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This chapter of the Friedreich Ataxia Clinical Management Guidelines and the recommendations and best
practice statements contained herein were endorsed by the authors and the Friedreich Ataxia Guidelines
Panel in 2022.
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Disclaimer

The Clinical Management Guidelines for Friedreich ataxia (‘Guidelines’) are protected by copyright
owned by the authors who contributed to their development or said authors’ assignees.

These Guidelines are systematically developed evidence statements incorporating data from a
comprehensive literature review of the most recent studies available (up to the Guidelines
submission date) and reviewed according to the Grading of Recommendations, Assessment
Development and Evaluations (GRADE) framework © The Grade Working Group.

Guidelines users must seek out the most recent information that might supersede the diagnostic
and treatment recommendations contained within these Guidelines and consider local variations in
clinical settings, funding and resources that may impact on the implementation of the
recommendations set out in these Guidelines.

The authors of these Guidelines disclaim all liability for the accuracy or completeness of the
Guidelines, and disclaim all warranties, express or implied to their incorrect use.

Intended Use

These Guidelines are made available as general information only and do not constitute medical
advice. These Guidelines are intended to assist qualified healthcare professionals make informed
treatment decisions about the care of individuals with Friedreich ataxia. They are not intended as a
sole source of guidance in managing issues related to Friedreich ataxia. Rather, they are designed to
assist clinicians by providing an evidence-based framework for decision-making.

These Guidelines are not intended to replace clinical judgment and other approaches to diagnosing
and managing problems associated with Friedreich ataxia which may be appropriate in specific
circumstances. Ultimately, healthcare professionals must make their own treatment decisions on a
case-by-case basis, after consultation with their patients, using their clinical judgment, knowledge
and expertise.

Guidelines users must not edit or modify the Guidelines in any way — including removing any
branding, acknowledgement, authorship or copyright notice.

Funding

The authors of this document gratefully acknowledge the support of the Friedreich Ataxia Research
Alliance (FARA). The views and opinions expressed in the Guidelines are solely those of the authors
and do not necessarily reflect the official policy or position of FARA.
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17. End-of-life care in Friedreich ataxia

Lauren Treat, Mary G. Kearney and Neal J. Weisbrod

This chapter addresses important issues related to end-of-life care for individuals with Friedreich ataxia,
including advance care planning, palliative care and the option of hospice care in the final stages of life.
Although relevant to end-of-life care, palliative care can also be useful at earlier stages in a person’s life
and advance car planning should be discussed early on so that an individual with Friedreich ataxia can
retain control over their treatment and management. In making recommendations for management of
end-of-life care, the authors were tasked with answering the following questions:

For individuals with Friedreich ataxia what is the best management for advance care planning? (see
17.1)

For individuals with Friedreich ataxia what is the best management for palliative care? (see 17.2)

For individuals with Friedreich ataxia what is the best management for end-of-life (hospice) care? (see
17.3)

17.1 Advance care planning

17.1.1 Background

Friedreich ataxia (FRDA) is a progressive neurological condition where the person loses their ability to
care for themselves and may often be unable to communicate their wishes about their care when the
disease is at an advanced stage. Advance care planning (ACP) can help the person with FRDA to be in
control of their care by expressing their values and preferences surrounding health care decisions. There
is no published literature on ACP in FRDA. However, there is evidence from other progressive and life-
threatening illnesses that ACP increases compliance with patients’ end-of-life wishes, decreases the use
of life-sustaining treatment, increases hospice and palliative care and reduces hospitalizations (1).
However, health care professionals in general may not be familiar with the communication skills needed
to discuss ACP (2).

17.1.2 Benefits of ACP

ACP allows a person with FRDA to retain control over their future treatment and management and
improve the likelihood of receiving care which matches their own goals. People react in different ways to
discussing ACP. A small study of people with advanced multiple sclerosis showed that some were able to
make clear decisions, some undertake planning without a clear advance directive and some are still
‘hoping for a cure’ and do not wish to look ahead (3). The European guideline on palliative care for
people with progressive multiple sclerosis (4) suggests that:

e early discussion of the future with ACP should be offered to people with severe disease
e regular communication about the future progression of the disease is undertaken with patients
and families/caregivers.
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These good practice statements could be adopted for those with FRDA in conjunction with discussing
with the individual the rationale and benefits of ACP, while avoiding coercing them into a conversation
they are not ready to have.

Over the last 20 years, many organizations have helped people with ACP. In the USA, one common form
of advance directive is “Five Wishes” (https://fivewishes.org). It is marketed (at very low cost) as an easy
to complete form to let a person's wishes be known. In addition, it has a version appropriate for
teenagers and another version for children. Information about ACP in Australia can be found at
www.advancecareplanning.org.au. In Ireland, one advance directive is “Think Ahead” and it can be
accessed from the Irish Hospice website (https://hospicefoundation.ie/i-need-help/i-want-to-plan-
ahead/think-ahead/).“Let me decide” (http://www.letmedecide.org) is another option for ACP
resources.

Best practice statement

Given the advances in medical technology that can prolong life in the setting of advanced disease,
all adults with Friedreich ataxia should consider appointing a designated healthcare
representative. This person may be a trusted family member, close friend or independent
advocate who will act on the authority of the person with Friedreich ataxia. It is important that
the representative understands the care the person with Friedreich ataxia would like or not wish
to have.

Treatment preferences can be set out in an advance care plan in case the person with Friedreich
ataxia becomes disabled or unable to communicate their own wishes.

Recommendation

Grading for strength of recommendation and level of evidence

For the rating of the strength of the recommendation, in addition to evidence from studies in FRDA,
evidence from like conditions, clinical experience and expert consensus are taken into account when
published evidence is not available.

The level of evidence is based on published evidence from studies in FRDA. If there is no published
evidence in FRDA, evidence from other like conditions or clinical expertise may have been used to make
the recommendation — this is graded as ‘very low’ or in some cases ‘low’ level evidence. See the table
below for an explanation of the symbols used to grade recommendations.

Strength of recommendation Symbol Level of evidence | Symbol
Strong for intervention ™ High OPDD
Conditional for intervention ™ Moderate Y @)
Neither intervention nor — Low 00
comparison

Conditional against intervention N Very low 000
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Strong against intervention NN
Should advance care planning versus no advance care planning be used Strength | Level of
for individuals who have developed major complications such as evidence*

diagnosis with heart failure, difficulty ambulating, dysphagia, or barriers
to communication with Friedreich ataxia?

We conditionally recommend advance care planning (ACP) for individuals = 00
with Friedreich ataxia who have reached adulthood, have major

complications such as heart failure, have experienced a significant

change in their mobility, have dysphagia or have barriers to

communication, bearing in mind that the published literature on ACP is in

heart failure. ACP should also address the "future loss of dignity" by

putting in place a safeguard that a person’s own values and wishes be

respected in their care. This would help to implement a degree of control

over a disease which is often out of the control of the person with

Friedreich ataxia.

Justification: The Friedreich’s ataxia clinical management guideline patient and parent advisory
panel felt this was a serious topic that needed to be addressed, and depending on the person’s
circumstances, could be urgent. It has not been studied in those with Friedreich ataxia to date.

Studies have demonstrated that an ACP program can be effective in facilitating end-of-life care
consistent with patient preferences (1).

Subgroup considerations: Advance care planning is more important in adults with Friedreich
ataxia, particularly since the life expectancy is between 40 and 50 years of age. For children and
teenagers, if there is any evidence of life-altering or life-limiting illness, ACP should be discussed
with them. The parent often makes several decisions for those under the age of consent, but
children can often be included in a sensitive way and assent to healthcare decisions, and
teenagers can often take a more active role in decision making.

Lay summary

Lay summary of clinical recommendations for advance care planning in Friedreich ataxia

Friedreich ataxia is a progressive condition, which often leaves the individual dependent on others
for care and can also impact one’s ability to communicate with the medical team and loved ones.
It is therefore important that a person with Friedreich ataxia lets the carers know in advance about
the treatments they want, as well as those they wish to avoid should they become unable to
communicate their wishes.

The advance care plan (ACP) may take the form of a discussion or a written record. Ideally, it
should be reviewed on an annual basis, as well as with any significant deterioration in health.

Why this recommendation?
It is suggested that advance care planning be considered for patients who have:
e reached adulthood

e developed major complications such as a diagnosis of heart failure
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e had a significant change in their mobility
e developed difficulty swallowing, which often results in pneumonia
e early signs of communication difficulty.

Having a discussion about what is most important in life, including preferences to receive or avoid
future interventions, improves the likelihood that care is delivered in a manner that matches an
individual’s goals. Providing care individualized to a person’s values can be challenging when no
care planis in place and the person is no longer able to communicate their wishes or when an
illness arises unexpectedly.

What does this mean for you as a person living with Friedreich ataxia or caring for someone
living with Friedreich ataxia?

For those who are caring for someone with Friedreich ataxia, it is important to understand the
wishes of the individual affected by Friedreich ataxia with respect to their medical care. While the
person may not want to discuss precise details, it is important for the carer to have a general idea
of their wishes, including:

e whether they want to remain at home, go to a nursing home or be admitted to an acute
hospital should they become dangerously ill

o whether they wish for a feeding tube to be inserted into their stomach should they have
considerable difficulty swallowing

e whether they want to receive cardiopulmonary resuscitation in the setting of
cardiorespiratory arrest or instead to be allowed a natural death.

Who is this recommendation specifically for?

This recommendation is for all individuals with Friedreich ataxia, but particularly for those whose
health is deteriorating or those with communication impairments that may affect their ability to
communicate their wishes to carers and healthcare professionals.

17.2 Palliative care

17.2.1 Background

Palliative care seeks to promote high quality care for individuals with life-altering and/or life-limiting
medical illness by addressing physical, emotional, psychological, and spiritual sources of suffering (5). In
contrast to hospice support at end of life, involvement of palliative care specialists can begin as early as
the time of diagnosis or in reaction to a complication of illness that impairs one’s ability to live well.

Individuals with FRDA face a challenging prognosis of progressive disease that often results in significant
disability and a shortened lifespan (6); this knowledge alone can have psychological, emotional, and
spiritual impacts even before the onset of physical symptoms. Individuals with FRDA are eligible for and
can benefit from palliative care from early in their course through to end of life by proactively promoting
quality of life in any phase of the illness.
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17.2.2 Benefits of palliative care

Recognizing that individuals with FRDA often are under the care of multiple medical subspecialists, the
addition of a palliative care team can help to maintain a holistic view of the individual’s quality of life
while also promoting goals that emphasize living well in the context of serious medical illness.

Functions of a palliative care team can include helping with care coordination, providing additional pain
and symptom management, facilitating shared decision making for medical treatments, and advocating
for whole-person care in the midst of medical management. Palliative care teams are available in both
hospital and clinic settings, depending on the institution.

17.2.3 Management of palliative care

Palliative care is generally added on top of usual care as an extra layer of support for individuals facing
serious medical illness. Palliative care specialists generally set out to understand the goals and values of
the individual, apart from their medical iliness, and then help the patient and family create a treatment
plan that aligns with those goals and values. Physical symptoms such as pain, fatigue, and disability can
challenge the way that individuals with FRDA are able to live their life and palliative care teams are well-
suited to provide interdisciplinary care that aims to relieve the suffering of patients and families.

Palliative care teams can provide consultation in the hospital during times of acute need, as well as in the
clinic setting to address chronic concerns, although availability varies widely in different parts of the
world.

Best practice statement

All patients with Friedreich ataxia should be offered palliative care at specific time-points, such as
with their transition to adult care, as well as when clinical milestones occur (e.g., loss of
ambulation, onset of dysphagia, and with development of symptomatic heart failure) so that
quality of life and future care preferences can be discussed.

Recommendation

Should specialty palliative care versus usual care be used for adults with Strength | Level of
heart failure with Friedreich ataxia? evidence*

We suggest that a palliative care consultation should be considered for ™ 0O
individuals with Friedreich ataxia complicated by heart failure,

particularly when there is a large burden of symptoms, poor perceived

quality of life, or an upcoming medical decision to be made about which

there is uncertainty of benefit or a significant impact on quality of life.
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Justification: While there is no direct evidence in the Friedreich ataxia population, we can
extrapolate to some degree from the heart failure population and expert consensus on the
subject. The effect size doesn’t appear to be large in many of the studies on palliative care, but
well-designed studies often show improvement in symptom measures or quality of life measures
(7-11). Many of these studies involve a home care or telehealth component, and where available
these more patient-centered approaches to palliative care contact are likely to be beneficial
compared to interventions limited to the hospital or office (9, 11-14). In situations such as during
the COVID-19 pandemic, a telehealth component would be appropriate and appreciated.

Subgroup considerations: This recommendation is for individuals with Friedreich ataxia with heart
failure.

Lay summary

Lay summary of clinical recommendations for palliative care in Friedreich ataxia

Palliative care seeks to promote high-quality care for individuals with life-altering and/or life-
limiting medical illness by addressing physical, emotional, psychological, and spiritual sources of
suffering. Involvement of palliative care specialists can begin as early as the time of diagnosis or in
reaction to a complication of illness that affects one’s ability to live well.

Palliative care is generally added to usual care as an extra layer of support for individuals facing
serious medical illness. Palliative care specialists generally set out to understand the goals and
values of the individual, apart from their medical illness. They also help the patient and family
create a treatment plan that aligns with those goals and values, which can include a formal
advance care plan.

Why this recommendation?

No studies have looked at palliative care specifically in Friedreich ataxia, but there are many
studies of how palliative care helps people with heart disease as well as for people with
progressive neurological conditions. For those with heart failure, palliative care benefits include
improvements in quality of life, better symptom management, and reduced anxiety and
depression. For carers of people with heart failure, inclusion of palliative care can help prevent
'‘burnout' and leads to better satisfaction with care.

We encourage all individuals with Friedreich ataxia to consider engaging with palliative care
specialists to promote whole-person care at all stages of illness. Early introduction of palliative
care allows an individual and their family to build long-term support that can be engaged readily
during periods of medical strain.

Alternatively, many people are referred for palliative care when their condition places more
limitations on the way they wish to live, such that discussions of quality of life become focused on
interventions that one may or may not wish to undergo. In all phases of illness, the goal of
palliative care remains the same: to help individuals with serious illness live as well as possible for
as long as possible.
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What does this mean for you as a person living with Friedreich ataxia or caring for someone
living with Friedreich ataxia?

Engaging with palliative care specialists at all stages of illness can promote whole-person care for
you and your family or carers, and help to build long-term support that can be engaged readily
during periods of medical strain.

Alternatively, you may be referred for palliative care when your condition places more limitations
on the way you wish to live. At this stage, discussions of quality of life become focused on
interventions that you may or may not wish to undergo.

Who is this recommendation specifically for?

This recommendation applies to all individuals with Friedreich ataxia, but is particularly relevant
for those who have already experienced limitations on their quality of life related to their disease.
Examples of such limitations include loss of ambulation, swallowing problems or need for a
feeding tube, and activity restrictions related to heart disease. In addition, palliative care is
particularly important for those individuals who would like to discuss what a comfort-focused
approach to medical care could look like in the context of their specific circumstances.

17.3 End-of-life care

17.3.1 Background

FRDA leads to a progressive multisystem decline with loss of ambulation after an average of 15 years and
a shortened survival. In one study, mean age at death was 39 years (15), while in an earlier study,
individuals with FRDA survived an average of 36 years after onset of the disease (16). By the time
individuals with FRDA reach the end of life they have often accumulated significant neurological
symptoms including wheelchair dependence, dysphagia, dysarthria, hearing and visual impairments, and
cardiac complications such as heart failure and arrhythmias. Their increased risk of arrhythmias can lead
to sudden death. Thus, end-of-life care for individuals with FRDA is generally quite complex, with high
degrees of disability and dependence as well as the potential for high symptom burden.

17.3.2 Considerations for end-of-life care

Recognizing that dependence and symptom burden may be high in the final phase of life for individuals
with FRDA, it is important to consider how and where care will be delivered. Some individuals may have
to rely significantly on family and friends for care, while others may have the ability to engage
professional help. Hospice care at the end of life can be helpful in providing patient and family-centered
care, and while hospice care can be provided in many locations of care, it most often occurs in the home
setting. This type of care is particularly well suited for individuals who value avoiding burdensome
treatments and hospitalizations in favor of maximizing quality of life and comfort, and studies support
this with a finding that individuals enrolled with hospice are much less likely to be readmitted to the
hospital (17, 18).
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17.3.3 Management of end-of-life care

It is challenging to be definitive about the prognosis for an individual with FRDA, but uncertainty should
not be a barrier to discussing goals of care. For those seeking a comfort-focused approach, we
recommend early discussion of when and how hospice care can be beneficial. For patients who are
interested, this can initiate dialogue with a hospice agency and collaboration with the treating physician
to determine when is the appropriate time to enroll.

It is important to note that the timing of hospice care may vary significantly between countries given the
differences in eligibility requirements. For example, in the United States the Center for Medicare &
Medicaid Services (CMS) lists an expected prognosis of less than 6 months as a criterion for enrolment.

Best practice statement

Individuals with Friedreich ataxia should receive end-of-life care tailored to their individual
healthcare-related values, with a focus on alleviating burdensome symptoms and promoting their
opportunity to choose the location of care if such a preference exists.

Recommendation

Should hospice support versus usual care be used for people with Strength | Level of
advanced heart failure with Friedreich ataxia? evidence*
We suggest that people with Friedreich ataxia with advanced heart ™ 000

failure would benefit from hospice support when their goals align with a
comfort-focused approach and the individual’s prognosis meets eligibility
criteria — usually a life expectancy of 6 months or less if the disease runs
its natural course.

Justification: While there is little evidence directly pertaining to this question, studies indicate
that the readmission rate to the hospital is lower in patients with heart failure enrolled in hospice,
and for those valuing low burden treatments in a familiar environment this is an important
outcome. In addition, our clinical experience is that hospice care can greatly improve quality of life
by providing expert symptom management and providing care in the patient’s home
environment.

Subgroup considerations: This recommendation is for individuals with Friedreich ataxia with
advanced heart failure. Hospice enrolment criteria vary by country; however, it is worth noting
that certain populations may be eligible to continue life prolonging treatments and re-
hospitalization while still receiving hospice benefits. In the United States these populations
include military veterans and children.
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Lay summary

Lay summary of clinical recommendations for end-of-life care in Friedreich ataxia

Friedreich ataxia is a progressive multisystem condition that leads to a shortened life-span,
especially for those who have heart complications (such as irregular heart rhythm and/or heart
failure). For those without heart complications, as the end-of-life approaches, individuals are often
dependent on people to help them with all activities of daily living. They can also have difficulty
with mobility, hearing, speaking, seeing and swallowing food.

Hospice care at the end of life can be helpful in providing patient and family-centered care. This
type of care is particularly well suited to individuals who value avoiding burdensome treatments
and hospitalizations in favor of maximizing quality of life and comfort. However, availability of
hospice care may vary between and within countries.

Why this recommendation?

There is no specific research looking at the optimal end-of-life care for individuals with Friedreich
ataxia, although anecdotal information from families confirms the value of the hospice ethos,
which encourages the person with Friedreich ataxia to have significant input into their end-of-life
care. Since 4 in 5 deaths in Friedreich ataxia may be attributed to heart disease, we looked at end-
of-life and hospice care for people with heart failure. The limited research infers that there may be
benefits to hospice care in the Friedreich ataxia population. Consequently, this recommendation is
based on best practice principles in helping patients receive medical care at the end of life that
aligns with their expressed goals and values, and maximizes their access to resources which may
improve their quality of life, such as receiving comfort-focused care at home through hospice
support for patients who wish for this type of care.

What does this mean for you as a person living with Friedreich ataxia or caring for someone
living with Friedreich ataxia?

We encourage people with Friedreich ataxia and their families to engage in open dialogue with
their healthcare providers about their end-of-life care preferences, particularly as the disease
progresses to advanced stages. Part of this discussion may include identification of local support
resources for comfort-focused care, which could occur through partnership with a hospice agency.
Understanding the available resources, eligibility guidelines, and the benefits versus burdens of
enrolment in hospice can be helpful for individuals with Friedreich ataxia who wish to pursue the
highest degree of comfort-focused support at the end of their life.

Who is this recommendation specifically for?

This recommendation is most applicable for individuals with Friedreich ataxia and advanced
disease including heart failure, particularly for those with a life expectancy of 6 to 12 months if
their disease follows its natural course.
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