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1. Study Objectives and Imaging Needs

The primary objective of this phase 3b open-label study is to assess the effect of a single intra-
articular (IA) injection of FX006 32 mg to control inflammation as measured by a reduction in
magnetic resonance imaging (MRI)-assessed synovial volume in patients with symptomatic
osteoarthritis (OA) of the knee. Additional imaging endpoints include changes in bone,
cartilage and meniscal morphology and contrast enhancement of tissues other than synovium.
The study population will consist of adults who are at least 40 years of age with symptomatic
OA of the knee. Subjects will all have moderate to severe knee pain, but will be ambulatory
and otherwise in good health. Candidate subjects will receive a posterior-anterior (PA)
radiograph of the index knee at screening, and if the radiographic criteria are met and the
subjects meet all other study entry criteria as determined by the principal investigator, the
subjects will proceed into the trial. Radiographs will initially be assessed locally at each site
using Kellgren-Lawrence grading for the presence of osteophytes and possible or definite
narrowing of the joint space (Kellgren-Lawrence grades 2 or 3) but not end-stage disease
(Kellgren-Lawrence grade 4). Subjects who pass local screening will be further screened
centrally for the presence of at least 2 mm medial tibiofemoral joint-space width. Subjects
who meet all eligibility criteria will be enrolled in the study and receive MRI of the target
knee -10 days to -1 day prior to baseline, and then at Weeks 6 and 24 to assess changes in
inflammation and joint damage, as noted above. This manual outlines the MRI procedure for
this study.

In contrast to clinical, single-center imaging, which is aimed at answering questions about
managing individual patients, imaging for multi-center clinical trials requires the images to
support research questions about large groups of subjects, and must be able to be pooled from
multiple clinical sites with as little technical variation as possible despite differences in
imaging equipment and local practice patterns. Further, the image quality must support
quantitative measurements performed centrally rather than feature-based subjective readings
done locally. The imaging protocols in this manual have been designed to meet these special
needs, and may thus differ slightly from those used in your daily clinical practice. Please rest
assured, however, that every effort has been made to keep the examinations as short and
simple as possible and to minimize any burden on study subjects and disruption to your local
roufine.

In addition to this manual covering image acquisition technique, your site’s designated image
upload contacts (study coordinators and/or imaging technologists) will receive a separate
document containing image upload instructions from AG Mednet. Please contact Spire
Sciences if you have questions.

Submitting Images or Other Logistics:

Peter Countryman, Scientific Director, and project team:
PM-FX006-2017-014@spiresciences.com, Phone: +1.510.915.0915
Image Acquisition or Questions About Repeat Requests:

Spire Sciences’ MRI Quality Specialists:
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QC-FX006-2017-014@spiresciences.com, Phone: +1.202.41-SPIRE (+1.202.417.7473)

2. Site Qualification

Qualifying your site to participate in this study requires all technologists who will perform
MRI at your facility to review this manual and a brief training video, successfully complete a
short quiz and then submit a test scan as detailed below. A minimum of two technologists for
each site should be trained, in order to ensure backup.

1. Training Video and Quiz

A brief, pre-recorded training presentation on how to acquire the images and transfer them
to Spire Sciences will be provided. After reviewing the presentation, technologists must
complete a post-training quiz to confirm their understanding of key aspects of the
procedure. Upon successfully completing the quiz, a Training Completion Certificate will
be issued by Spire Sciences, and the site will be asked to submit a test scan.

2. Test Scan

After completing training, each site will be instructed to create and save a copy of the
study-specific scan prescription that can be recalled when a subject comes in for their
exam. To ensure that this has been done properly and that the site is able to submit images
to Spire Sciences through the AG Mednet network (see below), each site will be asked to
provide a test scan using the study MRI protocol (without i.v. contrast). Ideally, a
volunteer should be imaged, but if the site’s local IRB prohibits this, a phantom (even a
water bottle) can be used instead. If necessary, Spire Sciences’ lead technologist can
schedule a time to meet with your site’s technologist over the phone while at the scanner
console to help with this.

3. Notice of Qualification

Once the above steps have been completed, Spire Sciences will send a notice of
qualification to your site’s PI, study coordinator, imaging technologists and to Flexion.
This final step need not happen before your site’s clinical SIV, but it must occur before
any subjects are scheduled for MRI.

All technologists who perform imaging for this study must complete the training !
outlined above. L
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