Clinical Trial Results

Drug Studied: Fremanezumab

A Study to Test if Fremanezumab is Effective in Preventing Episodic
Migraine in Patients 6 to 17 Years of Age

This is a summary of the results of a clinical trial. 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 one 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 many participants

in many trials to help answer these questions.

Full trial title: A Multicenter, Randomized, Double-Blind, Placebo-Controlled, Parallel-Group
Study Comparing the Efficacy, Safety, and Tolerability of Subcutaneous Administration of
Fremanezumab Versus Placebo for the Preventive Treatment of Episodic Migraine in Pediatric
Patients 6 to 17 Years of Age

Trial phase: Phase 3

Protocol number: TV48125-CNS-30083

Why was this trial done?

Fremanezumab is a drug that is used in various countries world-wide including the United
States and the European Union (EU) as a treatment to help prevent migraine in adults.
Migraine is a neurological disorder associated with moderate to severe headaches that can

last from a few hours up to several days.

This trial was done to learn how effective fremanezumab is for preventing episodic migraine

in children and adolescents.
Who took part?

There were 235 participants who joined the trial and were included in the analysis. All of the
participants had episodic migraine for at least 6 months, were between the ages of 6 to 17

years (inclusive) and were given consent by parent(s)/guardian(s) to be included in the trial.
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The average age of the participants was 13.3 years. There were 130 females and 105 males.

The participants were from the following countries:

Country Number of Participants
Canada 10 participants
Germany 11 participants
Spain 7 participants
Finland 36 participants
Israel 20 participants
Italy 23 participants
Netherlands 2 participants
Poland 56 participants
United States 70 participants

What happened during the trial?

This was a double-blind research study, which means neither the participant nor the study
team knew which treatment had been assigned. The participants were randomly assigned

to receive 1 of the following treatments:

e Fremanezumab dose A, OR
e Fremanezumab dose B, OR

e A placebo. A placebo is a “look-alike” drug — it looks like the trial drug but does

not contain any active medicine.

Participants attended visits and were scheduled to be in this trial for up to 4 months (with a

3-month treatment period).

At these visits, the trial doctors:
e Checked the participants’ overall health.
e Took blood and urine samples.

The participants:

e Told the trial doctors about how they were feeling, any medical problems they were

having, and any other medications they were taking.
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e Answered questions and filled out questionnaires that asked about their migraines and

other aspects of their mental health.
e Filled out questionnaires that asked how their health has affected their productivity and

overall quality of life.

The participants also recorded information about their headaches, other migraine

symptoms, and migraine medication use every day in an electronic diary.

The entire trial lasted just under 4 years. Participants attended visits and were scheduled to
be in this trial for up to 4 months. This difference is because participants joined at different
times. The trial started in July 2020 and ended in March 2024.

What were the results?

The main goal of the trial was to learn whether fremanezumab was better than a placebo at

reducing the number of days with migraine the participants had on average each month.

To understand if fremanezumab works better than a placebo at preventing migraine,
researchers reviewed the participants’ headache diaries. They looked at how many
migraine days the participants had in the month before they started fremanezumab
treatment. Then they looked at the average number of migraine days the participants had
each month during 3 months of treatment. For the main goal of the trial, results from the
two dosing groups of fremanezumab (depending on the participant’s weight) were analyzed

as one group.

Overall, the participants who received fremanezumab had a greater decrease in the
monthly average number of migraine days during the first 12-week treatment period than

the participants who received a placebo:

e Participants who received fremanezumab had, on average, 2.5 fewer monthly

migraine days.

e Participants who received a placebo had, on average, 1.4 fewer monthly migraine

days.
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Did the participants have medical problems during the trial?

If so, what were they?

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?

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.
There were no serious adverse reactions per sponsor assessment. Please refer to the EU clinical
trials register summary results (see instructions below) for a list of the serious adverse events

that were not considered related to treatment per sponsor assessment.

How many participants had non-serious adverse reactions? What were they?

In the placebo group, non-serious adverse reactions happened to 20 out of 112 participants
(17.9%). The individual non-serious adverse reactions that occurred in at least 5% of
participants were injection site redness in 6 participants (5.4%) and injection site pain in 6

participants (5.4%).
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In the fremanezumab dose A group, non-serious adverse reactions happened to 6 out of 36
participants (16.7%). There were no individual non-serious adverse reactions that occurred in

at least 5% of participants.

In the fremanezumab dose B group, non-serious adverse reactions happened to 17 out of 87
participants (19.5%). The individual non-serious adverse reactions that occurred in at least 5%
of participants were injection site redness in 10 participants (11.5%), injection site pain in 6

participants (6.9%), and injection site swelling in 5 participants (5.7%).

The tables below show the non-serious adverse reactions that happened to at least 5% of the

participants.

These were the most common adverse reactions during the trial

Placebo Group (out of 112 participants)

Injection site redness 6 (5.4%)

Injection site pain 6 (5.4%)

Fremanezumab dose A Group (out of 36 participants)

Not applicable 0%

Fremanezumab dose B Group (out of 87 participants)
Injection site redness 10 (11.5%)
Injection site pain 6 (6.9%)
Injection site swelling 5 (5.7%)

How has this trial helped?

The results of this trial helped researchers learn more about how fremanezumab works for

participants who have episodic migraine.

Clinical trials like this are important to help researchers understand which treatments work
best and are safest for patients. Researchers and health authorities look at the results of
many trials to understand how a treatment works. This summary only shows the results

from this trial. Other trials might have different results.
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At this time, additional clinical trials with fremanezumab as a treatment for episodic

migraine are still ongoing.
Where can | learn more about this trial?

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

results is available, it can also be found here.

http://www.clinicaltrials.gov = On this website, type NCT04458857 into one of the
search boxes and click “Search”.

http://www.clinicaltrialsregister.eu = On this website, click “Home & Search”. Then
type 2019-002055-42 in the search box and click “Search”.

Where can | learn more about this product?

Fremanezumab is a drug that is used in various countries world-wide including the United
States and the European Union (EU) as a treatment to help prevent migraine in adults. If the
product is approved in your country, you and your doctor should also refer to the following
links:

EU:

https://www.ema.europa.eu/en/documents/product-information/ajovy-epar-product-
information en.pdf

uUs:

https://www.accessdata.fda.gov/drugsatfda docs/label/2021/761089s0131bl.pdf

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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