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Objective:
dementia. Early diagnosis and timely treatment of apathy in dementia are crucial because apathy

Apathy is one of the most frequent neuropsychiatric symptoms encountered in

has been associated with poor disease outcome, reduced daily functioning, and caregiver distress.

Design:

Medicine as well as PsychInfo and Google Scholar for studies which have investigated the effect

Extensive electronic search from the databases included in the National Library of

of non-pharmacological treatments of apathy in dementia. Quality of the studies was appraised.

Results: A total of 1303 records were identified and 120 full-texts assessed. Forty-three
unique studies were reviewed. A variety of interventions were found to be effective in reducing
apathy in demented patients, particularly when provided in a multidisciplinary manner. However,
quantification of the effect was limited by the marked methodological heterogeneity of the stud-

ies and the small number of studies where apathy was the primary outcome measure.

Conclusions:  Treatment of apathy in dementia is a complex and underexplored field. Certain
studies suggest promise for a variety of non-pharmacological interventions. Standardized and

systematic efforts primarily focusing on apathy may establish a benefit from individualized treat-
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1 | INTRODUCTION

Applying the Neuropsychiatric Inventory (NPI), Mega, Cummings,
Fiorello, and Gornbein® found that 88% of subjects with Alzheimer's
disease (AD) had neuropsychiatric symptoms, of which apathy was
the most frequent, reported to occur in 27% to 72% of patients.?®
Apathy is also encountered in several neuropsychiatric disorders;
it is present in up to 90% of patients with fronto-temporal dementia,
dementia with Lewy bodies, progressive supranuclear palsy, 40% of
those with cortico-basal degeneration, and 20% of those with
Parkinson's disease.>” Some degree of apathy is observed in brain
injuries and frontal lobe lesions and is related to lesion location.”®
Apathy has been defined as the absence or lack of feeling, emo-
tion, interest, concern, or motivation not attributable to a decreased

level of consciousness, cognitive impairment, or emotional distress.®

The authors Christos Theleritis and Kostas Siarkos have contributed equally to
the manuscript

ments for specific disease groups.

apathy, dementia, non-pharmacological, systematic review, treatment

Starkstein, Petracca, Chemerinski, and Kremer? proposed the following
core features of apathy: diminished motivation, diminished initiative
and interest, and blunting of emotions. Recently proposed diagnostic
criterial® define “apathy” as a loss or diminution of goal-directed
behavior, cognition, or emotion, which persists and is accompanied
by functional impairment.*!

In patients with apathy, the capacity of the frontal cortex to select,
initiate, maintain, and shift programs of action is undermined.*? In
dementia, Lyketsos, Rosenblatt, and Rabins!® proposed that apathy is
an aspect of executive dysfunction syndrome and is probably caused
by damage to frontal-subcortical brain circuits. Indeed, apathy is corre-
lated with neuronal loss, higher tangle counts, white matter
hyperintensities, and hypoperfusion in regions involved in frontal-
subcortical networks.>* Apathy frequently complicates the course
and management of dementia and is prevalent in patients even with
milder forms of cognitive impairment in clinic-based®® and commu-
nity-based>*¢ samples. Onyike et al*” proposed that apathy is an early

sign of cognitive decline. Consequently, apathy has been associated
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with reduced daily functioning, functional disability, self-neglect,
behaviors evoking embarrassment, caregiver distress, and poor out-
come.*®1? Within this context, early diagnosis and effective treatment
of apathetic patients with dementia are crucial.

While a prevalent neuropsychiatric syndrome, no specific treat-
ment for apathy in dementia has been approved. Clinical apathy imply-
ing motor, cognitive, affective, and behavioral symptoms suggests a
benefit may systematically arise when combinations of different treat-
ments are tested.

In a previous review,?° we searched for effectiveness in apathy of
AD throughout treatment modalities. In the present review we expand
on the non-pharmacological treatments for apathy in all-cause aging
neurodegenerative dementia. Using elastic criteria that allow more
studies entering the review, we wished to highlight a more pragmatic
picture in the field and to address methodological issues, inform prac-

tices, and guide research appropriately.

2 | METHODS

2.1 | Inclusion and exclusion criteria

We investigated for answers in this line by extensively searching
databases and unrestrictedly including trials, where demented patients
diagnosed using widely accepted clinical criteria and structured tools
received non-pharmacological interventions in controlled designs and an
outcome measure on apathy is reported. Other neuropsychiatric
manifestations as well as concomitant psychoactive medications were
allowed. Other neurological conditions apart from dementia, eg, drug

abuse, severe systematic, or malignant conditions were exclusion criteria.

2.2 | Search strategy and study selection

The most current search was conducted on 28 October 2016. The
method we followed was to identify non-pharmacological studies rele-
vant to the treatment of apathy in dementia, from an extensive elec-
tronic search from the databases included in the National Library of
Medicine for “apathy and dementia”, as well as PsychInfo and Google
Scholar. Further articles for inclusion were identified by searching the
references of retrieved articles and by consulting the Cochrane library.
The following keywords were also used: apathy, abulia, amotivation, or
passivity, dementia, AD, treatment, management, non-pharmacologi-
cal, multisensory stimulation (MSS), cognitive stimulation therapy,
rehabilitation, music therapy, multisensory behavior therapy (MSBT)
—Snoezelen, physical activity, socialization, and reminiscence therapy.
Articles that did not report a specific outcome measure of apathy in
dementia were excluded. Three authors (CT, KS, EK) have gone
through all the abstracts; when there was disagreement between the
3 authors, the issue was resolved by a consensus meeting with the last
author (AP). Randomized control trials (RCTs) and case-control studies
were chosen to account for certain biases. Included articles were read
in full, and their level of evidence and outcome were assessed by all
the authors. All care settings were considered for inclusion. We did
not search for unpublished studies.

The studies retained for inclusion were classified by their level of

evidence following the system of the Oxford Centre for Evidence-

Key points

e Apathy is one of the most frequent neuropsychiatric
symptoms encountered in dementia.

e A variety of nonpharmacological interventions, when
provided in a multidisciplinary manner, were found to
be effective in reducing apathy in demented patients.

e Standardized and systematic efforts primarily focusing
on apathy may establish a benefit from individualized

treatments for specific disease groups.

Based Medicine.?* Grades of recommendation were also scored with
this classification (Table 1). All RCTs were further evaluated with the
use of the PEDro rating scale.?? It comprises 11 items as follows: par-
ticipant eligibility criteria and source specified, random allocation of
participants to interventions, allocation concealed, intervention groups
similar at baseline regarding key outcome measures and important
prognostic indicators, blinded subjects, blinded therapists who admin-
istered the intervention, blinded assessors who measured at least 1
key outcome, dropouts (attrition bias), intention to treat analysis,
reported between group statistical comparisons, and reported mea-
sures of variability. Each item was evaluated (items 2 to 11) and added
to give a total score. Trials were then qualitatively described according
to PEDro scores as follows: a score of 7 or greater was “high” quality, a
score of 5 or 6 was “moderate” quality, and a score of 4 or less was

“poor” quality.?®

3 | RESULTS

Search with keywords “apathy” and “dementia” yielded 1303 results.
The combination of keywords “apathy” AND “dementia” AND “treat-
ment” yielded 596 results; of “apathy” AND “dementia” AND “non-
pharmacological treatment” 120 results (Figure 1). After full-text
assessment, 43 results (38 RCTs, 4 case-control design studies,?*2”
and 1 study with retrospective design?®) were identified that met
inclusion criteria for non-pharmacological treatment of apathy in
dementia. The studies were 2-fold rated independently by 2 ratters
(CT and KS) for their level of evidence. One RCT was in German,?’
and we chose not to include it in Tables 1 and 2 because we are not
fluent speakers. Of the 37 RCTs included in Tables 1 and 2, apathy as
assessed with NPI (11 times), NPI-NH (twice), AES (6 times), Al (3
times), and DAIR (1 time) was considered a primary outcome in 17 unit
cases. In more than a half of them, the intervention had a positive effect
to apathy, and the studies were more frequently of “moderate” and
“high” quality (OCEBM) with an average PEDro score of 6. Agreement

between 2 ratters (CT and KS) was 92.7%.

3.1 | Review of non-pharmacological treatment
(Tables 1 and 2)

All studies included a control/comparison group apart the intervention
group. In the clustered RCT by Lawton et al,*® a stimulation retreat

model of care (combined staff training, interdisciplinary care planning,
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Titles identified and screened using keywords “apathy” AND
“dementia” n =1303

A 4

Titles and abstracts identified and screened using keywords “apathy”
AND “dementia” AND “treatment” n = 596

A4

Full-texts retrieved of titles identified and screened using keywords
“apathy” AND “dementia’” AND “non-pharmacological treatment” n = 120

A4

Publications meeting inclusion criteria n = 43 (RCTs, n = 38)

(@)

Titles identified and screened using keywords “apathy” AND
“dementia” n = 1303

WILE Y- eSE0e Psychiatry

Excluded n = 707 (irrelevant)

Excluded n = 476 (irrelevant, no outcome or treatment)

Excluded n = 77 (groups and outcomes not clearly defined, retrospective, non-English)

Excluded n = 707 (irrelevant)

Titles and abstracts identified and screened using keywords “apathy”
AND “dementia” AND “treatment” n = 596

Full-texts retrieved of titles identified and screened using keywords
“apathy” AND “dementia” AND “non-pharmacological treatment” n = 120

Publications meeting inclusion criteria n = 43 (RCTs, n = 38)

(b)

FIGURE 1 Flow chart of study selection process

activity programming, family support) versus usual care was assessed
in AD patients over 12 months. A significant increase for activities
and time use in experimental group was found vs control group.
Fifty-four home residents with AD took part in the study by Camberg
et al®! in order to evaluate the efficacy of Simulated Presence, a per-
sonalized audiotapes approach. Staff reported Simulated Presence
improved withdrawn behavior 69% of the time. Simulated Presence
increased the level of interest more than placebo and usual care. Baker

et al®?

conducted a RCT to compare MSS with a credible control of
1-to-1 activities in 33 patients. Significant interaction effect on
“attentiveness to the environment” (assessed by Interact Short) was
observed. In the study by Cott, Dawson, Sidani, and Wells,®® the
effects of a walking/talking program on residents' communication,
ambulation, and level of function were investigated. There were no
statistically significant results. In the study by Schrijnemaekers
et al,®* 151 residents with cognitive impairment and behavioral prob-
lems were randomly allocated to an intervention (emotion-oriented
care) or control group. There were not any significant results in favor
of the intervention group based on the short version of the GIP.

|35

Baker et al®> compared MSS vs a control activity. Both groups

|

Excluded n = 476 (irrelevant, no outcome or treatment)

Excluded n = 77 (groups and outcomes not clearly defined, retrospective, non-English)

related better to others and were less bored/inactive after sessions.
The severely cognitively impaired in the MSS group were significantly
less apathetic on the BRS apathy subscale after sessions vs baseline
scores.

One RCT study by Politis et al®® evaluated the efficacy of a kit-
based activity intervention vs 1-on-1 meetings with an activity thera-
pist, in reducing apathy in 36 patients. Apathy improved substantially
in both treatment groups. It was suggested that regular 1-on-1 per-
sonal patient contact with staff members may improve apathy symp-
toms. Chapman, Weiner, Rackley, Hynan, and Zientz®” in a RCT
evaluated the efficacy of the combined effect of a cognitive-communi-
cation program plus donepezil vs donepezil alone in 54 patients. A
Group x Time interaction was found for the donepezil-plus-stimulation
group in apathy vs donepezil-only group.

In a single-blinded, parallel-groups (1 intervention, 1 comparison, 1
no-intervention group), RCT was adopted to investigate whether a
specific reminiscence program leads to improved psychosocial well-
being in demented nursing home residents.>® There was a significant
improvement in psychosocial well-being only for the intervention

|39

group. Finnema et al®” in a multi-site RCT with matched groups
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(Continued)

TABLE 2

OCEBM

PEDro PEDro

PEDro

PEDro

Intention to treat Between-group

PEDro

PEDro
Less

PEDro PEDro PEDro PEDro PEDro

PEDro

Author

Point measurements and

Blinding of all

measurements of variability
provided for at least 1 key

outcome

statistical comparisons
reported for at least 1

key outcome

analysis of at
least 1 key

dropouts outcome

than

assessors of at
least 1 key

Baseline Blinding Blinding

Random
group

Total
yes
7

7

15%

of all

of all
allocation concealed similarity subjects therapists outcome

Y
Y

Allocation group

Quality
High
High

B
B

Treusch et al®®

Valenti Soler

et al®®

B
C

High

Poor

8

Y
Y

Amieva et al®*

>

et al®®

Di Domenico

Moderate B

5

C
B
C

Poor

High
Poor

7

> > > Z

Y
Y

Ikemata et al®®
Rajkumar et al®® Y

Manera et al®*

Y

Sanchez et al®®

Abbreviations: OCEBM, Levels of Evidence and Grades of Recommendation with Oxford Centre for Evidence-Based Medicine System; PEDro: PEDro Rating Scale; Y, yes; N, no.

compared emotion-oriented care to usual care. A total of 146 elderly
residents with dementia and 99 nursing assistants took part in the
study. No significant differences (assessed with BIP apathy score) were
found between groups. In a study by Kolanowski et al,?* the efficacy of
recreational activities, derived from the Need-driven Dementia-com-
promised Behavior (NDB) model, was assessed in 30 patients. Signifi-
cantly less passivity was found under NDB-derived and matched to
interest only treatments vs the matched to skill level only treatment
or baseline. In the study by van Weert, van Dulmen, Spreeuwenberg,
Ribbe and Bensing*® residents receiving snoezel care demonstrated a
significant treatment effect with respect to their level of apathetic
behavior vs control group that received usual nursing home care
(assessed with the Dutch Behavior Observation Scale for
Psychogeriatric In-patients [BIP]). Holmes, Knights, Dean, Hodkinson,
and Hopkins*! in a RCT evaluated the effect of live interactive music
on apathy vs silence and pre-recorded music in 32 patients. Live inter-
active music had positive engagement effects in subjects. Staal et al*?
conducted a RCT to compare MSBT vs a structured activity session in
24 participants. Utilizing MSBT with inpatient care may reduce apathy
more than standard care alone.

In the RCT study by Tadaka and Kanagawa,*® 24 patients were
randomized to a reminiscence group or control group. The intervention
group exhibited significant improvement of withdrawal vs control

|,27

group. Tondi et al,*” in a case-control study in 50 patients, found that

apathy improved in subjects who underwent the validation therapy vs

[** randomized 60 patients to tailored activity

control group. Gitlin et a
program (TAP) or wait-list control. Caregivers reported greater activity
engagement and ability to keep busy in treatment groups vs control
groups.

[** in 59 patients with dementia,

In the study by Raglio et a
music therapy improved significantly NPI apathy scores in the exper-
imental group vs control group. In the study by Tappen and
Williams,*¢ therapeutic counseling approach was found to be effica-
cious in improving apathy scores (assessed with AD and Related
Disorders Mood Scale) in nursing home AD patients. In the study
by Hsieh et al*’ a reminiscence group therapy intervention
improved symptoms of apathy (assessed with AES-C). Lam et al*®
randomized 2 groups of patients to individualized (FEP) or general
occupational therapy. At 1 month post-FEP, there was a significant
improvement in NPI-apathy scores in the intervention group, while
from 1 to 4-month post-FEP, rebound of apathy occurred. The
authors suggested a potential benefit for individualized occupational
therapy. In the 10-week RCT study by Niu, Tan, Guan, Zhang, and
Wang?® in 32 patients, cognitive stimulation therapy had significant
efficacy in lowering apathy vs control treatment. Raglio et al*°
undertook a RCT in 60 patients and found that NPI apathy scores
significantly improved in the music therapy group, vs control group.
In the RCT by Ferrero-Arias et al,°* 146 patients were randomized
to initial intervention (music, art therapy, psychomotor activity) or
initial control (free activities in day room). A significant difference
between intervention and control periods was found with DAIR
scale, especially in patients with moderate apathy. Hattori, Hattori,
Hokao, Mizushima, and Mase’? evaluated with a RCT the usefulness
of art therapy vs calculation training in 39 patients. Significant

improvement was reported in the Apathy Scale of the art therapy
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group. In a RCT by Kolanowski, Litaker, Buettner, Moeller, and

Costa,”®

activities tailored to functional level and personality style
of interest were found to improve passive behavior (assessed with
Passivity in Dementia Scale [PDS]) in demented patients. Fischer-
Terworth and Probst?? randomized 2 groups of patients to a multi-
component psychological intervention or standard occupational ther-
apy. After 6 months, the experimental group exhibited improvement
in apathy NPI scores. Maci et al®* in a RCT assessed the effect of a
3-month program of cognitive stimulation, physical activity and
socialization vs usual home activities in 14 patients. In the active
treatment group, significant improvement in the apathy AES scores

was found. Johnson et al,?*

in a non-RCT, compared standard of
care for dementia-related neuropsychiatric crisis (hospitalized) vs a
pilot coordinated care intervention project in 129 patients. Signifi-
cant improvements were observed, for the coordinated care inter-
vention group, in the apathy scores of the NPI-Q patient symptom
scale and the caregiver distress scale. Leone et al,®® in a RCT,
assessed the effect of a nursing home staff education program in
230 patients. In the intervention group, a significant decrease in
the emotional blunting score dimension was found in the Apathy
Inventory and the Group Observation Scale.

In a cluster RCT, Leontjevas et al*® showed that depression man-
agement program reduces apathy (assessed with the 10-item AES) in
dementia units. Moyle et al®” in a pilot cross-over RCT found that
the use of a companion robot did not result in improvement in apathy
scores (assessed with AES) in 18 demented patients. In the pilot study
by Manera et al,? the efficacy of a serious game “Kitchen and cooking”
was assessed with the Apathy Inventory in 9 MCl and 12 AD patients.
Apathetic participants were reported to be as interested, motivated,
and satisfied by the game experience as non-apathetic participants.
Telenius et al®® conducted a single-blinded RCT in 170 persons with
dementia living in nursing homes. The intervention consisted of inten-
sive strengthening and balance exercises in small groups twice a week
for 12 weeks. The level of apathy was lower in the exercise group after
the intervention vs control group. Treusch et al®® conducted a 10-
month RCT in 117 patients and found that increase in apathy AES
scores was significantly reduced in a “biography-orientated mobiliza-
tion” group vs control group. In a study by Valenti Soler et al,%° patients
with dementia who came in contact with social robots exhibited an
improvement in NPI apathy scores. In the multicenter RCT by Amieva

et al®!

that compared receiving standardized programs of cognitive
training (group sessions), with reminiscence therapy (group sessions),
individualized cognitive rehabilitation program (individual sessions),
and usual care, 653 AD outpatients were recruited. The individualized
cognitive rehabilitation intervention was the only one to provide clini-
cally significant results.

Di Domenico, Palumbo, Fairfield, and Mammarella®? in a study
involving 26 AD patients and 26 healthy controls demonstrated that
a brief emotional shaping intervention, developed to reduce apathy
(assessed with AES) and increase willingness-to-do in AD patients,
was effective in increasing patients' immediate motivation. In a study
by lkemata and Momose ®® 44 demented patients were randomly
assigned to receive a progressive muscle relaxation treatment or activ-
ities as usual. The intervention group showed significantly lower NPI-

NH Apathy scores and significant improvement in the Interest,

Volition, and Social relationships scores on the Mental State Scale,
with improvement in the activities of daily living total. In the study

by Manera et al,**

participants reported a preference for the virtual
reality (VR) condition vs the paper condition, even if the task was more
difficult. In a cluster RCT by Rajkumar et al,®® antipsychotic review in
combination with either social interaction or exercise significantly
reduced NPI-NH apathy scores in demented patients living in nursing
homes. In the pilot RCT by Sanchez et al,®® a positive effect was
observed on neuropsychiatric symptoms and dementia severity in the
MSS environment (MSSE) treatment vs the activity group. Finally, in
a retrospective cohort study (C) by Tokuchi et al,? the effects of a gal-
antamine therapy vs a combination therapy of galantamine plus ambu-
latory cognitive rehabilitation were investigated in AD patients. The
Apathy Scale score showed significant improvements in the combina-
tion therapy group vs the galantamine group at 3 months (P = 0.04)
and 6 months of treatment (P = 0.03)

4 | DISCUSSION

4.1 | Principal findings

We attempted to systematically review non-pharmacological treat-
ments for apathy in aging neurodegenerative dementia including com-
bined treatments. Although, a real effect is not quantified and
limitations in study design are inherently applied, the strength of evi-
dence, in terms of level and quality of the aggregated studies, suggests
that apathy improvements may occur in this group of patients with a
variety of non-pharmacological interventions.

4.2 | Strengths and weaknesses

421 |

While a certain amount of studies showed at least some benefit of var-

Appraisal of methodological quality of the review

ious interventions for apathetic symptoms, they often have not primar-
ily focused on apathy or the tools to measure apathy were not
validated or appropriate. Using a real world situation-targeted design
for our review to explore effectiveness adds to the existing study het-
erogeneity. We were only able to review the studies by combining
them in a synthesis, although the studies were not similar enough.
We did not perform a sensitivity analysis. To evaluate the reported evi-
dence, we used 2 published semi-quantitative methods. Several limita-
tions apply to this review. First, any conclusions drawn are relying on
the quality of the included studies. Inherent limitations (eg, blinding
of all the study members involved) limit proper conduct of trials; how-
ever, there are ways to adjust and improve in this regard. Second, while
not so prone to publication bias, as apathy was secondary outcome in
more than half of the cases, selective reporting cannot be excluded.
Third, publication bias was not appraised, while in most of the studies,
allocation concealment, as well as concealment before randomization,
was not stated explicitly. It is worth noting that a study dropout higher
than 15% was identified in 14 of the 37 trials assessed for quality.

4.2.2 | Relation to other reviews, in particular considering
any differences

There are only few reviews that specifically have focused on apathy

outcomes in dementia following non-pharmacological
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interventions.®”%° Moreover, a variable amount of studies with
combined treatments might have been excluded by the review design
in older reviews. Our intention was to capture treatment benefits for
apathy throughout non-pharmacological treatments and settings
wishing to pragmatically highlight diagnostic and therapeutic issues.
We demonstrated that a number of non-pharmacological
interventions alone or as combined multidisciplinary programs might
offer more choices for treatment for the demented patient with
apathy.

Other reviews®*®® have vyielded similar results to our findings.
Verkaik et al®® proposed that MSBT—Snoezelen might be effective
for apathy. Lane-Brown and Tate®” found that music therapy and cog-

nitive rehabilitation appear to be effective. Politis et al®¢

proposed that
an activity therapist who is creative and well versed in the patient's
interests might be beneficial for the apathetic AD patient. Further-
more, Treusch et al’® suggested that the use of physical activation
and biography-orientated mobilization could motivate demented
patients. Moreover, Brodaty and Burns®® propose that individually
provided therapeutic activities may have the best available evidence
for effectiveness in dementia. Additionally, education is necessary to
assist families in understanding apathy, as apathetic patients are often
characterized lazy or oppositional.®

The diversity of the outcome measures employed may pose a
limitation to the study design. In the systematic review by Radakovic,
Harley, Abrahams, and Starr,%” among the highest quality apathy scales
in AD were the Dementia Apathy Interview and Rating (DAIR) and the
Apathy Evaluation Scale-Clinical version (AES-C)—each appeared once
in the present review. While in the review by Clarke et al,”® the most
psychometrically robust apathy measures in dementia appeared to be
the Apathy Evaluation Scale (AES) and the apathy subscale of NPI,
while for AD patients, the DAIR was found to be the best measure.

5 | IMPLICATIONS

The review updates the existing literature on the effectiveness of non-
pharmacological treatments covering also combined treatments trials.
Regarding the non-pharmacological type of treatment that could help
in different kinds of apathy, it is worth noting the following: the stim-

ulation retreat model of care increased external engagement (improved

)30
s

lack of interest and lack of initiative),” the simulated presence (a per-

sonalized audiotapes approach) improved withdrawn behavior and
increased the level of interest®?;
32,35

MSS improved lack of interest and
lack of initiative, a kit-based activity intervention improved lack
of interest and lack of initiative®®; recreational activities, derived from
the Need-driven Dementia-compromised Behavior (NDB) model,
improved emotional blunting® live interactive music had positive
engagement effects and improved lack of interest and lack of initia-
tive,*® while Snoezelen (MSBT) improved lack of interest**; a reminis-
cence group treatment improved lack of interest and emotional
blunting,*? while in a different study,*® a reminiscence group therapy
intervention improved behavior, cognition subscales of AES. Gitlin
et al,*® using a TAP, improved lack of interest and lack of initiative;
Ferrero-Arias et al®® using music and art therapy and psychomotor

activity improved engagement, while Kolanowski et al’? using

atric Psychiatry

activities tailored to functional level and personality style of interest
improved passive behavior and engagement. An individualized
cognitive rehabilitation intervention resulted in lowered functional
disability and delayed institutionalization,?® while brief emotional
shaping intervention improved lack of interest and lack of initiative®®;
finally, progressive muscle relaxation treatment improved significantly
interest, volition, and social relationships.®2

The results could inform future studies in terms of study design
and treatment selection. It appears that combined treatments®”4”
might be of greater benefit vs monotherapies. Apathy seems to
respond to a series of non-pharmacological interventions that when
are appropriately applied could be effective. However, inherently, the
design (eg, single-blinding) of studies assessing non-pharmacological
interventions is not robust. Moreover, it is often not reported if these
patients were taking any medication.**>*° A meta-analysis to compute
the effect sizes and assess the heterogeneity of the studies in context

is needed and is our future scope.

5.1 | Implications for practice

Non-pharmacological treatments for apathy are quite safe and well
accepted. Specifically, more individualized treatments that take into
account the patient's past preferences and environmental factors
could improve apathy treatment outcomes. Cohen-Mansfield et al’?
proposed that person attributes, environmental factors, and stimulus
characteristics all contribute to the level and nature of engagement.
Consequently, caregivers may increase the daily functioning of
apathetic patients by directly prompting them to initiate activities,
using visual cues to behaviours and setting up routines for daily

activities. 871

511 |
Apathy is still understudied. Studies should set up their design so

Implications for research

that they facilitate symptom expression and engagement (indi-
vidualized therapies, environmental and cultural considerations,
psychoeducation). Issues concerning the design (eg, randomization,
blinding) but also the implementation, such as the natural variation
of the interventionists (environmental considerations and contextual
issues [NHs, day care centers]) are relevant in how the design is
implemented and affect outcomes. Problematic allocation conceal-
ment and non-double-blind design may positively bias an effect by
41% and 17%, respectively.”* Further, the current lack of standard
and widely accepted tools concerning apathy measurement differen-
tially adds to studies' heterogeneity and influences outcomes and
their appraisal. Because most of the studies aimed at effectiveness
of the intervention, it is critical to incorporate more efficacy studies
criteria, in order to add internal validity to generalizability (eg CON-
solidated Standards of Reporting Trials [CONSORT] statement).
Consequently, recommendations’® on the design of clinical trials on
apathy have recently been published. Clinical trials implementing
combination strategies are of interest. It would be also interesting
to investigate health outcomes and individual implications by inter-

ventions administered for longer periods against the cost.
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6 | CONCLUSIONS

We believe that apathetic patients with dementia could benefit from
individualized treatment that would stem from a combination of
specific evidence-based pharmacologic and non-pharmacologic inter-
ventions.”®78 This combination should be evaluated, and treatment
effects both on apathy and its consequences in quality of life, physical
conditioning, and caregiver state should be investigated. Conse-
quently, Kales et al”””? proposed that the Describe, Investigate, Create,
Evaluate (DICE) approach may enable clinicians to choose optimal
treatment plans for the management of neuropsychiatric symptoms
by considering conjointly the role of specific non-pharmacological,
medical, and pharmacological treatment. Finally, the incorporation of
targeted lifestyle modifications and context interventions, including
exercise, leisure activities, cognitive stimulation, and social activities,

might be effective for prevention of apathy and MCI progression.&°
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