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Abstract

Parkinson’s disease (PD) affects 1%–2% of individuals older than 60 years and is the 14th leading cause of
death in the United States. People with PD, across all stages of the disease, suffer from a significant symptom
burden that includes many nonmotor symptoms (such as depression, fatigue, pain, and dementia), and most will
ultimately die from complications of this degenerative and incurable illness. Even at diagnosis, a palliative care
(PC) approach can help the patient adjust to his or her diagnosis and maintain an optimal quality of life. We
brought together a team of PD and PC experts to assemble practical tips for the care of people with PD. The
‘‘Top 10’’ format emphasizes the most relevant issues to enable PC clinicians to provide optimal care for those
suffering with this complex neurodegenerative disease.

Keywords: neurodegenerative disorder; neurological disease; nonmotor symptoms; palliative care; Parkinson’s
disease; symptom control

Introduction

Parkinson’s disease (PD) is the second most common
neurodegenerative disorder, affecting 1%–2% of indi-

viduals older than 60 years.1 While it is primarily known for
its effects on movement, PD also causes a tremendous non-
motor symptom burden (e.g., depression, fatigue, and pain),
as well as social, and spiritual distress that typically impairs
quality of life more than motor dysfunction does.2,3 Ulti-
mately, about 70% of afflicted individuals die from PD-
related complications, making it the 14th leading cause of
death in the United States.4,5

Currently, nonmotor symptoms in PD are underdiagnosed
and undertreated; psychosocial, spiritual, caregiver, and
practical issues are underrecognized; and high rates of hos-
pital deaths and low rates of hospice use suggest a lack of
discussion regarding prognosis and goals of care.6,7 There is a
significant need for the integration of palliative care (PC) into
the treatment of people with PD to address these gaps in care.
As a small but dedicated group of individuals work to im-

prove access to PC for those with PD,8 we hope that this
article helps to inform those PC specialists who have the
opportunity to care for individuals with PD. The many motor
and nonmotor manifestations of PD, as well as the changing
landscape of recommended pharmacological and surgical
treatments in this disorder, require PC clinicians to learn
about PD and collaborate closely with neurologists to provide
the highest quality care to these patients and their families.

Tip 1: PD Is More Than a Movement Disorder

People with PD report an average of at least eight nonmotor
symptoms, which are often more difficult to recognize and treat
than motor symptoms.9–11 As described in Table 1, nonmotor
symptoms include autonomic dysfunction, gastrointestinal dis-
orders, pain disorders, sensory deficits, cognitive dysfunction,
ophthalmologic abnormalities, neuropsychiatric disorders, skin
abnormalities, speech dysfunction, and sleep dysfunction. In
fact, the symptom burden in PD has been shown to be similar to
metastatic cancer.12
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Tip 2: PD Is the Most Common Cause of
Parkinsonism; However, a Group of Conditions Called
Atypical Parkinsonian Disorders Are More Rapidly
Progressive and Have Limited Response
to Therapies Compared with PD

Parkinsonism is a syndrome characterized by several
motor signs and symptoms, including muscle stiffness (ri-
gidity), slow movements (bradykinesia), imbalance (postural
instability), shuffling gait, and a rest tremor. While PD is the
most common cause of parkinsonism, other neurodegenera-
tive conditions, also called atypical parkinsonian disorders or
Parkinson-plus syndromes, are important to consider given
therapeutic and prognostic implications. The most common
atypical parkinsonian conditions and their characteristic
features include the following:

(1) Dementia with Lewy Bodies: dementia and visual
hallucinations early in the disease course, significant
fluctuations in consciousness, and high risk of side
effects from neuroleptics (worsening parkinsonism
and delirium).13

(2) Progressive Supranuclear Palsy: early and significant
dysarthria, dysphagia, and imbalance and supranuclear
gaze palsy (particular difficulty with downgaze).14

(3) Multiple System Atrophy: formerly Shy-Drager syn-
drome and prominent and severe autonomic dysfunc-
tion (orthostatic hypotension, sexual dysfunction, and
neurogenic bladder).15

(4) Corticobasal Degeneration: myoclonus (rapid jerks),
dystonia (abnormal muscle contractions and posturing),
apraxia (difficulty with skilled movements and use of
tools), and alien limb phenomena.16

Compared with PD, these associated conditions have a
faster progression to disability, higher rates of dementia, re-
duced benefit from dopaminergic therapies, and worse
overall prognosis (five- to nine-year typical life expectancy
from diagnosis).17 Notably, the PC needs of this patient
population and the caregivers are similar to PD, and thus, the
majority of the discussion that follows is pertinent.18

Tip 3: Individuals with PD Derive Significant
Benefit from Dopaminergic Medications Throughout
the Course of Their Disease, But Motor Fluctuations
and Dyskinesias May Occur at Even Moderate
Stages of the Disease, and Adverse Neuropsychiatric
and Autonomic Effects of These Medications
at Later Stages of Disease May Limit Their Dosing

Dopaminergic medications should be continued through-
out the course of PD, given the significant motoric benefit
derived from these medications. Approximately five years
after diagnosis of PD, most patients will begin to develop
‘‘motor fluctuations,’’ characterized by motor deterioration
(also called ‘‘off-time’’) up to several hours before their next
dose of medication. Initially, these motor fluctuations can be
ameliorated with medication changes such as increased fre-
quency of dosing, the initiation of long-acting formulations
of levodopa, the addition of dopamine extenders, and/or
adding dopamine agonists (Table 2).19 Within a few years,
however, dopaminergic therapy might unpredictably and
suddenly stop working (called ‘‘sudden off-time’’) or a dose
may fail to produce any benefits at all (called ‘‘dose fail-

ures’’).20 Oral dosing of dopaminergic medications in the
setting of neurodegeneration often leads to irregular swaying,
rocking, and writhing movements that are called dyskinesias,
which may be more debilitating than the underlying motor
symptoms caused by PD.21

Simplifying medications in advanced PD to focus mostly
on levodopa is preferable to reduce medication burden and
ameliorate prominent neuropsychiatric and autonomic side
effects from dopaminergic therapy.22 Dopamine agonists,
amantadine, and trihexyphenidyl typically have to be ta-
pered off as the disease progresses, given that psychosis,
inattention, and delirium can result from continued use of
these medications at the advanced stages of the disease.
These psychiatric symptoms can even occur at early to
moderate stages of PD in those older than 70 years.23 In
addition, medication-induced sedation and orthostatic hy-
potension can limit the use of levodopa at all stages of PD
but may be more prominent at later stages and should be
carefully monitored.

Finally, abrupt cessation or withholding of dopaminergic
medications is contraindicated in PD in almost all circum-
stances. In particular, people can experience severe disability
due to motor and nonmotor symptoms in the ‘‘off-
medication’’ state, and there is a very rare risk of a potentially
fatal condition called parkinsonism/hyperpyrexia syndrome.
In the case of dopamine agonists, there can be significant
withdrawal when dopamine agonists are not tapered off
slowly, called dopamine agonist withdrawal syndrome,
which is associated with severe agitation, psychosis and/or
depression, and worsening of motor symptoms that may
persist for months to years.24

Tip 4: Surgical Therapies (Deep Brain
Stimulation, Thalamotomy, and Levodopa
Intestinal Infusion Therapy) May Be Used
to Control Motor Symptoms

Deep brain stimulation (DBS) is the most commonly
performed PD surgery today. A neurostimulator is surgically
implanted in the patient’s chest wall with electrodes im-
planted in specific deep brain nuclei. DBS alleviates dis-
abling motor symptoms (tremor, rigidity, slowness, dystonia,
dyskinesia, and on/off fluctuations) that persist despite opti-
mized medical management.25,26 It typically does not help
axial symptoms (such as balance, speech, and swallowing
impairment) or nonmotor symptoms (such as cognitive, be-
havioral, and autonomic impairment). Furthermore, DBS is
contraindicated in patients with dementia or unstable psy-
chiatric problems, as it can make these issues worse. Risks
of DBS include intraoperative stroke, postoperative infec-
tion, battery depletion, other hardware complications, and
stimulation-induced side effects (such as strained speech and
behavioral complaints). It is important to note that DBS
usually continues to benefit people throughout the course of
PD. Therefore, to prevent severe motor worsening (return of
disabling tremor, dyskinesia, and painful dystonia and stiff-
ness), DBS therapy should be considered palliative therapy
and continued (with battery replacements, if necessary) even
in end-stage PD.

Two other surgical therapies are sometimes used to alle-
viate motor symptoms, usually when DBS is contraindicated.
Ablative brain surgery is an older stereotactic technique in
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which a brain lesion is created to relieve disabling tremor. It
still carries the risks of intracranial surgery and can only be
unilateral, but has the benefits of having no implanted hard-
ware and no need for complicated postoperative manage-
ment. Duodopa (AbbVie, North Chicago, IL) is a therapy in
which levodopa enteral suspension is continually infused
from an external pump directly into the jejunum via a per-
cutaneous endoscopic gastrostomy with a jejunal tube (PEG-
J tube). It is most commonly used in patients who are not
candidates for DBS, but carries the risk of gastrointestinal
complications.

Tip 5: Isolation Due to Multiple Factors, Including
Mobility and Communication Difficulties, Is a Major
Cause of Suffering in PD

People with PD face many impediments that lead to a
diminished number and quality of social interactions, eroding
relationships, and fostering feelings of alienation and loss of
identity. Motor symptoms such as rigidity, bradykinesia, and
postural instability, as well as other nonmotor symptoms such
as pain and autonomic dysfunction, make travel outside of the
home challenging, decreasing opportunities to participate in
social activities.27–29 Neuropsychiatric changes such as de-
mentia, psychosis, depression, anxiety, daytime somnolence,
and apathy decrease the frequency of opportunities to interact
with the outside world and can impair effective communi-
cation when these opportunities are present.30 In addition, the
extent of neuropsychiatric symptoms influences caregiver
burden and distress.31 Hypophonia (quiet speech) and bra-
dyphrenia (slowness of thought) make conversations diffi-
cult. Furthermore, the reduced facial expression (hypomimia)
seen in PD, often called ‘‘masked facies,’’ can render emo-
tional connection difficult.32 The social stigma experienced
by those with Parkinson’s further erodes social connections
and creates a sense of outsiderness and devaluation, which
can lead to feelings of shame, embarrassment, and demor-
alization, ultimately leading many of those affected to
withdraw socially.30,33

Treating underlying issues whenever possible is the first
step; speech therapy and the use of speech amplifying devices
to improve hypophonia, antidepressants and psychotherapy
to reduce depression, and melatonin to improve sleep quality
and ameliorate daytime sleepiness are several examples.
Educating friends and family on how to communicate with
PD patients is valuable (e.g., allowing for additional time for
the individual with PD to process information and respond).
Also crucial are ongoing conversations between patients,
their families, and their interdisciplinary medical team to
discuss challenges faced, normalize experiences, and dis-
cover targeted tools for coping, adjusting, and retaining so-
cial connections.

Tip 6: Dementia and Dementia-Related Behavioral
Disturbances Are Common in PD

Mild cognitive impairment (MCI) is common in PD even
at the time of diagnosis and will progress to PD dementia in
up to 80% of afflicted individuals.34 Cognitive assessment is
thus imperative in this population to guide goals-of-care
discussions, treatment decisions, and anticipate the needs of
both patients and caregivers. Cognitive screening may be
reliably performed with several brief global screening in-

struments, including the Montreal Cognitive Assessment
(MoCA).35 The prevalence of progressive cognitive impair-
ment makes early goals-of-care discussions and advance care
planning critical in this population.36

Dementia in PD is commonly associated with other be-
havioral disturbances, including psychosis (hallucinations
and delusions), agitation, sundowning, and apathy. Not sur-
prisingly, dementia is a strong predictor and contributor to
caregiver burden and distress in this population. Psychosis
and apathy further increase this burden.31

When advanced MCI or dementia is present, it is imper-
ative to assess safety concerns, such as driving ability and
firearm possession. Verbal, physical, and/or sexual threats or
abuse may be directed at either the caregiver or patient so
routine screening should occur.37 Financial risk may also be
placed on families through scams targeted at older adults with
impaired cognitive abilities.38 The use of cash allowances or
low-limit credit cards may minimize risks while maintaining
the patient’s sense of independence. Wandering behaviors
may place patients at risk for adverse outcomes and neces-
sitate full-time supervision or institutional placement.39

Before beginning treatment, determine whether there is a
secondary cause for the behavioral disturbance, such as a
medical condition (e.g., urinary tract infection or medication
side effect).40 Agitation and irritability may result from un-
recognized or untreated depression, anxiety, boredom, sleep
disorders, or pain.41 Treatment of symptoms should begin with
nonpharmacological approaches whenever possible, including
caregiver education, environmental modifications (e.g., bright
lights during the day and removal of unsafe stimuli), daytime
activities, and exercise.42,43 Pain may be difficult to assess in
patients with severe cognitive or language disturbances;
screening tools such as the PAINAD exist to evaluate pain
based on other behaviors (e.g., moaning, grimacing).44 Data
further suggest that an empiric trial of acetaminophen may
improve not only untreated pain but also resulting behavioral
disturbances.45 Melatonin at bedtime may reduce nighttime
delirium and improve sleep quality without the increased risk
of falls or morning sedation seen with benzodiazepines.46

Pharmacological agents to treat dementia-related behav-
ioral disturbances may also include antidepressants, cholin-
esterase inhibitors, and specific antipsychotics (quetiapine,
pimavanserin, and clozapine).41 Valproic acid and benzo-
diazepines can be cautiously considered, but carry a risk of
a paradoxical worsening of parkinsonism, dementia, and
agitation.41,47

Tips 7: Some Commonly Used Medications
in the PC Setting Should NOT be Used
in People with PD

Several classes of drugs frequently used in PC settings
(including hospice comfort kits) are relatively or absolutely
contraindicated in the PD population. Antiemetic and an-
tipsychotic dopamine receptor blocking agents (DRBAs)
are of chief concern because they block the D2 dopamine
receptor with high affinity. Antiemetic DRBAs (e.g., me-
toclopramide, promethazine, and prochlorperazine) are
contraindicated. Ondansetron (Zofran) is the antiemetic of
choice in PD patients.

Regarding neuroleptics, all typical (e.g., haloperidol) and
most atypical (e.g., olanzapine, ziprasidone, risperidone, and
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aripiprazole) antipsychotics are similarly contraindicated.48,49

It is important to highlight that, contrary to common medical
practice, even the newer atypical antipsychotics present a se-
rious risk for Parkinson’s patients. In fact, risperidone has an
affinity for the D2-receptor equal to that of haloperidol. Un-
fortunately, because of high rates of sleep dysfunction, delir-
ium, anxiety, agitation, and psychosis in those with PD,
medical management of these issues is frequently required. In
general, the only relatively safe antipsychotics in PD are low-
dose quetiapine, Clozaril, and pimavanserin. Given this in-
formation, we recommend that hospice programs develop a
separate PD comfort kit that uses quetiapine as the neuroleptic
agent and ondansetron as the antiemetic agent.

Tip 8: People with PD Can Often Benefit from Physical
Therapy and Dopaminergic Therapy Even at the Latest
Stages of Their Disease to Reduce Pain and Improve
Range of Motion

Physical activity is important to continue as a part of PD
care in the last few years of life. Even when a person with PD
is wheelchair bound or bedbound, active and passive move-
ment and breathing exercises have been shown to maintain
residual mobility and prevent complications such as con-
tractures, decubiti, and pneumonia.19 As hospice services do
not routinely offer these therapies, the benefits of these in-
terventions should be carefully considered when planning for
end-of-life care.

Furthermore, people with late-stage PD continue to obtain
significant motor benefit from levodopa, and there are often
improvements in nonmotor symptoms as well (e.g., insomnia
and depression) with this medication. In later stages of the
disease, patients often need to reduce dopaminergic therapy
due to levodopa-induced dyskinesias, psychosis, and deliri-
um.50 Thus, weaning of dopaminergic medications, if consid-
ered, should seek to find a balance between benefits and side
effects.19 Consulting with a movement disorder specialist to
help guide dosing of levodopa in this setting is preferred.

Oral dissolving carbidopa/levodopa or rectally delivered
carbidopa/levodopa can be administered for PD patients with
pill dysphagia.51,52 While continuous infusions of levodopa
gel through a PEG-J tube (called Duodopa) can be considered
for people with PD who have motor fluctuations, it is the
opinion of the authors that the high risk of the PEG-J device
insertion (e.g., aspiration, intraperitoneal infection, wound
infection, abdominal pain, abdominal distention, intestinal
hemorrhage, pneumoperitoneum, ileus, delirium, agitation,
and nausea)53 outweighs the likely minimal benefit an indi-
vidual with end-stage PD would have with this medication,
given that most of those afflicted in the end-stage of the
disease are bedbound, demented, and psychotic from the
disease itself. Of note, a PEG tube used for nutrition will
require placement of an FDA-approved jejunal extension for
concurrent Duodopa delivery.

Tip 9: PD Contributes to Mortality, and There
Are Certain Signs and Symptoms That Predict
the Terminal Phase of This Disease

When individuals with PD ask about their prognosis, a
common response from neurologists can offer false hope:
‘‘Don’t worry, you’ll die with Parkinson’s and not from it.’’

Unfortunately, the majority of those with PD (71%) will
actually die from complications of their neurodegenerative
disease.54,55 Challenges with prognostication in PD include
limited existing research on this topic and the variability of the
duration and progression of disease. While there is limited
information on predicting the terminal stages of PD, some data
can guide information we share with patients and families.

The Hoehn and Yahr (H&Y) scale is the only disease se-
verity staging system for PD; it includes stages 1 through 5
(Table 3). The chances of dying from a PD-related cause is
78% for those who survive long enough (8–12 years on av-
erage) to reach H&Y stage 3 (characterized by significant
imbalance with falls, but ambulating without an assistive
device). Common underlying causes of death in these cases
include sepsis, respiratory failure, wasting syndrome, and
choking.5,54,56,57 There has been only one study that evalu-
ated predictors of mortality in PD within 6–12 months.56 This
study indicated that a body mass index <18.5, accelerated
weight loss, and a significant reduction in dopaminergic
medications due to neuropsychiatric side effects, all pre-
dicted a 6- to 12-month life expectancy. In the authors’
clinical experience, weight loss (with or without loss of ap-
petite), dysphagia for liquids and aspiration, recurrent in-
fections, and accelerating loss of function and mobility
should encourage consideration of hospice. The most com-
mon causes of terminal hospital admissions include aspira-
tion pneumonia, sepsis, failure to thrive, and falls.5,54,56,57

Tip 10: End-Stage PD Is Characterized
by Psychosis, Dementia, and an Inability
to Ambulate Independently

H&Y stage 5 is considered end-stage PD and is char-
acterized by dementia, psychosis, and wheelchair-bound/
bedbound status (unless aided). The typical life expec-
tancy for a person with PD ranges from 12 to 20 years,58

and this final stage of PD (H&Y stage 5) typically lasts
about 2 years.59 Severe dysphagia and bedridden status are
the final common pathways for many neurodegenerative

Table 3. Hoehn and Yahr Staging System

of Parkinson’s Disease Severity

H&Y
stage Clinical description

Stage 1 Unilateral mild motor symptoms (tremor,
rigidity, bradykinesia). Independent am-
bulation.

Stage 2 Bilateral mild motor symptoms. Independent
ambulation.

Stage 3 Bilateral mild to moderate motor symptoms.
Postural instability present. Independent
ambulation.

Stage 4 Severe bilateral motor symptoms. Severe
disability. Needs an assistive device
to walk and stand.

Stage 5 Severe bilateral motor symptoms. Severe
disability. Wheelchair bound or bedridden.
Can only ambulate with another person
assisting.

H&Y, Hoehn and Yahr.
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diseases, including PD. Artificial hydration/nutrition is not
recommended for these individuals since it has not been
shown to prolong life or improve/maintain quality of life
for those with end-stage neurodegenerative disease.60

Notably, as with other aspects of PD, there is significant
variability in end-stage disease ranging from ambulatory
persons dying of complications of dementia to others with
a sound mind dying of complications of physical debility
and dysphagia.

In addition to management of motor symptoms, it is im-
portant to continue to monitor and treat nonmotor symptoms
that can arise in the last few years of life for someone with
PD,61 such as eyelid opening apraxia (difficulty raising the
eyelids, which can contribute to social isolation). Should a
person with end-stage PD enroll in hospice services, carbido-
pa/levodopa and other symptom-targeted medications (e.g.,
cholinesterase inhibitors) should be continued for as long as
tolerated. Another consideration is that psychological burden
and depression among caregivers become more prominent
with late-stage PD as well; providers should check on care-
givers’ well-being routinely and discuss supportive services
such as social work, spiritual care, and respite as indicated.62

Currently, there is a significant underuse of PC and hospice
in the terminal stage of PD. Less than 5% of those with PD
receive hospice at the end of life (although use may be higher in
nursing home residents),63 and the majority die in the acute
inpatient hospital setting.55,64 A part of this may be due to a
lack of training in serious illness communication among neu-
rologists. One study that examined patients with Parkinson’s
who died in the inpatient hospital setting showed that 97%
lacked a documented goals-of-care discussion or advance di-
rective.64 Patients who do complete an advance directive are
much more likely to die at home.65 Another reason for the low
rate of hospice use at the end of life for those with PD could be
the lack of clear hospice eligibility guidelines for PD. Addi-
tional research on predictors of a six-month life expectancy in
PD is needed to optimize timing of hospice referrals.

Conclusion

The introduction of PC to the treatment of those with PD
represents a paradigm shift in the care of patients with neu-
rodegenerative diseases.66 The top 10 tips in this article sum-
marize core information and pearls from a group of movement
disorder neurologists and PC clinicians who are engaged in
research and clinical work at the intersection of neurology and
PC. Lack of training and exposure to PC in neurology training
can lead to misunderstandings about PC in the neurology
community and mean that PC clinicians should actively en-
gage their neurology colleagues to foster collaboration.
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