Clinical Trial Results

Drug Studied: fremanezumab

A study to test the effectiveness and safety of fremanezumab on
patients with fibromyalgia

This is a summary of the results of a clinical trial (referred to as “trial” throughout this
summary). Teva sponsored this trial and thinks it is important to share the results with the

trial participants and the general public.

This summary only shows the results of a single trial. Other trials could have different

results.

Researchers and health authorities look at the results of many trials together to determine
whether a treatment works and to understand its safety profile. It takes participants in

many trials to help answer these questions.

~ ™
Full trial title: A Multicenter, Randomized, Double-Blind, Placebo-Controlled, Proof of Concept

Study of the Efficacy and Safety of Fremanezumab for Treatment of Patients with

Fibromyalgia
Trial phase: Phase 2

Protocol number: TV48125-PN-20028

Why was this trial done?

Fibromyalgia is a disorder that causes chronic (long-lasting or recurring) pain, fatigue
(tiredness), and trouble sleeping. It is more common in women than in men.! There is no

cure for fibromyalgia. There are treatments that can help manage the symptoms.

Fremanezumab is a medication that is approved by the Food and Drug Administration for use in the
United States as a treatment for migraine headache. Researchers are studying fremanezumab in
trials to learn whether it might also help people with chronic pain conditions. This trial was done to

learn whether fremanezumab might help people with fibromyalgia.

! According to the National Institute of Arthritis and Musculoskeletal and Skin Diseases.
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https://www.niams.nih.gov/health-topics/fibromyalgia#:~:text=Fibromyalgia%20is%20a%20chronic%20(long,a%20heightened%20sensitivity%20to%20pain.)

Who took part?

There were 189 people with fibromyalgia who joined the trial. All of the participants were from the

United States. There were 178 women and 11 men. They ranged in age from 20 to 75 years old.

What treatments did the participants receive?
The participants in this trial received 1 of these 3 treatments:

e Fremanezumab 225 milligrams (mg)
e Fremanezumab 675 mg
e A placebo — A placebo is a “look-alike” treatment. It looks and feels like the trial

treatment but does not contain any active medicine.
Participants received their assigned treatment once a month as an injection under the skin.

During the trial, none of the trial doctors or participants knew if they were getting
fremanezumab or placebo. Some trials are done this way because knowing what treatment
each participant is receiving can influence (or sway) the results. Trials that are designed this

way are called “double-blind” trials.
What happened during the trial?

Before Treatment

People who wanted to join the trial met with trial doctors. The trial doctors made sure
everyone who joined had fibromyalgia. They also made sure that people who joined were
healthy enough to take part and were willing to follow the trial rules and complete all of the

trial assessments.

The trial doctors taught participants how to complete the trial assessments. The participants
learned how to use an electronic diary (e-diary) every day to record information about their
pain, sleep quality, quality of life, mood, and rescue medicine use. They learned how to fill out
guestionnaires that asked about their pain, fatigue, sleep, quality of life, mood, and overall
health.

Everyone who joined the trial also had to gradually stop taking their current pain medicines

that would not be allowed while receiving treatment.

Teva TV48125-PN-20028 Plain Language Summary — version 1.0 — 18 January 2023 2




It took up to 5 weeks for each participant to complete this part of the trial before they

started trial treatment.
During Treatment

Each participant visited their trial site once every 4 weeks for a total of 5 visits. At visits 1, 2,
3 and 4 participants received either fremanezumab or placebo.

During site visits participants also:

e Gave blood and urine samples
e Got a full physical check-up
e Filled out questionnaires

e Told their trial doctor about how they were feeling, any medical problems they were

having, and any other medicines they were taking

Every day during the trial, the participants rated their average pain level and their worst
pain level during the last 24 hours and recorded this rating in their e-diary. They used a
scale that ranged from 0 (no pain) to 10 (worst possible pain). The trial researchers looked
at participant ratings of pain before treatment and again after 3 monthly treatments of

either fremanezumab or placebo.

Each participant was in the trial for up to 21 weeks (about 5 months), but the entire trial
lasted almost 2 and a half years. This is because participants joined the trial at different
times and it took time to get all the needed participants into the trial. The trial started in

July 2019 and ended in January 2022.
What were the results?

The main goal of the trial was to learn whether scores for average pain level improved more

with either dose of fremanezumab than with a placebo.

~N

The overall score for average pain level improved by:
e 1.2 points with fremanezumab 225 mg

e 1.3 points with fremanezumab 675 mg

\ e 1.5 points with a placebo /
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Fremanezumab did not improve scores for average pain level more than the placebo did.
The trial was stopped sooner than planned when an early analysis of the results suggested it

was unlikely that fremanezumab would improve pain scores more than the placebo.

Did the participants have medical problems during the trial?

This summary describes medical problems that the participants had during the trial that the doctors
thought might be related to the trial treatment. These medical problems are called adverse
reactions. These adverse reactions may or may not have been caused by the trial treatment. A lot

of research is needed to know whether a treatment causes a medical problem.

The adverse reactions reported in this summary reflect only the trial doctor’s initial opinion
about which individual events were possibly or probably related to the trial treatment. The
trial doctor looked at each individual event without seeing all of the trial data and made a
judgment about whether the event was possibly or probably related to the trial treatment

in real time during this trial.

Events from other participants or other trials may not match these judgments. The trial sponsor
has access to other participants’ data and may or may not agree with the trial doctor’s initial

judgment about whether the event was possibly or probably related to the trial treatment.
Did the participants have any serious adverse reactions? If so, what were they?

Some adverse reactions are considered “serious”. Examples of serious adverse reactions are

those that are life threatening, cause long-term problems, or need hospital care for treatment.

None of the participants had a serious adverse reaction during the trial. There were no fatal

adverse reactions during the trial.
How many participants had non-serious adverse reactions? What were they?

The following table shows how many participants had any adverse reactions while taking each
of the trial treatments. The table also shows how many participants stopped taking their

assigned treatment due to an adverse reaction.
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Fremanezumab
225 mg

Out of 62
participants

Fremanezumab
675 mg

Out of 63
participants

Placebo

Out of 64
participants

How many participants had at least 1

because of an adverse reaction?

o, o, o,
adverse reaction? 15 el 12 (2], 14 (22%)
How many participants stopped taking
their assigned treatment or left the trial 2 (3%) 2 (3%) 0

The table below shows the adverse reactions that happened to at least 5% of the participants in

any treatment group. There were other adverse reactions, but they happened to fewer

participants. These were the most common adverse reactions during the trial.

Fremanezumab Fremanezumab Placebo
225 mg 675 mg :
Out of 62 Out of 63 Out of 64
. - participants
participants participants
Skin redness at the 0 0 0
injection site 2 () 5 (e 3 (5%)
Pain at the injection site 3 (5%) 2 (3%) 4 (6%)
A swollen bump or hard
lump near the injection 1(2%) 5 (8%) 1(2%)
site
Nausea 3 (5%) 1(2%) 1(2%)
Itching at the injection site 3 (5%) 1(2%) 0

How has this trial helped?

The results of this trial helped researchers learn more about fremanezumab as a possible

treatment for fibromyalgia. Trials like this are important to help researchers understand which

treatments work best and are safest for participants. Researchers and health authorities look

at the results of many trials together to learn if a treatment works and to understand its safety.

This summary only shows the results of a single trial. Other trials with different medicines
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could have different results in the treatment of fibromyalgia. At this time, additional trials with

fremanezumab in fiboromyalgia are not planned.

Where can | learn more about this trial?

You can find more information about this trial on the website below. If a report of the

results is available, it can also be found here.

http://www.clinicaltrials.gov = On this website, type NCT03965091 into one of the
search boxes and click “Search”.

Sponsor: Teva Branded Pharmaceutical Products R&D, Inc.
145 Brandywine Parkway
West Chester, Pennsylvania 19380 USA
1-888-483-8279
USMedInfo@tevapharm.com
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