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Abstract

Purpose of Review Palliative care is likely to be of benefit to patients with dementia as it is with other progressive, life-limiting
conditions. The purpose of this review is to provide an overview of recent updates into the research around palliative care for
patients with dementia and to highlight gaps for further research.

Recent Findings There are disparities in hospice referrals and end of life care for patients with dementia compared to patients with
other life-limiting conditions. Advance care planning interventions are being designed and tested as patients and their caregivers
indicate a desire for more information from their healthcare providers, although significant challenges remain with regard to
physician skills and time. Additional attention is being paid to non-cognitive symptoms of dementia, such as neuropsychiatric
symptoms, with a new atypical antipsychotic medication recently submitted to the FDA for approval. Pain management, accurate
prognostication, timing of palliative care interventions, and the effects of caregiving on caregiver health remain understudied areas.
Summary There have been many recent advances in palliative care research as it pertains to patients with dementia. However, several
gaps remain. Future research will be important to close these gaps in order to further optimize the care of patients with dementia.

Keywords Dementia - Palliative care

Introduction

Palliative care is intended to relieve the suffering of patients
with a serious illness and their caregivers, by addressing the
physical, psychosocial, spiritual, and decision-making chal-
lenges that they face [1]. Palliative care is becoming increas-
ingly studied and accepted as a longitudinal component of
care in neurologic diseases such as amyotrophic lateral scle-
rosis [2], multiple sclerosis [3], and Parkinson’s disease [4¢],
although its implementation remains non-standardized.
Hospice care is a component of palliative care, with a specific
focus on care at the end of life, without curative intent for the
life-limiting illness.
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Dementia is a progressive, life-limiting condition that af-
fects 50 million people worldwide [5]. There are currently no
disease-modifying therapies available. As with other life-
limiting conditions, palliative care likely has an important role
to play in the care of patients with dementia. We provide an
overview of recent palliative care research as it relates to de-
mentia care and highlights knowledge gaps for further re-
search. Additional details regarding select interventional stud-
ies are noted in Table 1.

Recent Research
Advance Care Planning in Dementia Care

Advance care planning (ACP) and goals of care (GOC) con-
versations (Box 1) are important aspects of palliative care—to
prevent suffering and achieve care that is consistent with pa-
tient goals. Within dementia care, advance care planning is
especially difficult because accurate prognostication is chal-
lenging and ACP conversations often do not take place early
in the disease course [13], while patients are still cognitively
intact. If these conversations are delayed until advanced stages
of disease, due to the nature of the disease, patients will be
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cognitively impaired, and the conversations will instead take
place with a surrogate decision maker. Pettigrew et al. [14¢]
surveyed patients with dementia and their caregivers investi-
gating attitudes towards ACP, and found that while basic
levels of knowledge and completion of formal ACP documen-
tation were high, at least 50% had never had a conversation
with their doctor about ACP, and that there was a desire for
more information about end of life, including at the time of
diagnosis, and further conversations with healthcare pro-
viders. This study also found racial differences between white
and African American subjects; African Americans were less
likely to have formal ACP completed and were less likely to
prefer comfort care at the end of life. Similarly, Armstrong
et al. surveyed caregivers and friends of patients who had died
with a dementia with Lewy bodies diagnosis and found that
47% had early ACP with their physicians, 60% had discussed
hospice or palliative care with their physicians at some point,
and only 22% had discussed what to expect at the end of life
with their physician [15]. Several recent studies have looked at
advance care planning interventions specifically for patients
with dementia and their caregivers. Four of these studies were
summarized by Freeland and Wu [6]. Of these interventions,
three targeted patients with advanced dementia and therefore
study interactions were held with the caregivers alone. All
four interventions involved longitudinal interactions with the
study team, highlighting the fact that ACP is a process. The
outcomes in these studies were varied and included care sat-
isfaction, measures of quality of life, caregiver confidence in
making decisions, caregiver knowledge, and Medical Orders
for Life-Sustaining Treatment (MOLST) form completion,
which highlights the difficulty of measuring the efficacy of
ACP.
Box 1: Definitions of terms

Advance Care Planning (ACP): A conversational procedure focusing on
illness prognosis, identifying decision surrogates, and planning for
medical scenarios in the setting of serious illness when patients may
not be able to decide for themselves. The focus is on elicit patient
values and goals. Generally takes place over time in the outpatient
setting, before a medical crisis arises

Goals of Care (GOC): Conversations for more urgent decision making,
taking patient values and goals, as well as prior ACP conversations into
account, in the face of illness progression or medical crisis; generally
takes place in the inpatient setting, but can take place in the outpatient
setting as the clinical picture changes.

An additional challenge is understanding which outcomes
would be indicate of effective ACP. This is relevant in demen-
tia care but is also recognized as a challenge in ACP as a
whole. To that end, a Delphi panel was convened spanning
from 2013 to 2017 to identify patient-centered outcomes for
ACP in any setting [16°]. The most important outcome iden-
tified was care consistent with goals, which does not currently
have a validated instrument to measure it, and therefore, proxy

measurements are used, as indicated in the varied outcomes in
the review by Freeland and Wu [6]. This is an important lim-
itation in both research around ACP and in clinical care.
Indeed, it has been argued that effectiveness of ACP may be
the wrong focus of research since its stated outcome, goal
concordant care, is so difficult to achieve and measure, and
to instead focus on other aspects of palliative care such as
communication skills, access to palliative care, and models
of care [17].

Training Neurologists to Provide Primary Palliative
Care

Palliative care delivery may be thought of as subdivided into
“generalist level” or “primary” palliative care, which consists
of skills and care that can be provided by the primary treating
physician for the disease, and “specialty palliative care,”
which is provided by palliative care specialists with formal
palliative care training [18]. Given the long-standing shortage
of palliative care specialists [19], the need for primary pallia-
tive care delivery is essential. Moreover, elements of primary
palliative care may be felt to be meaningful and important
components of comprehensive care that providers may wish
to provide.

Training physicians in communication skills focused on
serious illness and other palliative care skills is a relatively
new concept and is not covered in a standardized manner
during post-graduate medical training. Spiker et al. conducted
a systematic review of studies that looked at residency and
fellowship leadership attitudes towards primary palliative care
skills across several specialties, and found positive attitudes
towards palliative care education but frequent dissatisfaction
with current curricula, as well as variability in content and
delivery [20+]. Back et al. summarized the negative impact
that this lack of training has on both patient outcomes, such
as adequate understanding of information, as well as physician
factors such as burnout [21]. Indeed, in a survey of neurolo-
gists and neurology residents in the Netherlands, 57% of re-
spondents indicated that they felt the need for training to ef-
fectively conduct conversations around treatment restrictions
in progressive neurologic diseases such as high-grade glioma,
Parkinson’s disease, and multiple sclerosis [22]. Mehta et al.
demonstrated in a survey of neurology program directors in
the USA that among palliative care domains, the domain of
communication skills was felt to be among the best of resi-
dents’ skills; however, the most commonly used method of
education (conferences/seminars) was among the least effec-
tive [23]. Being able to effectively communicate diagnosis,
prognosis, and care preferences is particularly important in
dementia care, in which there is a “window of opportunity”
to involve patients in their own care before they lose capacity.
How to optimize training in this area for neurologists and
neurology trainees is an important research gap. Training tools

@ Springer
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such as VitalTalk and the Serious Illness Care Program may
be potential interventions [21] and have been evaluated in
many medical specialties [24] and training programs [25,
26]; however, these have not been studied in neurologists or
dementia specific programs.

Non-cognitive Symptom Management

Managing the psychological and psychiatric symptoms of a
serious illness is one of the eight domains of palliative care
[27]. Behavioral symptoms are highly prevalent in dementia
and have a significant impact on quality of life for caregivers
[28]. Treating these symptoms is difficult and there are few
new medication options. The one notable new medication has
been pimavanserin, which is a selective 5-HT, 4 receptor in-
verse agonist and antagonist that was approved by the FDA
for non-demented Parkinson’s disease patients with psychosis
in 2016. It is novel as it is in a different medication class from
other antipsychotics, which generally target the dopamine sys-
tem. It was quickly moved into clinical trials for psychosis due
to Alzheimer’s disease, and a phase II trial demonstrated a
significant reduction in psychosis over 6 weeks and improve-
ment in irritability/lability. However, this benefit was more
notable in participants with more severe symptoms, and was
not maintained over the 12-week duration of the trial [29]. The
HARMONY trial, a phase III trial studying pimavanserin for
the treatment of dementia-related psychosis, including pa-
tients with Alzheimer’s disease, dementia with Lewy bodies,
frontotemporal dementia, and vascular dementia, was com-
pleted in early 2020 with results suggesting a 2.8-fold reduc-
tion in risk for psychosis relapse [30¢]. A supplemental new
drug application was submitted to the FDA for the treatment
of delusions and hallucinations in dementia-related psychosis,
with a decision expected in April 2021 [31].

The favored approach to neuropsychiatric symptoms in
dementia is traditionally to attempt non-pharmacologic and
environmental modification approaches first and to then use
pharmacologic approaches if the first approach fails. A mod-
ified Delphi panel was convened in 2015 to address the treat-
ment of these difficult symptoms with regard to Alzheimer’s
disease and largely reaffirmed this approach [32]. The favored
initial pharmacologic strategies for agitation were citalopram
and ensuring adequate pain management, whereas for psycho-
sis the favored pharmacologic strategy was risperidone. It is
unclear if the panel was considering these treatments in pa-
tients already receiving cholinesterase inhibitors for primary
treatment of Alzheimer’s disease. Additionally, the favored
non-pharmacologic strategies were the DICE (describe, inves-
tigate, create, and evaluate) intervention, which is a structured
method of assessing underlying causes and providing treat-
ment and monitoring and music therapy [32].

Adequate pain management is also important in dementia
care as patients with dementia may have difficulty expressing

@ Springer

their symptoms, which can lead to undertreatment and also
contribute to behavioral symptoms. The European Academy
of Neurology as part of a recent guideline issued a recommen-
dation, based on limited and weak data, to consider routine use
of mild analgesics after other potential causes of behavioral
symptoms have been ruled out. Further research is warranted
into this area [33]. Pieper et al. examined the effect of stepwise
pain assessment and management as a means of decreasing
behavioral symptoms and found that despite low implemen-
tation of the intervention there were significantly lower pain
observations by 6 months in the intervention arm. They also
found higher opioid use, but not other analgesic use [7].

Unmet Palliative Care Needs at the End of Life

As diseases progress and patients near terminal stages of dis-
ease, palliative care needs tend to increase and when appro-
priate, as deemed by the treating provider, receive hospice
care to best manage the end of life. This is no different in
patients with dementia; however, there are important differ-
ences in hospice usage among patients with dementia care
when compared with other conditions. Epstein-Lubow et al.
[34] and Wilkins et al. [35] looked at hospice referral rates for
patients with advanced dementia who were admitted to inpa-
tient psychiatric units and then died within 30 [34] or 90 [35]
days from discharge. Both studies found a referral rate of less
than 10% [34, 35]. In contrast, Brody et al. demonstrated that
among patients who died within 30 days of discharge from
hospitalization for acute reasons, 32.4% had been discharged
to hospice even without a palliative care consultation [36],
suggesting that estimations of prognosis are likely more accu-
rate among non-dementia diseases. De Vleminick et al. stud-
ied Medicare beneficiaries enrolled in hospice and demon-
strated that patients with a primary diagnosis of dementia have
significantly longer stays in hospice compared to patients with
a non-dementia primary diagnosis, as well as longer survival
and increased likelihood of hospice disenrollment after a long
stay [37], suggesting that hospice referral criteria may not
adequately characterize end of life in dementia.
Additionally, a study of registry data from patients who re-
ceived consultation from a community-based palliative care
organization demonstrated that patients with dementia tended
to be older, more debilitated, and are often already hospice
eligible by the time they first saw a palliative care specialist
when compared to patients with non-dementia diagnoses [38].
To try to identify ways of improving access to palliative care,
Hanson et al. studied the effect of triggered palliative care
consultation for patients with advanced dementia who were
hospitalized for any acute reason. They found that while there
were no differences in hospitalizations or ED visits or in rat-
ings of patient comfort, triggered palliative care consultations
did increase the likelihood of patients receiving hospice or
community palliative care, more family engagement in
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prognosis and GOC conversations and more palliative care
needs were addressed [8¢], suggesting that palliative care in-
volvement assisted in making hospice referrals and ongoing
prognosis and GOC conversations.

When it comes to actual end of life care, Martinsson et al.
studied the quality of end of life care in Sweden for patients
with dementia compared data from deceased patients with
dementia and compared it to data from deceased patients with
cancer. The study demonstrated that those patients were sig-
nificantly less likely to receive interventions such as special-
ized palliative care consultation (OR 0.059, p <0.001), care-
giver support (OR 0.693, p <0.001), and PRN prescription
orders for pain (OR 0.590, p<0.001) and anxiety (OR
0.609, p<0.001) when compared to patients with cancer
[39]. Of note, in this study, patients with dementia were less
likely to have pressure ulcers (0.579, p < 0.001) and less likely
to have received enteral or intravenous fluids in the last 24 h of
life (0.326, p <0.001), demonstrating some variability in the
measures of care that received attention.

To try to improve end of life care, Agar et al. studied the
effect of facilitated case conferencing between family mem-
bers of nursing home residents with advanced dementia and
staff nurses trained in palliative care planning, with the goal of
creating individualized plans for residents. They found that
those who received this intervention were more likely to have
symptom documentation, more pain assessments, and more
symptom-oriented treatments. There was also a trend towards
higher care satisfaction from families. Notably, there was no
significant change on the primary outcome, end of life scales,
but in the study, fewer patients than expected died during the
study period, resulting in an underpowered analysis [9]. To
improve quality of communication towards end of life,
Hanson et al. studied the goals of care (GOC) intervention,
which is a video decision aid for family members of nursing
home residents with advanced dementia followed by struc-
tured discussions with trained care team members (generally
not physicians or nurse practitioners), on quality of commu-
nication and measures of goal-concordant care. They found
that those who received the intervention had greater concor-
dance with providers, were more likely to have a MOLST
form filled out, and had higher scores on measures of end of
life communication. There was no difference in survival [10°].
Research gaps that remain to be explored are alternative hos-
pice eligibility criteria for patients with dementia and ways of
supporting the care of patients dying with dementia at home.

Remaining Gaps
Prognostication

Disease prognosis and its discussion are significant compo-
nents of dementia care and are essential to ACP and GOC

conversations. Many challenges, however, exist in the discus-
sion of disease prognosis in dementia. While dementia due to
neurodegenerative disease is inherently progressive, and
therefore, the overall end point of mortality is known, beyond
that the ability of clinicians to provide prognosis for individual
patients is somewhat limited because the knowledge of fea-
tures that may implicate a faster prognosis is limited.
Prominent and early psychiatric symptoms and extrapyrami-
dal signs have been demonstrated to predict faster decline and
mortality in Alzheimer’s disease in several studies [40, 41].
Adverse predictive factors in other dementias such as demen-
tia with Lewy bodies (DLB) or frontotemporal dementia
(FTD) are much less well understood, although Santacruz
Escudero et al. study demonstrated that more severe neuro-
psychiatric symptoms are associated with faster decline in
FTD as well [42]. Notably, while DLB progresses faster than
AD [43], a study looking at the question of predictive symp-
toms in DLB and AD did not find that baseline neuropsychi-
atric symptoms predicted decline in DLB, although the pres-
ence of neuropsychiatric symptoms over time was associated
with decline [44].

Even towards the end of life, it can be difficult to estimate
disease prognosis, as demonstrated by high median length of
stay in hospices for patients with a primary diagnosis of de-
mentia [37]. One area of research to address this important gap
is individualized predictive models for patients particularly
with Alzheimer’s disease [45]. Improvement in prognostica-
tion is important for counseling, planning for the future, and
optimizing referral pathways for hospice.

Timing of Palliative Care Interventions

Studies have demonstrated that early palliative care interven-
tions can have positive benefits on quality of life and care
satisfaction [46] and even mortality [47] in patients with ad-
vanced cancer. Whether this translates to dementia remains
unknown. An additional consideration is that, with regard to
dementia specifically, early ACP and GOC conversations
have the potential to optimize patient agency and autonomy
by allowing the patients themselves to participate in the inter-
vention before they lose decisional capacity. Most of the
existing research on palliative care and dementia to date has
focused on advanced dementia, and much less has been done
to date looking at palliative care interventions in mild demen-
tia. Song et al. looked at an ACP intervention entitled SPIRIT
(sharing patient’s illness representation to increase trust),
which focuses on fostering conversations, between 23 patients
with mild-moderate dementia and their surrogates regarding
ACP decisions so that the patients can participate meaningful-
ly in the process. They found that it enabled meaningful en-
gagement in ACP discussions when implemented both in-
person and remotely. Congruence between patients and care-
givers was high at baseline and did not change after the
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intervention; however, this was likely limited by small num-
bers in the study [11, 48]. Similarly, Huang et al. assessed an
informational intervention consisting of an informational
manual followed by facilitated discussion for patients with
MCI or mild dementia and their caregivers in Taiwan and
found improvement on measures of knowledge and decisional
conflict, as well as decreased negative caregiver attitudes to-
wards ACP [12]. Neither of these studies measured outcomes
such as MOLST form completion. Primary palliative care is
likely to play an important role in earlier palliative care inter-
ventions, highlighting the importance of training clinicians
such as neurologists in primary palliative care skills, as well
as education regarding the Medicare pay structures for
conducting and documenting advance care planning for pa-
tients with cognitive impairment, which was started in 2017
[49]. Future research is much needed to assess the impact of
palliative care in mild dementia, as well as in genetic causes of
dementia that can be identified pre-symptomatically, to iden-
tify the optimal timing for interventions such as ACP conver-
sations and structured needs assessments.

Dyadic Relationships

The dyadic relationship between dementia patients and their
caregivers has implications for both patient and caregiver out-
comes. Strain in the dyadic relationship has been associated
with negative caregiver self-perceptions of health, increased
caregiver depression, increased caregiver report of caregiving
difficulties, and increased discrepancy within the dyad regard-
ing perception of caregiving difficulties [S0]. Dufournet et al.
demonstrated that between 38 and 43% of nursing home
placements were attributable to caregiver stress, in contrast
to 12-16% attributable to neuropsychiatric symptoms and
20-25% attributable to cognitive impairment [51].
Additionally, several studies have demonstrated that caregiv-
ing has objective cognitive and physiological implications for
caregivers. Vitaliano et al. demonstrated that caregivers have
increased cognitive difficulties, both subjective and objective,
and that objective difficulties continue to worsen over time
[52]. Correa et al. looked at whether the chronic stress of
caregiving produces the same effects on younger (i.e., pa-
tients’ children) compared with older caregivers. They found
that objective difficulties were present among young care-
givers, although to a lesser degree compared with older care-
givers, as well as alterations in levels of cortisol in both
groups, alteration in brain-derived neurotrophic factor
(BDNF) for younger caregivers, and alterations in dehydro-
epiandrosterone (DHEA) in older caregivers. This has impli-
cations for their long-term health and functioning after care
recipients have died [53]. Vick et al. looked at measures of
caregiver strain from national surveys and found that care-
givers for dementia patients were approximately twice as like-
ly to experience high amounts of caregiver strain compared to
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caregivers for patients without dementia (adjusted OR 1.67;
95% CI 1.26-2.22), with the association becoming stronger
for those caring for a patient with dementia towards end of life
(adjusted OR 1.94; 95% CI 1.10-3.45) [54]. This would be
anticipated to be amplified in young-onset dementia due to
loss of income in patient and caregiver. It has been suggested
that poor self-reported health as well as increased stress re-
sponses among caregivers may be driven by poor emotion
recognition among patients as well, to a lesser degree, de-
creased ability to react to emotions among patients [55].
However, a randomized controlled trial designed to test the
powerful tools for caregivers intervention to reduce caregiver
stress demonstrated efficacy in reducing caregiver stress and
depressive symptoms but not self-rated health [56¢]. Further
research is needed to identify methods to mitigate adverse
health effects of caregiving.

Conclusions

Dementia is a prevalent, progressive, and life-limiting condi-
tion affecting millions of people. Palliative care interventions
are an important and increasingly recognized component of
care for other life-limiting conditions. These interventions are
becoming recognized in dementia care as well, with several
recent studies looking at models of ACP delivery for patients
with dementia, identifying predictors of decline, and advances
in treating non-cognitive symptoms. However, research gaps
exist, including optimal timing and types of palliative care
interventions, primary palliative care education, prognostica-
tion, and better understanding the dyadic relationship of care-
giver and dementia patient, to improve outcomes for both.
Further research in these areas will provide methods for fur-
ther optimizing dementia care.
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