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A clinical trial to investigate the impact of treatment with emicizumab
on overall health, physical activity, and joint health in people with
moder ate or severe haemophilia A

A Study to Evaluate Overall Health, Physical Activity, and Joint Outcomes in Participants
With Severe or Moderate Hemophilia A Without Factor VIII Inhibitors on Emicizumab
Prophylaxis

Trial Status Trial Runs In Trial Identifier

Active, not recruiting 12 Countries NCT05181618 2020-005092-13
2023-505747-40-00
ISRCTN10101701 MO42623

The information is taken directly from public registry websites such as ClinicalTrials.gov, EuClinicalTrials.eu,
ISRCTN.com, etc., and has not been edited.

Official Title:

A Multicenter, Open-Label Phase IV Study to Evaluate Overall Health, Physical Activity, and Joint Outcomes,
in Participants Aged #13 and <70 Years With Severe or Moderate Hemophilia A Without FVIII Inhibitors on
Emicizumab Prophylaxis

Trial Summary:

Study MO42623 is a Phase IV, multicenter, open-label, three cohort study designed to
evaluate the impact of emicizumab prophylaxis on overall health, physical activity, and
joint outcomes in participants aged #13 and <70 years with severe hemophilia A without
factor VIII (FVIII) inhibitors or moderate hemophilia A without FVIII inhibitors who are
receiving FVIII prophylaxis and who will start emicizumab treatment as part of this study.
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Trial Identifiers

Eligibility Criteria:

Gender Age Healthy Volunteers
All #13 Years & # 69 Years No
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1. Why is the BEYOND ABR clinical trial needed?

Haemophilia A is a genetic disease caused by a missing or defective blood clotting protein
called factor VIII (FVIII). People with haemophilia A bleed for longer than people without
haemophilia and can also have spontaneous bleeding inside their joints (e.g. knees,
elbows, ankles), muscles and other soft tissues (such as fat, tendons or ligaments), and
difficulties with physical activities. The prevention of joint bleeds, and maintaining good
joint health, is a key goal in the treatment of haemophilia.

Treatments for haemophilia A focus on replacing the missing clotting protein, FVIII,

so a person can form a clot and prevent or reduce the bleeds associated with the
disorder. FVIII replacement therapy is used for routine preventative treatment (known as
prophylaxis). However, FVIII needs to be frequently self-administered (by the patient or
care partner) directly into a vein. Also, a person’s immune system can develop antibodies
that stop the FVIII replacement therapy working (these are known as FVIII inhibitors).

Emicizumab is a non-factor therapy, which is administered directly under the skin
(subcutaneously), and as infrequently as once every four weeks. It is approved for

the treatment of haemophilia A in people with or without FVIII inhibitors, and in all age
groups. It is used for routine prophylaxis in haemophilia A to prevent or reduce the
number of bleeding episodes. Researchers hope that this clinical trial will provide a better
understanding of any benefits of emicizumab beyond bleed control, in terms of joint health,
overall health, and physical activity.

2. How does the BEYOND ABR clinical trial work?

This clinical trial is recruiting people who have moderate or severe haemophilia A and are
currently receiving FVIII prophylactic treatment.

The purpose of this clinical trial is to investigate the effects, good or bad, of emicizumab

in people with haemophilia A. Participants who take part in this clinical trial will be given a
choice of receiving one of three different dosing schedules of emicizumab: either 1.5mg/
kg once a week, 3mg/kg once every two weeks, or 6mg/kg once every four weeks. These
dosing schedules all provide the same dose over time, but the lower doses are given more
often than the higher doses.

Participants will be given the clinical trial treatment, emicizumab, for roughly three years.
Ongoing physical activity will be measured using a wearable activity tracker. Participants
will be seen by the clinical trial doctor before they begin the trial and a total of nine times
during the treatment period (at Months 1, 3, 6, 9, 12, 18, 24, 30, and 36). Visits in Months
9, 18, and 30 may be carried out remotely. These visits will include checks to see how the
participant is responding to the treatment and any side effects they may be having. These
checks may include:
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# Joint magnetic resonance imaging (MRI) scans

# Joint ultrasound scans

# Physical examination of joints

# Questionnaires (e.g. about quality of life, and physical activity levels)

# Blood sample collection

# Side effects

Participants’ total time in the clinical trial will be roughly three years. Participants may
be asked to come to the clinic for a safety follow-up visit 24 weeks after the last dose of

emicizumab. Participants are free to stop trial treatment and leave the clinical trial at any
time.

3. What are the main endpoints of the BEYOND ABR clinical trial?

The main clinical trial endpoints (the main results that are measured in the trial to see if
the medicine has worked) are to evaluate joint health, bleeding, quality of life, and physical
activity over time as assessed by certain clinical criteria and questionnaires.

The other clinical trial endpoints include: the frequency of other medications taken by

the participant to manage pain and improve mobility while taking the trial treatment,

the number of bleeds related to taking part in physical activities, and the number and
seriousness of any unexpected medical problems that occur while on treatment (known as
adverse events).

4. Who can take part in this clinical trial?

People can take part in this trial if they are aged between 13#69 years old, have been
diagnosed with moderate or severe haemophilia A, are receiving FVIII prophylactic
treatment, and have not developed FVIII inhibitors.

People may not be able to take part in this trial if they have previously received
emicizumab prophylaxis, have certain other medical conditions, have previously received
certain treatments, are pregnant or breastfeeding, or are planning to become pregnant.
5. What treatment will participants be given in this clinical trial?

This is an open-label trial, which means everyone involved, including the participants and

the doctors, know which medicine is being used. During the first month, all participants will
be given emicizumab (3mg/kg) as a subcutaneous injection (beneath the surface of the
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skin) once a week for four weeks. After four weeks, participants will be given a choice of
the following treatment schedules, which all provide the same dose of emicizumab over
time but have differences in how often they are given: 1.5 mg/kg weekly, 3 mg/kg every 2
weeks, or 6 mg/kg every 4 weeks.

The treatment schedule will be chosen in consultation with the clinical trial doctor and
the dose may require more than one injection. Participants are able to change treatment
schedules during the trial following discussion with the trial doctor.

6. Are there any risks or benefits in taking part in this clinical trial?

The safety or effectiveness of the experimental treatment or use may not be fully known
at the time of the trial. Most trials involve some risks to the participant, although it may not
be greater than the risks related to routine medical care or the natural progression of the
health condition. Potential participants will be told about any risks and benefits of taking
part in the clinical trial, as well as any additional procedures, tests, or assessments they
will be asked to undergo. These will all be described in an informed consent document

(a document that provides people with the information they need to make a decision

to volunteer for a clinical trial). A potential participant should also discuss these with
members of the research team and with their usual healthcare provider. Anyone interested
in taking part in a clinical trial should know as much as possible about the trial and feel
comfortable asking the research team any questions about the trial.

Risks associated with the BEYOND ABR clinical trial drug

Participants may have side effects (an unwanted effect of a drug or medical treatment)
from the drug used in this clinical trial. Side effects can be mild to severe and even life-
threatening, and can vary from person to person.

Emicizumab

Potential participants will be told about the known side effects of emicizumab, and where
relevant, also potential side effects based on human and laboratory studies or knowledge

of similar drugs.

Emicizumab will be given as a subcutaneous injection (underneath the surface of the skin).
Participants will be told about any known side effects of subcutaneous injection.

Potential benefits associated with the clinical trial
Participants' health may or may not improve from participation in the clinical trial, but the

information that is collected may help other people who have a similar medical condition in
the future.
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For more information about this clinical trial see the For Expert tab on the specific
ForPatients page or follow this link to ClinicalTrials.gov https://clinicaltrials.gov/ct2/show/
NCT05181618

Inclusion Criteria:

. Diagnosis of severe congenital hemophilia A (intrinsic factor VIl [FVIII] level <1%) or moderate
congenital hemophilia A (intrinsic FVIII level #5%) if previously prescribed prophylaxis

. A negative test for FVIII inhibitor (i.e., <0.6 Bethesda Units) during screening period

. No history of FVIII inhibitory antibodies (<0.6 BU/mL using the Bethesda assay) in the last 5 years.
Participants who completed successful immune tolerance induction (ITl) at least 5 years before
screening are eligible, provided they have had no evidence of inhibitor recurrence (permanent or
temporary) as may be indicated by detection of an inhibitor, FVIII half-life <6 hours, or FVIII recovery
<66% since completing ITI

. Participants who were on standard FVIII prophylaxis, defined as the regular administration of FVIII to
prevent bleeding, for at least the last 24 weeks, can be enrolled regardless of the number of bleeds
during this period

. Adequate hematologic, hepatic and renal function

. For women of childbearing potential: agreement to remain abstinent (refrain from heterosexual
intercourse) or use contraception during the treatment period and for at least 24 weeks after the final
dose of emicizumab

Exclusion Criteria:

. Inherited or acquired bleeding disorder other than severe congenital hemophilia A (intrinsic FVIII level
<1%) or moderate congenital hemophilia A (intrinsic FVIII level #5%) without FVIII inhibitors who were
previously prescribed prophylaxis for at least 24 weeks

. Participants who have previously received emicizumab prophylaxis

. Participants that plan to have joint replacement, joint procedure, synovectomy or synoviorthesis at
screening

. Participants who had joint replacement, joint procedure, synovectomy or synoviorthesis: Less than 2
years ago; OR, More than 3 years ago and are still experiencing pain in the joint. For participants who
had joint replacement, joint procedure, synovectomy or synoviorthesis more than 2 years ago who are
not experiencing pain in the joint(s), the participant may be enrolled but the specific joint(s) in which the
procedure was conducted will be excluded from the study

. Participants who have conditions other than hemophilia A that can affect joint health and structure (e.g.,
osteoarthritis) or with severely impaired mobility due to conditions other than hemophilia A

. Participants with known reduced bone mineral density defined as clinically relevant vitamin D deficiency

. Participants with pre-existing uncontrolled or unstable cardiovascular disease not receiving targeted
medication or in a stable condition

. Participants not eligible for MRI

. History of illicit drug or alcohol abuse within 48 weeks prior to screening in the investigator's judgement

. Participants who are at high risk for thrombotic microangiopathy (TMA)

. Previous (within the last 12 months) or current treatment for thromboembolic disease (with the
exception of previous catheter-associated thrombosis for which anti-thrombotic treatment is not
currently ongoing) or signs of thromboembolic disease

. Other conditions (e.g., certain autoimmune diseases) that may currently increase the risk of bleeding or
thrombosis
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. History of clinically significant hypersensitivity associated with monoclonal antibody therapies or
components of the emicizumab injection

. Planned surgery during the emicizumab loading dose phase

. Known HIV infection not controlled by medication

. Concomitant disease, condition, significant abnormality on screening evaluation or laboratory tests,
or treatment that could interfere with the conduct of the study, or that would in the opinion of the
investigator, pose an additional unacceptable risk in administering study drug to the participant

. Receipt of any of the following: An investigational drug to treat or reduce the risk of hemophilic bleeds
within 5 half-lives of last drug administration at screening; A non-hemophilia-related investigational drug
within last 30 days or 5 half-lives at screening, whichever is shorter; or, Any other investigational drug
currently being administered or planned to be administered

. Inability to comply with the study protocol

. Pregnant or breastfeeding, or intending to become pregnant during the study
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