MabThera® (rituximab) in rheumatoid arthritis

Introduction

Early treatment with biologic therapy in rheumatoid arthritis (RA) is critical to achieve
minimum disease progression and remission, the ultimate treatment goal in this
currently incurable disease. However, disease progression and response to treatment
vary greatly between patients. At least one-third of RA patients do not respond to
tumour necrosis factor (TNF) inhibitor therapy, owing to inadequate efficacy,
intolerance or compliance problems.* In addition, 69-88 percent of RA patients fail to
achieve remission after one year of treatment with TNF inhibitor agents.??

MabThera (rituximab) represents a proven treatment option for patients who
experience inadequate response or intolerance to TNF inhibitor therapy.* MabThera is
a selective B cell targeted therapy which interferes with the inflammatory cascade of
RA, inhibiting the series of reactions that lead to synovial inflammation, cartilage loss,
bone erosion and joint damage.®> MabThera may work when TNF inhibitors do not as it
is a completely different class of treatment, targeting a different part of the
inflammatory cascade.

B cell vs anti-TNF cycling

For those patients who do not respond to initial TNF inhibitor therapy, MabThera offers
a superior clinical response over a second TNF inhibitor.® A recent head-to-head study
investigating the efficacy of MabThera compared with cycling between TNF inhibitors in
patients who have not responded to at least one TNF inhibitor therapy suggests that
using MabThera is a more effective strategy to control disease activity than using an
alternative TNF inhibitor.® These findings are further supported by data showing
MabThera offers significant improvements in DAS28" scores compared with alternative
TNF inhibitor therapy.”

Inhibition of Joint Damage

RA patients begin to suffer progressive, permanent joint damage early on in their
disease, long before the onset of visible changes, such as joint deformity and disability.
Within the first two years, up to 70% of people with RA have radiographic evidence of
joint damage.® The ability to slow disease progression and prevent joint damage is a
major treatment goal. In patients who have experienced an inadequate response or
intolerance to treatment with one or more TNF inhibitors®, MabThera is the only
biologic proven to suppress RA radiographic progression.

In the REFLEX (Randomised Evaluation oF Long-term Efficacy of rituXimab in
rheumatoid arthritis) study, joint damage progression was delayed after only one
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course of MabThera.? X-ray evidence at 56 weeks showed that the progression of bone
erosions and narrowing of joint spaces in patients treated with MabThera were reduced
by more than 50 % compared to patients receiving methotrexate alone.’

Continued analysis of this data showed that this treatment effect was maintained over
two years in patients who had not responded to previous treatment with TNF
inhibitors.*

Response rates and repeat treatment

Administered as just two 1000mg infusions two weeks apart, MabThera is unique
among RA therapies offering patients an unprecedented duration of response of at
least six months with each treatment course. It has also been shown to maintain or
improve response with each repeat course of treatment, with more patients reaching
DAS28 low disease activity and remission criteria with each further course of
treatment. **

However, timely repeat treatment before a patient’s disease activity flares is important
to maximise treatment response. Findings from a recent study show that systematic
monitoring of DAS28 scores can optimise repeat treatment timing with MabThera. This
strategy offers an opportunity to further reduce disease activity with a second course of
treatment.®

Improvements in health-related quality of life

Patients’ measures of success such as improvements of daily function or quality of life
have played an increasingly important role in evaluating treatment efficacy.'> Recently
published study data from the REFLEX study show that MabThera provides significant
improvements and sustained effects on nearly every tested measure of health related
quality of life, symptoms, and function, both mental and physical. Consequently,
MabThera meaningfully improves patients’ perceptions of their disease, offering them
greater freedom and an improved quality of life.*?

For more information and images of MabThera, B cell therapy and RA, please
visit www.mabthera-ra.com
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