEMRA plus methotrexate (MTX) achieved a 50% reduction in symptoms versus
MTX alone, with 22% of patients achieving a 70% reduction in symptoms. In addition, disease remission was
demonstrated in 28% of those treated with ACTEMRA vs 1% for MTX alone.
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In the TOWARD (Tocilizumab in cOmbination With traditional DMARD therapy)" trial, at 24 weeks,
significantly more people achieved a 20%, 50% and 70% (ACR20, ACR50 and ACR70)® reduction of
symptoms with ACTEMRA plus Disease Modifying Anti-Rheumatic Drugs (DMARDs) compared to the
control group. ACR20, ACR50 and ACR70 was achieved in 61%, 38% and 21% respectively amongst those
treated with ACTEMRA plus DMARDS, versus 25%, 9% and 3% respectively, in those treated with placebo
plus DMARDs. Disease remission was demonstrated in 30% of people treated with ACTEMRA compared
with 3% of those treated with DMARDs alone.

In the RADIATE (Research on ACTEMRA Determining efflcacy after Anti-TNF FailurEs)" trial, 30% of
those treated with ACTEMRA and MTX achieved disease remission compared with nearly 2% for MTX alone
and a greater proportion of those treated with ACTEMRA plus MTX achieved a significant improvement in
disease signs and symptoms (ACR scores) following 24 weeks of treatment, compared to those treated with

placebo plus MTX.

Results from the AMBITION (ACTEMRA versus Methotrexate double-Blind Investigative Trial In
mONotherapy)"" trial revealed that ACTEMRA is the only product to have proven superiority to MTX in
monotherapy in achieving a 20%, 50% and 70% (ACR20, ACR50 and ACR70)" response (at 6 months). In
addition, the trial, which included a high proportion of patients with early disease, demonstrated that 40% of
patients treated with ACTEMRA monotherapy who had no prior treatment with DMARDs achieved DAS28

remission at week 24, compared to those treated with MTX alone.

LITHE (TociLIzumab safety and THE prevention of structural joint damage)®trial data confirms
ACTEMRA's efficacy in preventing the progression of joint destruction. At 1 year, patients treated with
ACTEMRA (8mg/kg) had 3 times less progression of joint damage (measured by Total Sharp Score)
compared to those treated with MTX alone. The data also demonstrated that significantly more patients
treated with ACTEMRA achieved remission at 6 months compared to those treated with MTX alone (33% vs.
4%), and these rates continued to increase over time to 1 year (47% vs. 8%). Recent results from LITHE
reveal that these benefits are maintained or improved at 2 years. ACTEMRA was also shown to improve the

patients’ ability to perform normal daily activities, as assessed by the Health Assessment Questionnaire

(HAQ).X”
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Approval of ACTEMRA

ROACTEMRA was approved in the European Union in January 2009 for the treatment of RA in patients who
have either responded inadequately to, or who were intolerant to, previous therapy with one or more
DMARDs or TNF inhibitors. It is also approved for use in several other countries, including India, Brazil,

Switzerland and Australia.
ACTEMRA was first approved in Japan, and launched by Chugai in June 2005 as a therapy for Castleman’s
disease. In April 2008, additional indications for RA, juvenile idiopathic arthritis and systemic-onset juvenile

idiopathic arthritis were also approved in Japan.

ACTEMRA is the result of research collaboration by Chugai and is being co-developed globally with Chugai.
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" The Disease Activity Score (DAS28) is a combined index that measures disease activity in patients with RA. It combines information
from 28 tender and swollen joints (range 0-28), erythrocyte sedimentation rate, and a general health assessment on a visual analog
scale. The level of disease activity is interpreted as low (DAS28 < 3.2), moderate (3.2 < DAS28 < 5.1) or high (DAS28 >5.1). DAS28
<2.6 corresponds to being in remission according to the criteria of the American Rheumatism Association (ARA).

* Efficacy of Tocilizumab (TCZ) in Rheumatoid Arthritis (RA): Interim analysis of long-term extension trials of up to 2.5 years.
Smolen J et al. Abstract presented at EULAR 2009

¥ The ACR response is a standard assessment used to measure patients’ responses to anti-rheumatic therapies, devised by the
American College of Rheumatology (ACR). It requires a patient to have a defined percentage reduction in a number of symptoms and
measures of their disease. For example, a 20, 50, or 70% level of reduction (the percentage of reduction of RA symptoms) is
represented as ACR20, ACR50 or ACR70. An ACR70 response is exceptional for existing treatments and represents a significant
improvement in a patient’s condition

*"HAQ, or the Health Assessment Questionnaire Disability Index, is a patient self-report functional status (disability) measurement
used to assess the patient’s functional ability and discomfort during the past week. It is a commonly used instrument in many disease
areas, including RA
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