RHEUMATOID ARTHRITIS

Global experience and expertise
in rheumatoid arthritis clinical trials

Synarc scientists pioneered many of the imaging and biochemical
markers used in clinical trials of rheumatoid arthritis. We currently manage
12 multicenter trials in rheumatoid arthritis, involving more than 5,000
patients at over 600 global sites.

Cutting-edge imaging and
comprehensive clinical-trial services

Synarc leads the way in imaging assessment of
rheumatoid arthritis in global, multicenter clinical trials.
Our services integrate all aspects of the design and
execution of these studies, and provide a broad panel
of imaging and biochemical markers for quantifying
disease severity and progression.

Imaging-Marker Services

* X-ray
— Modified Sharp scoring

* MRI
— Erosion, osteitis, and synovitis scoring
— Quantitative assessment of synovitis

Our expertise and experience can improve Biochemical-Marker Services

the efficiency of your clinical trial and reduce the
uncertainty and cost of therapeutic development. Contact us to discuss how.

» Bone degradation
* Bone formation

Advanced MRI services * Regulators of osteoclastic

Synarc performed the first large multicenter clinical trial in rheumatoid arthritis 2l esiizr el 2y

using MRI, and helped develop the MRI scoring method recommended by * Cartilage degradation

EULAR and OMERACT. Our MRI services expand the scope of structural * Cartilage synthesis and turnover
assessment, allowing better decision making earlier in your therapeutic * Synovial activity

development program. * Matrix-metalloproteases

Established x-ray services * Serum ultrasensitive C-reactive protein

- . * Cytokines/chemokines
The Genant-modified Sharp scoring method was developed by Synarc

founding scientists. It has been used in multiple clinical trials, and it helped gain For a complete list of biochemical-marker
regulatory approval for Orencia® (abatacept) as well as for Rituxan® (rituximab) services, please contact your Synarc
and MabThera® (rituximab) for use in rheumatoid arthritis. Synarc also conducts account executive.

clinical trials using other methods, including van der Heijde—modified Sharp scoring.

Synarc optimized image acquisition and analysis
Syn-X-RA" Positioning Frame and Phantom

Ensures reproducible positioning of the hands and feet for
radiography and prevents left-right mislabeling and variations
in x-ray beam centering.

SynaVu" Digital X-ray and MRI Reading System

Provides 21 CFR Part 11 compliant patient-grouped display
and analysis of images with masking of patient, treatment,

and chronological information. SynaVu also allows quantitative
assessment of synovitis dynamic contrast-enhanced MRI.

Orencia is a registered trademark of Bristol-Myers Squibb Company. Rituxan is a registered trademark
of Biogen Idec, Inc. MabThera is a registered trademark of Hoffman La-Roche, Inc.
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Comprehensive Services

* Protocol design

* Subject recruitment

* Imaging-site selection and training

* Imaging equipment monitoring

* Imaging quality assurance

* Centralized image analysis

* Centralized biochemical-marker assay
* Comprehensive data management

* Expert project management

* Expert reporting and medical writing

* Regulatory consulting and liaison
with global agencies

Global Locations

Synarc Worldwide
China

France

Germany

United States

CCBR Worldwide

Brazil

China

Czech Republic
Denmark
Estonia
Lithuania
Poland
Romania

Therapeutic Specialty Areas

* Cardiology/Neurovascular disease
* Neurology

* Oncology

* Orthopedics

* Osteoarthritis

* Osteoporosis

* Rheumatoid arthritis
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Hurry up, the planet’s waiting

Synarc medical image-analysis, subject-recruitment, and biochemical-marker
services enable life-science industry clients to execute clinical trials accurately
while decreasing the time, uncertainty, and cost of product development.

A new kind of partner

Synarc has partnered with industry
leaders to bring numerous leading
compounds to market across a broad
spectrum of therapeutic areas. Our
services integrate critical aspects

of clinical-trial design and execution,
from protocol design and subject
recruitment to regulatory liaison on
behalf of our clients.

Working with Synarc means
collaborating with an experienced
partner equipped to perform whatever
role is needed in your clinical-trial
program. Let us apply our expertise and
experience to your next clinical trial.

Leading authorities

Our expert radiologists and scientists
are innovators in all aspects of medical
imaging and biochemical markers in
drug development, and have pioneered
many methods used in today’s clinical
trials.

Optimizing clinical-trial efficiency

Synarc works closely with academic
and commercial teams to design and
implement imaging
and biochemical-marker
protocols that help
your compound or
medical device achieve

. Synarc innovations
competitive advantage  ,ccelerate clinical trials

to reduce the time,
uncertainty, and cost
of product development.

throughout the
clinical-trial process.

Rapid and focused subject
recruitment

The Center for Clinical and Basic
Research (CCBR), a wholly owned
subsidiary of Synarc, provides rapid
subject recruitment with fewer study
sites. Providing expertise in all phases
of clinical-trial development, CCBR has
achieved worldwide acclaim for its work
in clinical research.

Expedited regulatory approval

Synarc's expertise in dealing with FDA
and EMEA procedures will help your
organization navigate the regulatory
approval process more effectively and
cost efficiently.
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