Rostamzadeh et al. Alzheimer's

Alzheimer’s Research & Therapy 2022,14(1):18
https://doi.org/10.1186/513195-021-00956-8 ResearCh & Therapy

Psychotherapeutic interventions s

in individuals at risk for Alzheimer’s dementia:
a systematic review

Ayda Rostamzadeh'”, Anna Kahlert?, Franziska Kalthegener' and Frank Jessen'=#

Abstract

Background: Expanding technologies of early detection of Alzheimer’s disease allow to identify individuals at risk

of dementia in early and asymptomatic disease stages. Neuropsychiatric symptoms, such as anxiety and depression,
are common in the course of AD and may be clinically observed many years before the onset of significant cogni-
tive symptoms. To date, therapeutic interventions for AD focus on pharmacological and life style modification-based
strategies. However, despite good evidence for psychotherapy in late-life depression, evidence for such therapeutic
approaches to improve cognitive and emotional well-being and thereby reduce psychological risk factors in the
course of AD are sparse.

Methods: A systematic review was conducted in PUBMED, PsycINFO, Web of Science, and Clinical Trials to summarize
the state of evidence on psychotherapeutic and psychoeducational interventions for individuals at risk for Alzheimer’s
dementia. Eligible articles needed to apply a manualized and standardized psychotherapeutic or psychoeducational
content administered by trained professionals for individuals with subjective cognitive decline or mild cognitive
impairment and measure mental health, quality of life or well-being.

Results: The literature search yielded 32 studies that were included in this narrative summary. The data illustrates
heterogeneous therapeutic approaches with mostly small sample sizes and short follow-up monitoring. Strength of
evidence from randomized-controlled studies for interventions that may improve mood and well-being is scarce.
Qualitative data suggests positive impact on cognitive restructuring, and disease acceptance, including positive
effects on quality of life. Specific therapeutic determinants of efficacy have not been identified to date.
Conclusions: This review underlines the need of specific psychotherapeutic and psychoeducational approaches for
individuals at risk of Alzheimer’s dementia, particularly in terms of an early intervention aiming at improving mental
health and well-being. One challenge is the modification of psychotherapeutic techniques according to the different
stages of cognitive decline in the course of AD, which is needed to be sensitive to the individual needs.

Keywords: Psychotherapy, Psychoeducation, Prevention, Individuals at risk, Subjective cognitive decline, Mild
cognitive impairment, Alzheimer's disease, Alzheimer's dementia

Background
Neurodegenerative diseases such as Alzheimer’s dis-
ease (AD) have become a major public health challenge.
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preclinical and prodromal stages, long before functional
disability of dementia becomes apparent [2—4]. The pre-
clinical phase of AD comprises the condition of subjec-
tive cognitive decline (SCD), where healthy adults are
concerned about a cognitive decline, while performance
on neuropsychological testing is within normal limits and
activities of daily living (ADL) are preserved [3]. Individ-
uals with SCD with a biomarker-based evidence of AD
are at higher risk for developing cognitive decline [5-7].
The prodromal phase of AD is the condition of mild cog-
nitive impairment (MCI), which is an at risk state for Alz-
heimer’s dementia and is defined as a clinical condition,
where subjects have mild cognitive decline, but preserved
ADL [2], thus not fulfilling dementia criteria. Individu-
als diagnosed with MCI are a heterogeneous group, with
only about 30 % of them developing Alzheimer’s demen-
tia within 3 years after clinical MCI diagnosis [8]. How-
ever, MCI patients with a biomarker-based evidence of
AD have 2 high risk of approximately 70% to develop Alz-
heimer’s dementia within 3years [9]. Currently, research
on early disease identification, dementia risk-prediction,
and prevention strategies in pre-dementia stages of AD
is carried out with the aim of impacting on modifiable
risk factors and targeting molecular pathways of AD to
ultimately slow the disease course [10-13]. As epide-
miological studies suggest, about one third of dementia
cases worldwide can be attributed to potentially modi-
fiable risk factors [14]. Against this background, non-
pharmacological prevention strategies are investigated
more intensely. Several prevention studies with a mul-
tidimensional approach (including physical, lifestyle,
cognitive and nutritional interventions) aim to reduce
modifying risk factors for AD targeting the primary out-
come to improve the cognitive outcome, but essentially
leaving behind psychological risk factors for AD [13,
15-21]. Psychological risk factors include neuropsychi-
atric symptoms (NPS), including anxiety, depression,
and sleep disturbance. NPS may accelerate the course of
neurodegenerative diseases and are potential modifying
risk factors for cognitive decline [21-25]. There seems to
be a bi-directional relationship between (sub-) syndro-
mal NPS and cognitive decline. While NPS may enhance
cognitive decline and may also be the early manifestation
of a pre-dementia-stage of a neurodegenerative disorder,
such as AD, cognitive decline in itself may stimulate NPS,
particularly due to the psychological burden associated
with worsening of cognition. Several studies highlight
the profound stress, anxiety, and worries that individuals
and close-others encounter shortly after early AD detec-
tion [26—28]. For individuals at risk of developing Alzhei-
mer’s dementia, the diagnosis of MCI may increase their
uncertainty, as it is associated with an unclear prognosis
on the level of an individual. We know from literature
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that individuals with MCI encounter difficulties in social,
psychological, and daily living context, which may lead to
depression or anxiety and they specifically ask for infor-
mation about the causes of the syndrome, the potential
disease course, accompanying symptoms, social conse-
quences, and available treatments [26]. However, little
is known on how individuals in at risk stages for Alz-
heimer’s dementia cope with their diagnosis and their
impending impairments in the long-term. In the face of
an, to a certain degree, unpredictable and still incurable
disease like AD, disease acceptance and its consequences
are of paramount importance for the patient and their
close-others. There is empirical evidence that coping
strategies and illness perceptions have a major impact on
well-being and quality of life of individuals with chronic
diseases [29]. The field of psychooncology has been inte-
grated to the management of cancer patients since the
early 1970s. Psychooncology contributes to the clinical
care of patients, to the training of personnel in psycho-
logical management of cancer patients, to cancer preven-
tion strategies and to the management of psychiatric and
psychosocial problems during the continuum of the can-
cer illness. There is empirical evidence that psychosocial
care in oncology helps to alleviate emotional burden and
improves well-being in patients and close-others. The
psychooncological care follows a stepped approach with
a special focus on the individual patients’ needs during
the disease course, from the disease prevention, to diag-
nosis, to therapy and follow-up care. This model could
provide the framework for a holistic disease management
for patients and their close- others in the continuum of
AD, from the early preclinical stage, such as SCD, to the
dementia stage, with adapted contents. At the current
stage, a comprehensive psychotherapeutic concept with
the scope of prevention, self-management, and coping,
as well as improving well-being, mental health, and qual-
ity of life within the course of Alzheimer’s disease is still
lacking.

Non-pharmacological interventions that focus on cog-
nitive function such as the impact of cognitive function
on daily living have been widely studied in individuals
with MCI. The majority is investigating effects of cogni-
tive training interventions such as cognitive remedia-
tion or compensation approaches and moreover physical
exercise interventions [30, 31]. There is some evidence
that cognitive training and physical interventions may
improve cognitive abilities in individuals with MCI; how-
ever, the effects on daily functioning are small. There is
some ongoing research on non-pharmacological inter-
ventions for individuals with SCD, which strengthen the
impact of cognitive and psychological interventions to
improve mental health such as cognitive and emotional
well-being [32, 33].
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In summary, data on psychotherapeutic interventions
and their effects on mental health and quality of life in
early disease stages of AD is sparse. Therefore, the aim of
this systematic review is to provide an overview on cur-
rent concepts for psychotherapeutic and psychoeduca-
tional interventions for individuals in early disease stages
of AD, such as individuals with SCD and MCI, and their
effects on behavioral or psychological outcomes, such as
depression, anxiety, or quality of life.

Methods

Search strategy

Search strings consisted of three sections that were com-
bined using the Boolean Operator “AND." One section
was referring to the psychotherapy and psychoeduca-
tional intervention, the second section was referring to
the at risk stages of Alzheimer’s disease “mild cognitive
impairment” and “subjective cognitive impairment,” and
the third section was referring to Alzheimer’s disease
(see Additional file 1 for the detailed search strings). The
final search from inception to June 2021 (last read out
09.06.2021) was carried out in PUBMED, PsycINFQO,
Web of Science, and Clinical Trials. Furthermore, the
reference lists of all publications included in this review
were hand searched for additional studies. Search strat-
egy, screening, and data selection were carried out in
accordance with the PRISMA criteria [34]. This review is
registered in the international prospective register of sys-
tematic reviews (PROSPERO) with the registration num-
ber: CRD42020145399.

Paper selection/inclusion criteria

‘We included studies that investigated individuals at risk
of developing Alzheimer’s dementia, such as individu-
als with SCD or MCI. The diagnosis of MCI needed to
be defined according to the NIA-AA criteria for mild
cognitive impairment or according to the MCI crite-
ria of Petersen 2004 [2, 35]. Since the stage of late MCI
and early dementia is often a transition stage, stud-
ies that investigated this particular patient group were
also included, when they were considered relevant for
our research question. Therefore, a number of included
studies refer to the transitional stage of late MCI and
mild dementia [36—39]. Due to the recent standardiza-
tion of SCD [40], we decided to broaden the definition
of SCD to conceptually equivalent diagnosis, to include
as many studies as possible in this review. We used the
Jessen et al. [40] criteria to decide, whether the study
populations met the criteria for SCD, when authors did
not specify the underlying SCD concept. Inclusion crite-
ria were that articles were published in a peer-reviewed
journal in English or German language. No restriction
regarding the publication date was applied. This review
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considered all types of study designs including quantita-
tive (such as observational, prospective and retrospective
cohort studies, clinical trials, randomized-controlled trial
(RCT)), qualitative, and mixed methods designs. To be
included, studies had to apply a manualized and stand-
ardized psychotherapeutic or psychoeducational con-
tent administered by specifically trained professionals
and had to measure mood or quality of life as a primary
or secondary outcome. The interventions needed to be
clearly described.

Screening and assessment of studies

In the screening process, eligibility based on title and
abstract was checked according to the inclusion criteria.
These procedures were performed by two independent
reviewers. Discrepancies in rating were resolved through
discussion, and when necessary, a third reviewer judged
the respective publication. In case of an unclear eligibil -
ity, a full text review was performed.

Data extraction

Due to the heterogeneity of study results with regard to
intervention type, study length, measuring methods,
and outcome measures, we decided to perform a sys-
tematic narrative review. In order to ensure a systematic
data extraction for the narrative review, an evaluation
matrix for data analyses was designed based on the inclu-
sion criteria and our research question. Two independ-
ent reviewers performed data analyses and, in case of
any discrepancies, a third reviewer re-evaluated. The
next steps included extraction of additional information
on study design, characteristics, and population and on
the main outcome measures. The narrative synthesis
included the target population characteristics, the thera-
peutic interventions, the methodology, the study setting,
and the type of outcome. Thematic categories were pre-
defined based on the research question and were further
refined during the data analysis process.

Quality assessment (risk of bias)

The quality of included studies was evaluated by two
independent reviewers using the risk of bias tool pro-
posed by Hawker et al. in 2002 (see Table 1) [41]. The tool
comprises 9 items (summed score from 10=very poor
to 40=good) relating to abstract and title, introduction
and aims, method and data, sampling, data analysis, eth-
ics and bias, presentation of results, transferability, and
usefulness in order to judge the methodological rigor of
the studies. Discrepancies between raters were resolved
by discussion and where necessary re-assessed by a third
reviewer.
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Fig. 1 PRISMA Flow-Chart of database search
L s

Results

Included studies

The initial search yielded 8151 papers. Twenty-six addi-
tional articles were identified through reference check.
One hundred thirty-seven articles were selected for full
text review. After full text review, 32 publications fulfilled
the inclusion criteria for analysis. The detailed selection
process according to the PRISMA criteria is depicted in
Fig. 1 [34].

The 32 included papers are summarized in Table 1.
Furthermore, some of the included publications
referred to the same study and are marked as so in
Table 1. Of the included papers, 13 originated from
the USA [42-54], followed by 6 from Canada [55-60],
4 from the Netherlands [61-64], 2 from Germany [37,
38], 2 from Norway [36, 39], and one from each of the
following countries: Australia [65], Israel [66], and UK
[67]. Two publications referred to a multi-center study
(68, 69], which was performed in France, Germany,
Spain, and the UK. Among the 6 papers focusing on

interventions for individuals with SCD, none explored
the effects of a manualized psychotherapeutic inter-
vention, but all offered psychoeducational interven-
tions in addition to mindfulness-based stress reduction
or health promotion and cognitive training courses.
All were carried out within randomized controlled tri-
als [55, 56, 61, 66, 68, 69]. A total of 26 papers referred
to interventions with individuals with MCI. Amongst
them, 8 papers described manualized psychothera-
peutic interventions [36, 37, 39, 42, 43, 62—64] and 18
papers described psychoeducational interventions in
addition to cognitive rehabilitation, cognitive training,
mindfulness-based stress reduction, behavioral activa-
tion, or a recovery model approach [38, 44—54, 5760,

* 65, 67]. The majority of studies included short-term (up

to 12 weeks post intervention) or immediate post-inter-
vention follow-up assessments. Long-term follow-up
assessments (6 or more months post-intervention) were
described in 14 publications [37, 39, 43, 48, 49, 51-53,
59, 60, 62, 63, 68, 69].
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Systematic narrative review

Psychotherapy in individuals with MCI

A total of five research groups have described psycho-
therapeutic interventions in individuals with mild cogni-
tive impairment [36, 37, 39, 42, 43, 62—-64].

Three research groups have chosen a cognitive behav-
ioral therapy (CBT)-based approach and investigated
the therapeutic effects in follow-up assessments, rang-
ing from immediate post-intervention up to 12 months
follow-up [36, 37, 39, 62—64]. With regard to therapeu-
tic effects on mood in MCI patients, mixed findings were
reported. Smaller non-randomized studies showed no
significant effects, neither in the short-term (n =94) [63]
nor in the long-term follow-up (n=24 [37], n=94 [63]),
whereas one recently published paper with a larger sam-
ple (n=198) of a randomized-controlled study showed
a significant reduction of depressive symptoms in the
intervention group (cognitive rehabilitation and cogni-
tive behavioral therapy) as compared to the treatment
as usual control group by 6 months post-intervention (p
<0.001) [39]. The cognitive rehabilitation and cognitive
behavioral treatment program comprised CBT, reminis-
cence therapy, and cognitive rehabilitation. This study,
however, did not find any significant group changes with
regard to overall neuropsychiatric symptoms or quality of
life.

With regard to feelings of helplessness and well-being,
Banningh et al. reported significantly worse findings on
both scales 6-8months post-intervention in all par-
ticipants as compared to immediate post-interventional
assessments (p <0.05) [63]. Furthermore, disease accept-
ance in patients was maintained improved at 6-8 months
follow-up (p <0.001).

Preliminary and confirmatory findings from other
studies reveal, that CBT-, problem-solving-therapy
(PST)-, and interpersonal therapy (IPT)-based interven-
tions are well accepted by and satistying for participants,
if the psychotherapeutic techniques are modified for the
needs of the addressed population [37, 42, 43].

Psychoeducational interventions in individuals with MCI
A total of 10 research groups described psychoedu-
cational interventions in addition to cognitive reha-
bilitation [38, 50], cognitive training [52, 53, 59, 60, 65],
mindfulness-based stress reduction (MBSR) [46, 47,
57, 58], behavioral activation [44, 45, 48, 49, 51, 54], or
enriched by a recovery model approach [67], with follow-
up assessments ranging from immediate post-interven-
tion to 24 months follow-up.

With regard to mood, well-being and quality of
life no therapeutic effects in MCI patients, neither at
short-term (3months) nor at long-term (24 months)
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follow-up, were detected in most studies, includ-
ing four randomized controlled trials [48-51, 54, 59,
60] and one randomized non-controlled trial [52, 53].
The studies had mostly large samples and described
psychoeducational interventions enriched with dif-
ferent approaches, ranging from cognitive rehabilita-
tion (n=46 [50] to behavioral activation (n=72 [54],
n=221 [48, 49, 51]).

Cognitive training was applied by two research groups
in addition to psychoeducation: the Canadian researchers
used the MEMO program [70], which included episodic
memory strategies as well as exercises to increase atten-
tional control (n=145 [59, 60]) and the US researchers
followed the “Healthy Actions to Benefit Independence
and Thinking” program with computer-based cognitive
training (n=272 [52, 53]).

Immediately post-interventional assessments in
smaller randomized controlled (n=64 [65]) and non-
randomized waiting-list controlled (n=40 [38]) studies,
described significant improvements in depressive symp-
toms (p<0.01 [38]; p=0.01 [65]), subjective memory
functioning (p=0.03 [65]), and sleep quality (p=0.01
[65]) in the intervention group as compared to a control
group. Significant improvements in well-being 2 months
after intervention as compared to baseline (p <0.01) were
reported by Barton et al. (n=16) [67].

Qualitative data from one research group indicated a
high acceptability and feasibility of a multi-component
Daily Enhancement of Meaningful Activity (DEMA)
intervention, including psychoeducation, planning of
meaningful activities, dealing with negative emotions
and coping strategies, with improvement in meaning-
ful activities and satisfaction in the intervention group
as compared to the control group at 3 months follow-up
[44, 45].

Two research groups addressed the effects of psychoe-
ducation-based interventions with MBSR-based therapy
on MCI patients within randomized controlled trials
(n=48 (Chouinard et al. 2019; Larouche, Hudon, and
Goulet 2019), n=14 [46, 47]). The Canadian research
group concluded that at 3months follow-up, equiva-
lent beneficial effects on depression (p=0.03), anxiety
(p=0.02), and age-related quality of life (p=0.02) were
detected in both the intervention and control group [57,
58]. Furthermore, improved problem-focused coping
strategies, particularly in active coping, were detected in
both groups. The results were confirmed by research of
Wells et al. [46, 47], where additional qualitative inter-
views with participants of the MBSR group revealed the
development of mindfulness skills, benefits of the group
experience, enhanced well-being, shift in MCI perspec-
tive, decreased stress reactivity, and increased relaxation
and improvement in interpersonal skills.
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Psychotherapy in individuals with SCD
Manualized psychotherapeutic interventions for individ-
uals with SCD were not detected in the included studies.

Psychoeducational interventions in individuals with SCD

A total of four research groups described psychoeduca-
tional interventions alone [61] or in combination with
cognitive training and CBT-based interventions [66] and
MBSR-based interventions [55, 56, 68, 69] with follow-up
ranging from immediately post-intervention to 6 months
follow-up.

With regard to depression and well-being, significant
therapeutic effects on individuals with SCD were neither
reported by Cohen-Mansfield et al. (n=44), describing
three different intervention types (psychoeducational
health promotion, cognitive training and a CBT-based
participation-centered course), nor by Hoogenhout et al.
(n=50), following an exclusively psychoeducational
approach. However, at 10weeks follow-up, a trend on
decreasing loneliness was detected in all three interven-
tion groups, and self-reported memory difficulties were
reduced significantly (»p<0.05) in the study of Cohen-
Mansfield et al. [66]. Hoogenhout et al. confirmed signifi-
cant fewer negative emotional reactions toward cognitive
functioning immediately post-intervention in the inter-
vention group as compared to controls (p=0.004) [61].

Two research groups investigated the effects of psy-
choeducation with MBSR-based therapy on individuals
with SCD (n=147 [68, 69], n=38 [55, 56]). Marchant
et al. conducted a multi-center randomized-controlled
trial to investigate the impact of a MBSR intervention
on psychological outcomes in comparison to a health
self-management program in individuals with SCD.
The authors concluded that no group differences were
detected with regard to psychological outcomes at fol-
low-up. However, both interventions showed a reduction
in subclinical trait anxiety immediately post-intervention
and at 6 months follow-up. The results were similar to a
smaller study by Smart et al. [55, 56], where immediately
post-intervention in both groups a trend in decrease in
cognitive complaints, increase in memory self-efficacy,
reduction in self-reported anxiety, and self-judgment of
one’s own mental functioning was detected.

Conclusions

This systematic narrative review showed that studies on
the effects of psychotherapeutic approaches for individu-
als at risk of Alzheimer’s dementia are limited. While
reviews about this topic have been published before
[32, 33, 71], we think this systematic review contributes
insight to the current state of literature, as it (i) includes
only trials that used standardized and manualized psy-
chotherapeutic or psychoeducational interventions and
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(ii) covers the full spectrum of individuals at risk for Alz-
heimer’s dementia, including individuals with SCD and
MCL

This review comprises more studies on therapeutic
interventions for MCI patients than for individuals with
SCD. While a RCT with a large sample (n=198) of MCI
patients showed a significant reduction of depressive
symptoms in the intervention group {cognitive rehabili-
tation and cognitive behavioral therapy) as compared to
the treatment as usual control group 6months post-
intervention [39], non-randomized CBT-based trials with
smaller sample sizes but longer follow-up assessments
of 6-12months did not find any effects on depressive
symptoms (n=24 [37], n=94 [63]). Although psychoe-
ducational interventional studies with small sample sizes
detected some positive immediate post-interventional
therapeutic effects on well-being (n= 16 [67]) and mood
(n=64 [65]; n=40 [38]), this review underlines that the
majority of existing evidence from randomized con-
trolled (n=145 (Belleville et al. 2018; Bier et al. 2015);
n=72 (Ellis, Altenburger, and Lu 2019); #=221 (Rovner
et al. 2012, 2018; Rovner and Casten 2016); n=46
(Schmitter-Edgecombe and Dyck 2014)) and randomized
non-controlled (n=272 (Chandler et al. 2019; Smith
et al. 2017)) trials with mostly large cohorts and longitu-
dinal follow-ups, ranging from 3 to 24months, does not
confirm these findings.

With regard to psychotherapeutic interventions, no
data in individuals with SCD were identified, while data
regarding psychoeducational approaches addressing
individuals with SCD are available from four research
groups [55, 56, 61, 66, 68, 69]. The only study that was
performed in a randomized controlled manner and in a
large cohort of individuals with SCD revealed effects of
both an MBSR-based intervention and a health self-man-
agement program, on mental health and quality of life at
6 months follow-up, but no group differences [69]. The
study, however, showed a significant reduction of trait
anxiety post-intervention in both groups, intervention
and control, that was maintained at 6 months follow-up.

Literature indicates that individuals with cognitive
impairment, such as MCI, need highly individualized
psychotherapeutic interventions, as these impairments
interfere with the ability to adopt new coping skills, prob-
lem-solving skills, and transfer acquired skills to everyday
life (36, 72]. This review depicts that psychotherapeutic
and psychoeducational interventions for older adults in
pre-dementia stages are feasible and may suggest that
the degree of cognitive impairment in the pre-dementia
stages may not necessarily influence the ability to learn
skills such as psychotherapeutic or mindfulness interven-
tions 39, 42, 46, 47, 62, 63]. Informatively, the qualita-
tive ratings of perceived benefit and understanding of the
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intervention were not correlated with baseline cognition,
which suggests that the degree of cognitive impairment
in MCI may not influence the ability to learn skills in a
therapeutic intervention [46, 47].

As an example how to tailor the therapy manuals to
individuals with cognitive impairments, Tonga et al.
described the experiences with and the required adjust-
ments of a Cognitive Rehabilitation and Cognitive-
behavioral treatment manual for early dementia in
Alzheimer’s disease (CORDIAL) [72] within a case-con-
trol study with MCI and mild dementia patients [36]. The
cognitive behavioral treatment with elements of cognitive
rehabilitation and reminiscence methods were completed
by homework assessments to promote transfer of novel
behaviors into the everyday context. The authors stressed
that it is crucial to be flexible with the manual regarding
the individual needs of the patients and their caregivers
and to consider the caregivers’ impact on completion of
the homework and the adherence to the treatment. They
concluded that therapists need to take into account pos-
sible disease-related barriers such as anosognosia or apa-
thy, which might hinder treatment adherence; therefore,
the patient’s motivation and disease awareness are even
more important for ensuring treatment adherence, than
the presence of a caregiver. Indeed, the patients’ insight
into their cognitive impairments is a necessary require-
ment for a successful psychotherapy. Banningh et al.
described that significant improvements of the insight
into illness by MCI patients might be achieved by tai-
lored cognitive behavioral therapies [63].

Early interventions in preclinical and prodromal AD
within the scope of a treatment to improve mental health,
disease-acceptance, and life quality might have a second-
ary effect in terms of slowing cognitive decline and there-
fore reducing the risk or delaying the onset of dementia.
Several preventive non-pharmacological strategies have
been conducted, some still ongoing, but there is still
limited evidence to support a cause-effect relationship
between a single preventive strategy such as physical
exercise, stress reduction, nutrition, and treatment of psy-
chiatric co-morbidities and the development or progres-
sion of dementia. There are several studies that followed
a multifactorial intervention approach, including regular
exercise and healthy diet, reduction of vascular risk fac-
tors, psychosocial stress, and major depressive episodes,
amongst them the “Finnish Geriatric Intervention Study
to Prevent Cognitive Impairment and Disability (FIN-
GER); the “Multidomain Alzheimer Preventive Trial
(MAPT), the “Prevention of Dementia by Intensive Vas-
cular Care (preDIVA); the “SCD-Well” trial as part of
the “Medit-Ageing” project (Silver Santé Study), and the
“Body, brain, life for cognitive decline (BBL-CD)” [13, 15—
20, 68]. These interventions may be the most promising
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strategy for the prevention of cognitive decline and the
development of individualized therapeutic interventions
for the different stages of cognitive decline. However, only
to a significantly lesser degree psychological risk factors
and non-cognitive outcomes, such as mental health and
quality of life, are primarily addressed in most of the pre-
vention studies, leaving this field largely unexplored.
Mindfulness-based therapy, for instance, can help to
promote acceptance and reduce maladaptive cognitive
emotion regulation strategies, such as ruminating. Espe-
cially acceptance-related non-judgment and non-reaction
to irritative factors seem to alleviate psychological dis-
tress and may be an approach in interventions for indi-
viduals with SCD and even for MCI patients. Literature
indicates that cognitive restructuring may reduce subjec-
tive memory complaints, whereas memory training may
improve objective memory function [32, 33]. One way to
promote these skills are mindfulness-based interventions,
which have been developed from the mindfulness-based
stress reduction program by Dr. Jon Kabat-Zinn [73].
There is data that MBSR is feasible in individuals with
MCI and that the level of cognitive decline and memory
impairment do not necessarily mean an inability to learn
mindfulness intervention skills [46, 47]. Furthermore,
MBSR has stress-reducing effects, improves well-being,
and might improve acceptance and awareness of cognitive
decline, which is of major concern for those facing cogni-
tive decline and fear of developing dementia. In this con-
text, the technique of expectancy modification [33] might
be an interventional approach for treatment of individu-
als with SCD or MCL The expectancy towards one’s own
cognitive performance and cognitive competence can be
improved by cognitive restructuring, e.g., during psycho-
therapeutic sessions, and psychoeducation by changing
beliefs and attitudes about experienced memory impair-
ment [33, 74]. Though existing quantitative data did not
show significant effects on mood of MBSR-based inter-
ventions as compared to control conditions [46, 47, 55—
58, 68, 69], additional qualitative data revealed positive
findings on other outcomes, such as mindfulness skills,
enhanced well-being, decreased stress reactivity, and
increased relaxation [46, 47]. This leads to the phenom-
enon that findings from qualitative data, such as a high
satisfaction and perceived benefit, are not mirrored in
the quantitative assessments [75]. One explanation might
be that subtle changes in mood or well-being might be
missed by measurement with solely quantitative scales.
Overall, only limited conclusions about the efficacy of
the cited studies can be drawn due to insufficiently rigor-
ous study designs, short follow-up times, varying sample
sizes ranging from 1 to 272, heterogeneous therapeutic
techniques, and outcome measures. Findings on effects on
mental health and well-being are therefore diverging and
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comparing the effects of different psychotherapeutic tech-
niques as well as psychoeducational interventions on mood
and quality of life is intricate. As some research groups
report likewise effects of intervention and control condi-
tions, it remains open, if the effects are attributable to spe-
cific types of interventions, treatment moderators, or other
factors, such as participating in a study, interacting with a
group, or being supported by a facilitator. Of note, in the
cited papers, psychiatric comorbidities, such as depression
or anxiety disorder, were exclusion criteria, and the major-
ity of participants were not significantly depressed or anx-
ious at baseline and well-being was generally rated medium
to high; hence, there was little chance for the interventions
to improve mood and well-being, as measured by quantita-
tive scales. To conclude, the current literature reveals that
approaches of psychotherapeutic and psychoeducational
interventions are addressed in research projects and under-
line the feasibility of these interventions, but to date, robust
data from RCT's with large sample sizes providing evidence
for significant therapeutic effects on mental health, quality
of life and well-being are rare.

Given the strong evidence for psychoeducational inter-
ventions and psychotherapy in the field of psychiatric dis-
orders and psychooncology, this field should be opened
up systematically for neurodegenerative disorders, such as
AD. Psychoeducation provides systematic disease-specific
information, such as early recognition and management of
disease symptoms, and general information, such as promo-
tion of healthy lifestyle, improving self-management, and
disease acceptance. Determinants of psychotherapy are,
amongst others, resource activation, actualization of the
patient’s problems, motivational clarification, and improv-
ing problem-solving skills. In the course of demographic
changes, more emphasis should be placed on psychological
conditions affecting the elderly, particularly on those who
suffer from subjective or objective cognitive decline and
actively seek professional help, as their perceived impair-
ments may cause psychosocial stress and are often accom-
panied by the fear of dementia. A more holistic approach
of preventive care with a stepped psychological-based AD
management program for individuals which face AD diag-
nosis would therefore empower them to actively cope with
their diagnosis and possible prognosis, than to wait for the
disease progression. Moreover, these non-pharmacological
interventions are associated with less side effects and are
more cost-effective than medications. A future course of
action in AD would be to arise awareness for the necessity
of longitudinal RCT’s addressing mental health and meta-
cognitive abilities for individuals in preclinical and prodro-
mal stages of AD that follow a mixed-method approach,
with quantitative outcome measures and complementary
qualitative evaluations to gain a deeper understanding of
the benefits and possible limits of the interventions.
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