Toward a

better life

Treatments for FSHD: A broader view

There are already many effective interventions

BY NICOL VOERMANS, MD PHD, RADBOUD UNIVERSITY

e hear that currently there is “no cure for FSHD,” but

this does not mean there is no treatment. Treatment
and cure are two different things. There are many treat-
ments already for FSHD. Indeed, most of the drugs being
developed are not a cure but a treatment.

A treatment leads to an improvement in health, but it
may not eliminate the disease, which is what a cure is.
Medical professionals use medicine, therapy, surgery, and
other treatments to help lessen the symptoms. That's what
we've been doing for a long time with FSHD.

A cure, on the other hand, usually refers to complete res-
toration of health. If you think about an infectious disease,
your immune system eliminates the infection. Or you take
an antibiotic and cure the illness. If you fracture a bone
and your bone heals, you are cured.

A lot of diseases cannot be cured but can be treated very
well. For example, diabetes cannot be cured in many patients,
but there are effective, lifelong treatments for diabetes.

As you wait for new medicines, you should use the
many treatments already available to manage your symp-
toms and help you live a better life. These are important
not only for your current health status, but also because
this is an essential part of preparing for participation in
upcoming clinical trials. We call this “trial fitness.”

We clinicians work on designing better clinical trials. We
call this “trial readiness.” As patients, you can contribute to
this effort by becoming as trial-fit as possible.

Multidisciplinary, personalized care

FSHD is more than a disease. It’s a condition that causes
an individual to feel unwell. But the feeling also reflects
the social consequences of having this condition. There’s
an external and public aspect of sickness that involves
society (see figure on page 7).

The new drugs that are currently being developed
for FSHD are directed against the genetic defect or the
toxic DUX4 protein, or the downstream effects that
damage muscle.

A patient with FSHD experiences the consequences of
this muscle damage, such as pain, chronic fatigue, sleeping
difficulties, physical inactivity, and reduced social participa-
tion. We have treatments to address these consequences.

Treatments should be personalized. What might be a

“Clinicians work on
designing better clinical
trials. As patients, you can
contribute to this effort by
becoming as trial-fit as possible.”

/ — NICOL VOERMANS, MD PHD

problem for one person might not be an issue for another.
So when thinking about treatment, you must ask yourself,
What is the problem I am baving? What does FSHD prevent
me from doing, and what is the most important goal I can
reasonably expect to reach?

Good treatment for FSHD is multidisciplinary. In my
center in the Netherlands, we have an FSHD clinic set up
by a rehabilitation doctor. He or she collaborates with the
physical therapist, occupational therapist, speech therapist,
psychologist, dietician, and social worker. Our neuromus-
cular nurse practitioner calls the patients two or three
weeks before the appointment and asks, What are your
current questions? The visit is then dedicated to the issues
the patient would like to address.

Breathing and cardiac care

At our clinic, we assess respiratory strength in FSHD
patients. The simplest way is spirometry. The test looks

at the volume and velocity of air blown out of the lungs.
Typically, in neuromuscular disorders, there’s a reduced
strength of the respiratory muscles, which results in a reduc-
tion of “forced vital capacity” (the maximum amount of air
you can exhale). This should be measured while sitting up
and also while lying down (the latter because the dia-
phragm will move up a little bit as you don’t have gravity to
help you push the abdominal contents down).

People with weakness of respiratory muscles will
develop symptoms of hypercapnia (too much carbon diox-
ide in the blood) when lying down. This causes shortness of
breath when lying down or bending forward, reduced sleep
quality, and morning headache. You may be tired or fall
asleep during the day. This is caused by a disturbed sleep
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cope with life.”

pattern because if your carbon dioxide is not eliminated
sufficiently, the body will wake slightly during the night.
You will not wake up completely, but you won'’t reach
the deep phases of sleep, and that will cause all of these
symptoms during the day.

That’s why it’s vital to test lung function even when
patients don’t report symptoms of breathlessness during
the day. In FSHD, approximately 40% of patients in wheel-
chairs or with scoliosis develop respiratory weakness to a
degree that support is necessary.

Cardiac screening is also performed when a patient
establishes care with a doctor. With FSHD, we don’t usu-
ally see any abnormalities in the heart muscle, so cardiac
ultrasound is generally normal.

The electrocardiogram (ECG), on the other hand, may
show abnormalities in the rhythm of the heart. There
might be a delay in the conductance of the electric signal,
which is called right bundle branch block. In general, this
doesn’t cause symptoms and is not progressive. If it is
detected, it will be followed up a year or two later. Patients
are informed about it so if an ECG is made in another situ-
ation, they’re at least aware that they have this.

Chronic pain and fatigue
Treatment of chronic pain and fatigue is a topic to raise
with your physical or occupational therapist. There’s very

useful information on pain management by Dr. Katherine
Mathews and her colleagues (see FSHD Society YouTube).

Nicole Voet performed a study 10 years ago of home
exercise several times a week and cognitive behavioral
therapy aimed at increasing physical activity in daily life.
The results showed that with both interventions, compared
to no intervention, patients became more physically active,
slept better, had less fatigue, and were more able to par-
ticipate in social activities.

Another project in our rehabilitation department was
the “energy self-management program” for patients with
various neuromuscular disorders. Researchers treated
29 severely fatigued people with different disorders for
a month of self-management treatment, and 24 people
received usual care. This study showed that people in the
self-management program improved in walking. They were
better able to endure physical activity and had better social
participation, and these effects were sustained even after
11 months.

Many patients who participated in these studies said
that the social support of other participants in the group
was very helpful even years later.

Lifestyle interventions are also very critical. As a typical
person grows into adulthood, muscle mass and strength
increase and then stabilize. At about 30 to 35 years of age,
muscle strength starts to decline.
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There’s a large range in muscle mass and strength among
individuals, related to genetic factors, disease, and lifestyle.
A person with FSHD might be less strong than other people,
but they could actually be a bit stronger than someone with
an unhealthy lifestyle or conditions such as diabetes or
chronic lung disease.

With lifestyle interventions, you aim to give yourself a
bit of an advantage (see figure below). Although it might
not seem like much, it’s important to pay attention to it.

I ask my patients, What aspects of your lifestyle can you
change in the next few years? Which changes could be
sustainable? What help do you need? No one will have a
perfect lifestyle, but you can always think of something
you can change for the better.

Mental and social well-being
Wellness involves mental and social health as well as
physical health.

Often, adolescent patients are reluctant to see a psy-
chologist because they don'’t think they have a problem. I
tell them, if you go to the physical therapist to train your
muscles, why not go to the psychologist to train your
thoughts? They can also become stronger with training.
One of the approaches our psychologists use is ACT
(acceptance and commitment therapy; see FSHD
Society YouTube).

We also look at facial weakness and communication. We

performed a study on the consequences of facial weakness
on communication and social participation. We invited
many patients to participate, but the average age of the
participants was about 52 or 53.

Younger people were reluctant to participate and
described facial weakness as upsetting. Older people said
when they were younger it was difficult, but it became
less of a problem as they became more self-confident and
developed relationships. But they would have liked to
have had support for this when they were teenagers. With
the popularity of selfies, I think facial weakness might
even be more of an issue for young patients today.

Facial expression is something we should consider
as part of the multidisciplinary treatment with a speech
therapist. Not only does it affect communication, but there
are many ways to compensate for it. We are thinking about
how to develop these insights into group therapy.

Care for children with FSHD
Children with symptoms before age 10 may have a more
severe form of FSHD. They have a higher risk of hearing
loss and abnormal blood vessels in the retina of the eye.
They should have regular hearing and eye exams. It’s criti-
cal to catch these issues. Early intervention can prevent
vision loss and delays in learning language.

A small subset of children have a very severe form of
FSHD which is present before the age of five, but there are

also children with a family

Lifestyle intervention
FSHD patients — muscle mass and strength in aging
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history of FSHD who are
diagnosed early. They may
have fatigue, or not be able
to smile, run well, or close
their eyelids, but have no
other visible disability. Yet
these children have difficul-
ties in school. They try to
keep up with the physical
capacities of their peers, but
they can’t. It’s an invisible
handicap. You cannot see it,
but they encounter it daily.

It's essential to support

these children. Our pediatric
changes can
lower the disability
threshold

Environmental
:I: rehabilitation department is
doing a great job with them,

Age

> and I hope their methods
will become available in

other countries.

People vary in loss of muscle function as they age. When muscle function goes below a certain level, the person

experiences disability. Lifestyle interventions that slow the loss of muscle function may delay disability.

continued on page 19 ...
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This coming June in the Mile High City, the FSHD Society will bring together
world leaders in FSHD research, patient care, advocacy, and education.

Mark your calendars. Registration opens in January.

« JUNE 12: FACT Alliance Workshop (invitation only)

« JUNE 13-14: 31st Annual International Research Congress (IRC)

* JUNE 15-16: FSHD Connect patient conference

« JUNE 17: Project Mercury global task force meeting (invitation only)
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Treatments for FSHD

... from page 8

FSHD affects entire families, and an important
aspect of care is genetic counseling. This includes
talking to family members and understanding dif-
ferent reproductive options.

Lastly, I always talk with patients about the
precautions to take for a medical emergency. If
you get into an accident and the medical respond-
ers don’t understand FSHD, or you’re unconscious,
the doctor might use inappropriate medication
for general anesthesia, so it’s important to carry a
medic alert card. You can find them online; print
them out and carry them in your wallet. You can
also download an ICE (In Case of Emergency) app
and enter the relevant information. ¥
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