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Abstract
Introduction: Older adults experiencing subjective cogni-
tive decline (SCD) have a heightened risk of developing de-
mentia and frequently experience subclinical anxiety, which 
is itself associated with dementia risk. Objective: To under-
stand whether subclinical anxiety symptoms in SCD can be 
reduced through behavioral interventions. Methods: SCD-
Well is a randomized controlled trial designed to determine 
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whether an 8-week mindfulness-based intervention (caring 
mindfulness-based approach for seniors; CMBAS) is superior 
to a structurally matched health self-management program 
(HSMP) in reducing subclinical anxiety. Participants were re-
cruited from memory clinics at 4 European sites. The primary 
outcome was change in anxiety symptoms (trait subscale of 
the State-Trait Anxiety Inventory; trait-STAI) from pre- to 
postintervention. Secondary outcomes included a change in 
state anxiety and depression symptoms postintervention 
and 6 months postrandomization (follow-up). Results: One 
hundred forty-seven participants (mean [SD] age: 72.7 [6.9] 
years; 64.6% women; CMBAS, n = 73; HSMP, n = 74) were in-
cluded in the intention-to-treat analysis. There was no differ-
ence in trait-STAI between groups postintervention (adjust-
ed change difference: –1.25 points; 95% CI –4.76 to 2.25) or 
at follow-up (adjusted change difference: –0.43 points; 95% 
CI –2.92 to 2.07). Trait-STAI decreased postintervention in 
both groups (CMBAS: –3.43 points; 95% CI –5.27 to –1.59; 
HSMP: –2.29 points; 95% CI –4.14 to –0.44) and reductions 
were maintained at follow-up. No between-group differenc-
es were observed for change in state anxiety or depression 
symptoms. Conclusions: A time-limited mindfulness inter-
vention is not superior to health self-management in reduc-
ing subclinical anxiety symptoms in SCD. The sustained re-
duction observed across both groups suggests that subclin-
ical anxiety symptoms in SCD are modifiable. ClinicalTrials.
gov identifier: NCT03005652. © 2021 The Author(s)

Published by S. Karger AG, Basel

Introduction

Individuals experiencing subjective cognitive decline 
(SCD), even without objective impairment, are at an in-
creased risk of developing dementia [1]. As outlined in 
the SCD-I framework [2], this risk is further elevated in 
people aged 60+ years who express concern about their 
memory and who seek professional help [3, 4]. These in-
dividuals frequently experience subclinical symptoms of 
anxiety, and evidence suggests that anxiety itself, even if 
subclinical, is associated with an increased risk of demen-
tia [5, 6]. SCD and anxiety symptoms may therefore pose 
a compounded risk of dementia. Yet, while there are es-
tablished interventions for anxiety disorders in old age, 
few attempts have been made to specifically address sub-
clinical levels of anxiety in groups at risk for dementia. 
Introducing an intervention that addresses this issue 
would not only benefit the mental health of people with 
SCD but could also potentially reduce the risk of demen-
tia.

In terms of psychological mechanisms, there is an in-
dication that concern about loss of cognitive function 
contributes to the elevated anxiety seen in individuals 
with SCD [7], and anxiety in turn increases alertness for 
cognitive failures [8, 9]. Mindfulness-based interven-
tions (MBI) may be particularly suited to address this 
dynamic. By teaching individuals to relate to their pres-
ent moment experience in a nonjudgemental and accep-
tant manner, MBI could help people with SCD to recog-
nize and disengage from worry processes and respond to 
cognitive failures with more acceptance, which may thus 
reduce anxiety. While mindfulness-based research in 
older adults is still in its infancy [10–12], there is consid-
erable evidence that MBI can reduce anxiety in a number 
of populations [13, 14]. In order to investigate the spe-
cific benefits that such an approach might offer, com-
parison against an active control is advisable as MBI con-
tain a number of nonspecific elements, such as social in-
teraction, education, and the provision of treatment 
expectancies.

Strategies to support brain health have recently been 
recommended for individuals with SCD. These include 
physical exercise, a healthy diet, and control of preexist-
ing conditions [3]. Therefore, a group-based health self-
management program (HSMP) was deemed an appropri-
ate comparison condition, as it might also benefit people 
with SCD. HSMPs assist individuals to identify problems, 
make decisions, and take actions to find solutions. The 
goal is to promote self-efficacy by providing individuals 
with skills to live an active and healthy life [15]. With re-
gard to concerns about loss of function experienced in 
SCD, empowering individuals to maintain function may 
reduce anxiety through mechanisms of action more distal 
to those assumed for MBI.

The SCD-Well randomized clinical trial sought to ex-
amine whether an MBI specially adapted for older adults 
with SCD, i.e., a caring mindfulness-based approach for 
seniors (CMBAS), reduces subclinical symptoms of anxi-
ety from pre- to postintervention (primary outcome) 
compared to a structurally matched HSMP and whether 
any reduction in symptoms is maintained at the 6-month 
follow-up (secondary outcome). We also present here re-
sults on the main secondary psychiatric outcomes (state 
anxiety and depression symptoms) and moderator analy-
ses are shown in the online supplementary material (see 
www.karger.com/doi/10.1159/000515669 for all online 
suppl. material).
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Materials and Methods

Detailed information about the methodology, including sites, 
eligibility criteria, interventions, and assessments, is provided in 
the trial protocol [16].

Study Design
SCD-Well is a multi-center, observer-blind, randomized, con-

trolled superiority trial with 2 intervention arms, i.e., CMBAS and 
HSMP. The trial included 8 weeks of intervention and a follow-up 
24 weeks after the intervention (a total of 6 months). The interven-
tion took place in group settings at 4 sites, and randomization was 
performed with a 1:1 allocation, stratified by site. 

SCD-Well is registered on ClinicalTrials.gov (NCT03005652) 
and adheres to Consolidated Standards of Reporting Trials (CON-
SORT) of nonpharmacologic treatments guidelines [17] (online 
suppl. Table 1). 

Participants
Participants were recruited by research teams from medical fa-

cilities (i.e., memory clinics) at the 4 European sites where the tri-
al assessments and delivery of the interventions took place (Lon-
don, Cologne, Lyon, and Barcelona). Participants were either re-
ferred to a memory clinic by a physician or were self-referrals. For 
inclusion, participants must have met eligibility requirements de-
tailed in the paper of Marchant et al. [16], which include research 
criteria for SCD [2] (self-perceived cognitive decline and normal 
performance on standardized cognitive tests). These criteria re-
quire that participants be without a current clinical diagnosis of 
mild cognitive impairment or dementia, anxiety, depression, or 
other psychiatric disorder [2]. 

Procedures
Participants were recruited in 2 waves at each site. Briefly, par-

ticipants who fulfilled the eligibility criteria and provided written 
informed consent were invited to the baseline visit (V1) and then 
randomized to 1 of the 2 intervention conditions. Participants 
were then invited to a preclass meeting for their allocated interven-
tion, at which point the allocation was revealed to them. A postint-
ervention visit (V2) was conducted after the end of the interven-
tion, and a follow-up visit (V3) was held 6 months after random-
ization. 

Randomization and Masking
After 14–25 participants in a given site had completed V1 (in 

order to achieve intervention group sizes between 7 and 13 par-
ticipants), these participants were randomized by a member of the 
scientific team (but not the psychometrist) on the same day and in 
their order of inclusion via a centralized procedure implemented 
in the study electronic case report form. Randomization was per-
formed with a 1:1 allocation, permuted blocks of size 4 and 6, and 
stratified by site. 

All members of the research team, apart from trial managers, 
were blind to the participants’ intervention condition. This includ-
ed psychometrists administering and scoring the outcome mea-
sures. At the beginning of every interaction with psychometrists, 
participants were instructed not to disclose their intervention con-
dition. Seven instances of unblinding occurred (3 during an assess-
ment session), all as a result of participant disclosure of their as-
signed intervention condition. When this occurred a different psy-

chometrist, blinded to the participant’s intervention assignment, 
conducted the subsequent assessments.

Interventions
Caring Mindfulness-based Approach for Seniors
CMBAS followed the general format of a mindfulness-based 

stress reduction program, consisting of a preclass interview, 8 
weekly group-based sessions 2 h in duration, and a half day of 
meditation practice in the 6th week of the program. It was specifi-
cally tailored to the needs of older adults, building on modifica-
tions suggested by Zellner Keller et al. [18] together with a focus 
on compassion and loving-kindness meditation. The psychoedu-
cational components were customized for individuals with SCD to 
help them to more adaptively manage concerns about cognitive 
functioning and tendencies to worry. Participants were asked to 
engage in home practice for approximately an hour a day, 6 days a 
week, which consisted of formal guided meditations and informal 
practices aimed at helping to generalize mindfulness skills to daily 
life. 

HSMP Comparison Condition
An HSMP was selected to control for nonspecific factors and 

treatment expectancies, minimize potential drop-out rates, and 
harmonize the comparator treatment option across countries 
[19]. The HSMP followed the same format and structure as the 
CMBAS and was matched in administration, dosage, and dura-
tion; including a half day of review with a healthy lunch and a 
discussion in the 6th week of the program. This group-based 
program was based on a published manual for guidance on liv-
ing with chronic conditions [20] that has been previously adapt-
ed and validated in an SCD population [21]. Topics included 
management of sleep, stress, exercise, medicines and memory, 
communication, healthy eating, and planning for the future. 
Each week, participants were asked to create and implement “ac-
tion plans” to promote engagement in activities to improve 
health and well-being. 

Interventional Engagement
Attendance was taken at each intervention session. After the 

first session, participants completed a questionnaire to assess their 
perceptions of intervention credibility and expectations of deriv-
ing benefit [22]. Responses were used to gage the equivalency of 
treatment expectations in the 2 intervention conditions. 

Facilitators
Each site had 2 clinically trained facilitators. One facilitator, 

who had undergone formal training to match criteria of the good 
practice guidelines of the UK network of mindfulness-based 
teacher trainers (www.ukmindfulnessnetwork.co.uk), delivered 
the CMBAS intervention. The other facilitator, who had at least 
3 years’ experience leading group-based clinical programs and/
or psychoeducational interventions (e.g., a clinical psychologist 
or equivalent), led the health self-management intervention. Fa-
cilitators received the intervention manual, instructions, and 
training about their respective intervention prior to the start of 
the study, completed self-report checklists to monitor the fidel-
ity of treatment delivery after each class [23], and received ongo-
ing supervision to promote standardization of delivery across 
sites. 
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Outcomes
All outcomes were collected at V1, V2, and V3. The primary 

outcome, i.e.,. the mean change in subclinical symptoms of trait 
anxiety from V1 to V2, was measured using the trait subscale of 
the State-Trait Anxiety Inventory (trait-STAI; range 20–80) [24]. 
trait-STAI scores are representative of a person’s general level of 
anxiety, and they have a test-retest reliability of 0.88 [25]. Interven-
tion effects for secondary outcomes were assessed as change from 
V1 to V2 or from V1 to V3. Key secondary outcomes included 
trait-STAI change from V1 to V3, present moment anxiety symp-
toms assessed using the state subscale of the STAI (state-STAI; 
range 20–80), and depressive symptoms assessed using the Geriat-
ric Depression Scale (GDS; range 0–15) [26]. See the paper by 
Marchant et al. [16] for a detailed explanation of the change in 
primary outcome from state- to trait-STAI.

Statistical Analyses
Sample Size
As the trait-STAI has no absolute cut-off levels, the sample size 

was based on the effect size (i.e., the ratio between the expected 
interarm differences from the common SD). With a minimum ef-
fect size of 0.50 (indicated as a reasonable expectation from a me-
ta-analysis summarizing efficacy of meditation interventions for 
reducing anxiety symptoms) [13], 64 participants per arm (128 
total) were needed to demonstrate a significant difference in the 
primary endpoint (mean difference in the change of trait-STAI 
scores in each intervention arm from V1 to V2) in a t test with 80% 
power and a 2-sided type I error of 5%. A greater number of par-
ticipants was recruited in anticipation that a small proportion of 
volunteers (<10%) may have missing data on the primary endpoint 
(e.g., due to loss of follow-up).

Comparative Analyses
A statistical analysis plan was developed and validated by the 

Trial Steering Committee before database lock and analyses. 
All analyses were adjusted for recruitment site and baseline 

prognostic factors (median-centered age, sex, median-centered 
Mini Mental State Examination (MMSE), and median-centered 
baseline scores of outcome). HSMP was used as the reference 
group in all comparisons so that a negative (positive) mean differ-
ence in change between groups could be interpreted as a higher 
(lower) decrease in outcome score in CMBAS.

The primary outcome (change in trait-STAI from V1 to V2) 
was compared between groups using an adjusted linear regres-
sion model. This analysis was first conducted according to the 
intent to treat principle with a “missing = failure” strategy for 
handling missing data on the primary endpoint. A failure was 
defined as the maximum trait-STAI increase from V1 to V2 ob-
served across sites. One missing baseline data point in the 
CMBAS group was replaced by the median of the whole popula-
tion for the primary analysis. The standardized effect size (Co-
hen’s d) for within-group change was computed as the mean 
observed change divided by the baseline observed SD of the out-
come in each group. The standardized effect size for between-
group difference was computed as the mean adjusted between-
group difference divided by the baseline observed pooled SD of 
the outcome [27]. A reliable change index was calculated from 
observed values to determine the number of participants who 
reported clinically significant improvement or deterioration fol-
lowing intervention [28].

Several sensitivity analyses for missing data were performed, 
and an additional “minimum intervention” subanalysis was done 
that included only participants who attended at least 4 classes – the 
a priori determined adequate minimum dose – with primary end-
point data available. The sensitivity analyses conducted included: 
(1) maximum bias strategy comparing groups with missing data 
replaced by a failure in 1 group and by a success (maximum de-
crease in trait-STAI observed in the whole population) in the oth-
er, and vice versa; (2) “missing = failure” strategy using a site-spe-
cific failure value; and (3) mixed-effects linear regression model 
with a slope change occurring 49 days after the start of the inter-
vention (i.e., theoretical time of V2) with an interaction term be-
tween time and the intervention arm, assuming missing-at-ran-
dom data.

The potential moderating effect of baseline intrinsic or extrin-
sic factors on the primary outcome was evaluated by testing an 
interaction term in the linear regression model between the inter-
vention group and each factor separately. These factors included 
recruitment site, sex, baseline trait-STAI, neuroticism, proxy mea-
sures of intelligence quotient, subjective cognition, and lifestyle. 
See the online supplementary material for descriptions of consid-
ered moderators. Quantitative variables (all factors apart from re-
cruitment site and sex) were divided into quartiles, and quartile 1 
and quartile 3 were considered to present the moderating effect. 

For comparison of secondary endpoints, we used mixed-effects 
regression models incorporating all outcome measurements (V1, 
V2, and V3) and a slope change 49 days after the start of the inter-
vention (i.e., theoretical time of V2). Post hoc analyses tested 
whether the changes in trait-STAI, state-STAI, and GDS scores 
were significantly different from zero from V1 to V2 or from V1 
to V3 in each group. Analyses were performed using SAS® soft-
ware (version 9.3 or higher).

Results

Participant Flow and Baseline Characteristics
Recruitment took place from March 23, 2017, to Janu-

ary 25, 2018. Data collection was completed on Septem-
ber 18, 2018. Figure 1 shows the flow of participants 
through the study. A total of 147 participants (mean [SD] 
age 72.7 [6.9] years; 95 females; 65%) were randomized. 
The CMBAS and HSMP intervention arms did not differ 
on demographic characteristics (Table 1) or baseline out-
come measures (Table 2). The median time between ran-
domization and the start of the intervention was 13 days 
(CMBAS: 13 days; HSMP: 15 days).

Intervention Fidelity
Checklists completed by facilitators indicated that 

87.5% of the sessions in the CMBAS condition were com-
plete, with facilitators missing no more than 1 element in 
the sessions and all of the missed elements reported being 
minor in nature (e.g., having missed brief closing prac-
tices or shortening of movement practices due to time 
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Enrollment

Allocation

V2

V3

Analysis

Excluded

Not randomized

CMBAS

Final follow-up completed Final follow-up completed

Analyzed Analyzed

Final follow-up stopped
Final follow-up stopped

HSMP

(n = 15)

(n = 6)

(n = 73)

(n = 70)

(n = 68)

(n = 73) (n = 74)

(n = 74)
(n = 0)

(n = 73)
(n = 0)

(n = 5)

(n = 3)

(n = 74)

(n = 67)

(n = 65)
(n = 9)

(n = 7)

(n = 71)
(n = 3)

(n = 72)
(n = 1)

Assessed for eligibility:  (n = 168)

Included: (n = 153)

Randomized: (n = 147)

-Participant preincluded but not included (n = 11)
-Other (n = 4)

-Additional cognitive inclusion criteria
not met (n = 2)
-Refused to be randomized (n = 4)

-Performed intervention
-Did not perform intervention

Post-intervention follow-up completed
Post-intervention follow-up stopped
-Early termination (n = 3)

Post-intervention follow-up completed
Post-intervention follow-up stopped
-Early termination (n = 7)

-Post-intervention follow-up stopped (n = 3)
-Early termination (n = 1)
-Lost to follow-up/unable to contact (n = 1)

-Post-intervention follow-up stopped (n = 7)
-Early termination (n = 2)

Excluded from analysis
Analysis of the primary outcome

Excluded from analysis
Analysis of the primary outcome

-Performed intervention
-Did not perform intervention

Fig. 1. Consort flow diagram of enrolment and randomization to CMBAS and HSMP interventions.

Co
lo

r v
er
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n 

av
ai

la
bl

e 
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lin
e

Total sample
(n = 147)

CMBAS
(n = 73)

HSMP
(n = 74)

Sex
Female 95 (65) 47 (64) 48 (65)

Age, years 72.7±6.9 72.1±7.6 73.3±6.2
Education, years 13.6±3.6 13.9±3.8 13.4±3.4
Ethnicity

White 142 (97) 69 (94) 73 (99)
Recruitment site

London, UK 28 (19) 14 (19) 14 (19)
Lyon, France 40 (27) 20 (27) 20 (27)
Cologne, Germany 39 (26) 19 (26) 20 (27)
Barcelona, Spain 40 (27) 20 (27) 20 (27)

Employment
Retired 123 (85)a 58 (82)b 65 (88)

MMSE 28.8±1.1 28.7±1.2 28.9±1.0

Data are presented as means ± SD or numbers (%). a n = 145. b n = 71.

Table 1. Clinical and demographic 
characteristics of the intention-to-treat 
sample
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constraints). In the HSMP condition, checklists indicated 
that therapists covered the main steps of the standard ses-
sion sequence without exception.

Intervention Engagement
No significant differences were observed between the 

CMBAS and HSMP arms on participant ratings (n = 143) 
of credibility (5.9 [SD 2.2] vs. 5.3 [SD 1.9]) or expectancy 

(4.5 [SD 1.9] vs. 4.1 [SD 1.8]). One hundred twenty-one 
(85%) participants attended 4 or more sessions (CMBAS: 
82%; HSMP: 87%), the requirement for the minimum in-
tervention analysis. Participants had an average atten-
dance of 6.7 (SD 2.7) out of a maximum of 9 sessions 
(CMBAS = 6.7 [SD 2.8], HSMP = 6.8 [SD 2.7]). No differ-
ence was observed between intervention arms in the 
number of sessions attended (p = 0.95). One hundred 

Table 2. Observed values for all outcomes

Trait-STAI State-STAI GDS

CMBAS HSMP CMBAS HSMP CMBAS HSMP

n mean (SD) n mean (SD) n mean (SD) n mean (SD) n mean (SD) n mean (SD)

V1 72 40.7 (10.5) 74 39.1 (9.4) 73 33.6 (9.8) 74 31.5 (8.4) 73 3.1 (2.5) 74 2.0 (2.0)
V2 68 37.0 (9.8) 66 36.2 (9.1) 68 31.5 (8.8) 66 30.4 (8.3) 68 2.7 (2.9) 66 2.1 (2.2)
V3 68 37.3 (10.4) 65 36.3 (9.8) 68 32.8 (10.2) 65 29.7 (9.1) 68 2.6 (2.8) 64 2.0 (1.9)
Change from V1 to V2 67 –3.3 (7.5) 66 –2.4 (6.7) 68 –2.1 (9.9) 66 –0.9 (8.1) 68 –0.3 (2.0) 66 0.2 (1.9)
Change from V1 to V3 67 –3.0 (8.3) 65 –2.5 (7.9) 68 –0.6 (10.9) 65 –1.4 (8.5) 68 –0.4 (2.0) 64 0.1 (1.0)

Table 3. Results from the primary outcome and secondary outcomes

Primary 
outcome

Estimated changea Between-group 
difference in 
changea 

              p value 

CMBAS (n = 73) HSMP (n = 74)

Trait-STAI
V1 to V2 –1.02 (–3.54 to 1.50) 0.23 (–2.29 to 2.76) –1.25 (–4.76 to 2.25) 0.48

Secondary out-
comes

Estimated change Between-group 
difference in 
change 

              p value

CMBAS (n = 73) HSMP (n = 74)

Trait-STAI
V1 to V3 –2.92 (–4.67 to –1.17) –2.49 (–4.27 to –1.17) –0.43 (–2.92 to 2.07) 0.74

State-STAI
V1 to V2 –2.47 (–4.74 to –0.21) –0.88 (–3.16 to 1.40) –1.60 (–4.81 to 1.62) 0.33
V1 to V3 –0.76 (–2.88 to 1.36) –1.31 (–3.48 to 0.85) 0.55 (–2.48 to 3.59) 0.72

GDS
V1 to V2 –0.23 (–0.71 to 0.26) 0.20 (–0.29 to 0.69) –0.43 (–1.11 to 0.26) 0.22
V1 to V3 –0.34 (–0.80 to 0.12) 0.15 (–0.32 to 0.62) –0.49 (–1.14 to 0.17) 0.14

Values are presented as means (95% CI). All analyses are adjusted for: recruitment site, median-centered age, 
sex, median-centered MMSE, and median-centered baseline scores of outcome. a For Trait-STAI change between 
V1 and V2 (primary outcome), estimates and p values come from the linear regression model with missing = 
failure analysis, and for Trait-STAI change between V1 and V3, State-STAI, and GDS (secondary outcomes), 
estimates come from the mixed effect regression analysis.
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twenty-five (85%) participants completed at least 1 home-
work practice (CMBAS = 63 [85%]; HSMP = 63 [85%]). 
Fifty-six percent (75 out of 133) of the participants who 
returned for V3 reported that they continued practice 
during the follow-up period, i.e., 59% (40 out of 68) in 
CMBAS and 54% (35 out of 65) in health self-manage-
ment (p = 0.6). The median time between the start of the 
group-based intervention and V2 was 65 days (CMBAS: 
66 days; HSMP: 62 days), and between the start of the 
group-based intervention and V3 it was 174 days (CMBAS 
and HSMP: 174 days). 

Primary Outcome
The mean observed change in trait-STAI from V1 to 

V2 was –3.3 (SD 7.5) points (Cohen’s d = 0.31) in CMBAS 
and –2.4 (SD 6.7) points (Cohen’s d = 0.26) in HSMP 
(Table 2). There was no significant difference between 
groups (mean adjusted difference in change: –1.25; 95% 
CI –4.76 to 2.25, p = 0.48; Cohen’s d = 0.13; Table 3). Sen-
sitivity analyses supported these findings, as did the min-
imum intervention analysis (–0.39; 95% CI –2.88 to 2.09, 
p = 0.75; online suppl. Table 2). No significant moderat-
ing effect was identified for the considered baseline char-
acteristics (online suppl. material).

Secondary Outcomes
The mean adjusted difference in change in trait-STAI 

from V1 to V3 between intervention arms was not sig-
nificant (–0.43; 95% CI –2.92 to 2.07, p = 0.74; Cohen’s  
d = 0.04; Table 3). Neither the mean adjusted difference 
in change on the state-STAI from V1 to V2 (–1.60; 95% 
CI –4.81 to 1.62, p = 0.33; Cohen’s d = 0.18) nor that from 
V1 to V3 (0.55; 95% CI –2.48 to 3.59, p = 0.72; Cohen’s  
d = 0.06; Table 3) was significant. Regarding the GDS, the 
mean adjusted differences in change from V1 to V2 
(–0.43; 95% CI –1.11 to 0.26, p = 0.22; Cohen’s d = 0.19) 
and from V1 to V3 (–0.49; 95% CI –1.14 to 0.17, p = 0.14; 
Cohen’s d = 0.22; Table 3) were also not significant.

Post hoc Analyses
The change in trait-STAI was significantly different 

from zero in both intervention arms from V1 to V3 
(CMBAS: –2.92; 95% CI –4.67 to –1.17, p = 0.001; HSMP: 
–2.49; 95% CI –4.27 to –0.72, p = 0.006). This decrease 
was mainly observed from V1 to V2 (CMBAS: –3.43; 95% 
CI –5.27 to –1.59, p = 0.0003; HSMP: –2.29; 95% CI –4.14 
to –0.44, p = 0.02) and no change was observed from V2 
to V3 (CMBAS: 0.51; 95% CI –0.57 to 1.59, p = 0.35; 
HSMP: –0.20; 95% CI –1.28 to 0.88, p = 0.71; Fig.  2). 
Twenty-one participants (16%) reported a clinically sig-

nificant improvement in trait-STAI from V1 to V2 
(CMBAS: n = 11; HSMP: n = 10). 

Change was not significantly different from zero in ei-
ther intervention arm from V1 to V3 in state-STAI scores 
(CMBAS: –0.76; 95% CI –2.88 to 1.36, p = 0.48; HSMP: 
–1.31; 95% CI –3.48 to 0.85, p = 0.23) or GDS scores 
(CMBAS: –0.34; 95% CI –0.8 to 0.12, p = 0.15; HSMP: 
0.15; 95% CI –0.32 to 0.62, p = 0.53). However, the change 
in state-STAI was significantly different from zero in the 
CMBAS arm from V1 to V2 (–2.47; 95% CI –4.74 to 
–0.21, p = 0.03). No other changes from V1 to V2 were 
significantly different from zero. 

Deterioration and Adverse Events
Forty-four (33%) of the 133 participants who complet-

ed the primary outcome measure at both time points 
showed an increase (deterioration) in trait-STAI from V1 
to V2. There was no difference in deterioration between 
groups (CMBAS: n = 22; 33%; HSMP: n = 22; 33%), and 
only 2 participants (1.5%) reported a clinically significant 
deterioration. Twenty-five adverse events were recorded 
in the trial (CMBAS: 18; HSMP: 7), and 5 of them were 
considered serious adverse events (CMBAS: 4; HSMP: 1; 
online suppl. Table 3). None in either condition was 
judged to be related to the study procedures or interven-
tion. 
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Discussion

In this large, multinational clinical trial of older adults 
with SCD an 8-week CMBAS intervention was not supe-
rior to an HSMP at reducing subclinical anxiety symp-
toms. Intervention engagement and potential iatrogenic 
effects were equivalent in both conditions [29], and no 
study-related adverse events were reported. 

Despite the extant literature reporting beneficial ef-
fects of MBI on both clinical and subclinical symptoms of 
anxiety [13, 14], we observed no substantial difference in 
subclinical anxiety symptom reduction between inter-
vention conditions. This finding further contrasts with 
that of a previously published trial reporting a differential 
benefit of an MBI compared with an HSMP on symptoms 
of anxiety in participants with cognitive complaints [21]. 
Participants in the previous trial had a current diagnosis 
of depression and/or anxiety, whereas this was an exclu-
sion for SCD-Well. While participants in our trial did 
show elevated baseline anxiety symptoms, in line with ob-
servational studies of SCD [30], it may be that clinically 
significant anxiety is needed for a differential effect of 
MBI to emerge in this population. 

In the present study, participants in both intervention 
groups showed a reduction in trait anxiety at the end of 
the intervention that was maintained 6 months later. This 
reduction left participants well within the normal range 
of anxiety symptoms [31] and suggests that anxiety levels 
in individuals with SCD are malleable. However, because 
the trial did not include a passive control, we were unable 
to directly examine whether changes in anxiety symp-
toms were specifically due to the interventions. In an ef-
fort to answer this question, we extracted the average 
trait-STAI change from passive control conditions used 
in 8-week MBI studies across a range of populations that 
were included in earlier reviews [13, 14] (see online suppl. 
Table 4 for references). The average reported change 
from those 6 studies was 0.3 (compared with –3.3 in 
CMBAS and –2.4 in HSMP reported here), indicating 
that anxiety was relatively stable over time in a passive 
condition. When studies were restricted to those with an 
average participant age of 50 years or older, trait-STAI 
increased by 2.2 on average over 8 weeks. While only in-
dicative, and not confirmatory, these data support the in-
terpretation that both interventions employed in SCD-
Well led to the reduction of anxiety symptoms. 

A sustained decrease in state symptoms of anxiety was 
not observed in either intervention condition. State anxi-
ety describes symptoms experienced in the present mo-
ment, while trait anxiety describes symptoms generally 

experienced over time. The observation of a sustained re-
duction of trait but not state anxiety indicates that par-
ticipants experienced an enduring shift in subclinical 
anxiety levels rather than acute responses to a stressor 
(e.g., clinical test environment). Despite MBI having been 
shown to effectively reduce depressive symptoms [14], we 
found no effect in SCD-Well. As depressive symptoms 
were already near floor at baseline, there was little room 
for improvements to be observed. As with trait anxiety 
symptoms, a positive effect on depressive symptoms 
might be anticipated in future trials that include older 
adults with higher or clinically significant levels of de-
pression. 

The SCD-Well trial has several strengths. It is the first 
multicountry intervention study in SCD, which increases 
the generalizability of the findings. In line with method-
ological recommendations for randomized controlled 
trials of psychological interventions [32], we used a man-
ualized intervention with a clinically relevant comparison 
condition that incorporated the same amount of facilita-
tor contact time as the experimental condition, described 
the “treatment ingredients” of both interventions [see 
16], included a 6-month follow-up assessment, and re-
ported the number of participants who deteriorated (i.e., 
reported an increase in anxiety symptoms) after treat-
ment. Compared to previous mindfulness trials in SCD 
[21, 33, 34], our trial had a larger sample size, comprising 
older adults recruited solely from memory clinics. We fol-
lowed research recommendations [35] to homogenize 
our sample by using a standardized definition of SCD [2, 
36], by using predefined criteria to exclude MCI [16, 37], 
and by excluding participants with psychiatric or neuro-
degenerative disorders. 

This study does, however, have limitations. First, there 
are methodological constraints. Most importantly, no 
passive control was included so we were unable to ascer-
tain whether the reduction in anxiety symptoms observed 
in both conditions was specifically due to intervention. 
Despite the statistically significant reductions in trait-
STAI observed in both conditions, clinically significant 
reductions were limited. Recent meta-analytic evidence 
suggests that the trait-STAI captures negative affectivity 
more than anxiety [38], thus offering the possibility that 
the negative results observed here may be due to measure-
ment insensitivity. We are further unable to explain why 
no difference was observed between conditions. For ex-
ample, intervention duration (e.g., most drug trials are 
significantly longer), the strength of the comparator con-
dition [19], or the limited range of anxiety symptoms due 
to exclusion of anxiety disorders could all have made the 
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detection of intervention effects more difficult. Second, 
the causes of SCD are heterogeneous, and despite making 
attempts to homogenize the sample, different underlying 
etiologies of SCD likely remained and could have affected 
the results. Third, the follow-up was relatively short. Po-
tential long-term effects on anxiety symptoms or demen-
tia incidence could not be assessed. Future analyses from 
SCD-Well, and its sister trial Age-Well [39], will further 
characterize the possible specificities of these interven-
tions on cognition, aging, and health.

Acknowledgment

The Medit-Ageing Research Group includes: Nicholas Ashton, 
Florence Allais, Romain Bachelet, Viviane Belleoud, Clara Benson, 
Beatriz Bosch, Maelle Botton, Maria Pilar Casanova, Anne Chocat, 
Stéphanie Egret, Hélène Espérou, Karine Goldet, Idir Hamdi-
douche, Abdul Hye, Agathe Joret Philippe, Renaud La Joie, Maria 
Leon, Dix Meiberth, Ester Milz, Hendrik Mueller, Theresa Muel-
ler, Valentin Ourry, Alfredo Ramirez, Géraldine Rauchs, Leslie 
Reyrolle, Laura Richert, Ana Salinero, Eric Salmon, Lena 
Sannemann, Yamna Satgunasingam, Christine Schwimmer, Hilde 
Steinhauser, Clémence Tomadesso, Denis Vivien, Patrik Vuil-
leumier, Cédrick Wallet, and Janet Wingrove. Many people helped 
in implementing this study. The authors would like to thank all the 
contributors listed in the Medit-Ageing Research Group, Rhonda 
Smith, Charlotte Reid, the sponsor (Pôle de Recherche Clinique at 
Inserm), Inserm Transfert (Delphine Smagghe), and the partici-
pants in the SCD-Well clinical trial.

Statement of Ethics

This study was approved by Ethics Committees and regulatory 
agencies of all centers: London, UK (Queen Square Research Eth-
ics Committee: No 17/LO/0056 and Health Research Authority 
National Health Service, IRAS project ID: 213008); Lyon, France 
(Comité de Protection des Personnes Sud-Est II Groupement Hos-
pitalier Est: No. 2016-30-1 and Agence Nationale de Sécurité du 
Médicament et des Produits de Santé: IDRCB 2016-A01298-43); 
Cologne, Germany (Ethikkommission der Medizinischen Fakultät 
der Universität zu Köln: No. 17-059); and Barcelona, Spain (Co-

mité Etico de Investigacion Clinica del Hospital Clinic de Barce-
lona: No. HCB/2017/0062). Written informed consent was se-
cured from all of the participants after the procedures had been 
fully explained to them and prior to trial participation. The authors 
assert that all of the procedures contributing to this work comply 
with the ethical standards of the relevant national and institution-
al committees on human experimentation and with the Helsinki 
Declaration of 1975, as revised in 2008.

Conflict of Interest Statement

TB has received honoraria for workshops on MBI and is the 
coauthor of a book on mindfulness-based cognitive therapy. All of 
the other authors have no conflicts to declare. 

Funding Sources

SCD-Well was sponsored by the Institut National de la Santé et 
de la Recherche Médicale (Inserm). The SCD-Well RCT is part of 
the Medit-Ageing project funded through the European Union in 
Horizon 2020 program related to the call PHC22 Promoting Men-
tal Well-Being in the Ageing Population and under grant agree-
ment No. 667696. N.L.M. was supported by a Senior Fellowship 
from the Alzheimer’s Society (AS-SF-15b-002). The funders had 
no role in the study design, data acquisition, data analysis, data 
interpretation, or writing. 

Author Contributions

N.L.M., T.B., M.W., A.L., E.M.A.-U., F.C., G.P., J.G., J.A., E.F., 
P.K.-S., J.L.M., G.C., F.J., and O.M.K. made substantial contribu-
tions to the conception and design of this work. N.L.M., H.D.-K., 
A.-K.S., N.C.-P., F.D.-C., T.W., Z.W., P.K.-S., J.L.M., F.J., and 
O.M.K. contributed to data acquisition. N.L.M., T.B., M.W., A.L., 
E.M.A.-U., F.C., G.P., J.G., G.C., F.J., and O.M.K. contributed to 
interpretation of the data. N.L.M., R.C., H.D.-K., M.S., J.A., and 
E.F. contributed to analysis of data. N.L.M., R.C., and E.F. drafted 
this paper. N.L.M., T.B., R.C., M.W., A.L., E.M.A.-U., F.C., G.P., 
H.D.-K., A.-K.S., N.C.-P., F.D.-C., T.W., M.S., J.G., J.A., E.F., Z.W., 
P.K.-S., J.L.M., G.C., F.J., and O.M.K. critically revised this work 
for important intellectual content and approved the final version.

References

 1 Rabin LA, Smart CM, Amariglio RE. Subjec-
tive Cognitive Decline in Preclinical Alzheim-
er’s Disease. Annu Rev Clin Psychol. 2017 
May;13(1):369–96.

 2 Jessen F, Amariglio RE, van Boxtel M, Breteler 
M, Ceccaldi M, Chételat G, et al.; Subjective 
Cognitive Decline Initiative (SCD-I) Work-
ing Group. A conceptual framework for re-
search on subjective cognitive decline in pre-
clinical Alzheimer’s disease. Alzheimers De-
ment. 2014 Nov;10(6):844–52.

 3 Jessen F, Amariglio RE, Buckley RF, van der 
Flier WM, Han Y, Molinuevo JL, et al. The 
characterisation of subjective cognitive de-
cline. Lancet Neurol. 2020 Mar;19(3):271–8.

 4 Wolfsgruber S, Kleineidam L, Wagner M, 
Mösch E, Bickel H, Lϋhmann D, et al.; Age-
CoDe Study Group. Differential Risk of Inci-
dent Alzheimer’s Disease Dementia in Stable 
Versus Unstable Patterns of Subjective Cog-
nitive Decline. J Alzheimers Dis. 2016 
Oct;54(3):1135–46.

 5 Gulpers B, Ramakers I, Hamel R, Köhler S, 
Oude Voshaar R, Verhey F. Anxiety as a Pre-
dictor for Cognitive Decline and Dementia: A 
Systematic Review and Meta-Analysis. Am J 
Geriatr Psychiatry. 2016 Oct;24(10):823–42.

 6 Becker E, Orellana Rios CL, Lahmann C, 
Rücker G, Bauer J, Boeker M. Anxiety as a risk 
factor of Alzheimer’s disease and vascular de-
mentia. Br J Psychiatry. 2018 Nov;213(5):654–
60.

https://www.karger.com/Article/FullText/515669?ref=1#ref1
https://www.karger.com/Article/FullText/515669?ref=2#ref2
https://www.karger.com/Article/FullText/515669?ref=2#ref2
https://www.karger.com/Article/FullText/515669?ref=3#ref3
https://www.karger.com/Article/FullText/515669?ref=4#ref4
https://www.karger.com/Article/FullText/515669?ref=5#ref5
https://www.karger.com/Article/FullText/515669?ref=5#ref5
https://www.karger.com/Article/FullText/515669?ref=6#ref6


Marchant et al.Psychother Psychosom10
DOI: 10.1159/000515669

 7 Hill NL, Mogle J, Wion R, Munoz E, De-
Pasquale N, Yevchak AM, et al. Subjective 
Cognitive Impairment and Affective Symp-
toms: A Systematic Review. Gerontologist. 
2016 Dec;56(6):e109–27.

 8 Eysenck MW, Derakshan N, Santos R, Calvo 
MG. Anxiety and cognitive performance: at-
tentional control theory. Emotion. 2007 
May;7(2):336–53.

 9 Bishop SJ. Trait anxiety and impoverished 
prefrontal control of attention. Nat Neurosci. 
2009 Jan;12(1):92–8.

10 Hazlett-Stevens H, Singer J, Chong A. Mind-
fulness-Based Stress Reduction and Mindful-
ness-Based Cognitive Therapy with Older 
Adults: A Qualitative Review of Randomized 
Controlled Outcome Research. Clin Geron-
tol. 2019 Jul-Sep;42(4):347–58.

11 Helmes E, Ward BG. Mindfulness-based cog-
nitive therapy for anxiety symptoms in older 
adults in residential care. Aging Ment Health. 
2017 Mar;21(3):272–8.

12 Berk L, Hotterbeekx R, van Os J, van Boxtel 
M. Mindfulness-based stress reduction in 
middle-aged and older adults with memory 
complaints: a mixed-methods study. Aging 
Ment Health. 2018 Sep;22(9):1107–14.

13 Chen KW, Berger CC, Manheimer E, Forde 
D, Magidson J, Dachman L, et al. Meditative 
therapies for reducing anxiety: a systematic 
review and meta-analysis of randomized con-
trolled trials. Depress Anxiety. 2012 
Jul;29(7):545–62.

14 Khoury B, Lecomte T, Fortin G, Masse M, 
Therien P, Bouchard V, et al. Mindfulness-
based therapy: a comprehensive meta-analy-
sis. Clin Psychol Rev. 2013 Aug;33(6):763–71.

15 Bodenheimer T, Lorig K, Holman H, Grum-
bach K. Patient self-management of chronic 
disease in primary care. JAMA. 2002 
Nov;288(19):2469–75.

16 Marchant NL, Barnhofer T, Klimecki OM, 
Poisnel G, Lutz A, Arenaza-Urquijo E, et al.; 
SCD-WELL Medit-Ageing Research Group. 
The SCD-Well randomized controlled trial: 
effects of a mindfulness-based intervention 
versus health education on mental health in 
patients with subjective cognitive decline 
(SCD). Alzheimers Dement (N Y). 2018 
Dec;4(1):737–45.

17 Boutron I, Altman DG, Moher D, Schulz KF, 
Ravaud P; CONSORT NPT Group. CON-
SORT Statement for Randomized Trials of 
Nonpharmacologic Treatments: A 2017 Up-
date and a CONSORT Extension for Non-
pharmacologic Trial Abstracts. Ann Intern 
Med. 2017 Jul;167(1):40–7.

18 Zellner Keller B, Singh NN, Winton AS. 
Mindfulness-Based Cognitive Approach for 
Seniors (MBCAS): Program Development 
and Implementation. Mindfulness (N Y). 
2014;5(4):453–9.

19 Zipfel S, Junne F, Giel KE. Measuring Success 
in Psychotherapy Trials: The Challenge of 
Choosing the Adequate Control Condition. 
Psychother Psychosom. 2020;89(4):195–9.

20 Lorig K, Holman H, Sobel D, Laurent D, 
González V, Minor M. Living a Healthy Life 
with Chronic Conditions: Self-Management 
of Heart Disease, Arthritis, Diabetes, Depres-
sion, Asthma, Bronchitis, Emphysema and 
Other Physical and Mental Health Condi-
tions. 4th ed. Boulder (CO): Bull Publishing 
Company; 2012.

21 Wetherell JL, Hershey T, Hickman S, Tate SR, 
Dixon D, Bower ES, et al. Mindfulness-Based 
Stress Reduction for Older Adults With Stress 
Disorders and Neurocognitive Difficulties: A 
Randomized Controlled Trial. J Clin Psychia-
try. 2017 Jul;78(7):e734–43.

22 Devilly GJ, Borkovec TD. Psychometric prop-
erties of the credibility/expectancy question-
naire. J Behav Ther Exp Psychiatry. 2000 
Jun;31(2):73–86.

23 Borrelli B. The Assessment, Monitoring, and 
Enhancement of Treatment Fidelity In Public 
Health Clinical Trials. J Public Health Dent. 
2011;71 Suppl 1:S52–63.

24 Spielberger CD, Gorsuch RL, Lushene R, 
Vagg PR, Jacobs GA. Manual for the State-
Trait Anxiety Inventory. Palo Alto (CA): 
Consulting Psychologists Press; 1983.

25 Barnes LL, Harp D, Jung WS. Reliability Gen-
eralization of Scores on the Spielberger State-
Trait Anxiety Inventory. Educ Psychol Meas. 
2002;62(4):603–18.

26 Sheikh JI, Yesavage JA. Geriatric Depression 
Scale (GDS): recent evidence and develop-
ment of a shorter version. Clin Gerontol J Ag-
ing Ment Health. 1986;5(1–2):165–73.

27 Feingold A. A Regression Framework for Ef-
fect Size Assessments in Longitudinal Model-
ing of Group Differences. Rev Gen Psychol. 
2013 Mar;17(1):111–21.

28 Jacobson NS, Truax P. Clinical significance: a 
statistical approach to defining meaningful 
change in psychotherapy research. J Consult 
Clin Psychol. 1991 Feb;59(1):12–9.

29 Fava GA, Cosci F, Guidi J, Rafanelli C. The 
Deceptive Manifestations of Treatment Resis-
tance in Depression: A New Look at the Prob-
lem. Psychother Psychosom. 2020;89(5):265–
73.

30 Perrotin A, La Joie R, de La Sayette V, Barré 
L, Mézenge F, Mutlu J, et al. Subjective cogni-
tive decline in cognitively normal elders from 
the community or from a memory clinic: dif-
ferential affective and imaging correlates. Al-
zheimers Dement. 2017 May;13(5):550–60.

31 Balsamo M, Cataldi F, Carlucci L, Fairfield B. 
Assessment of anxiety in older adults: a re-
view of self-report measures. Clin Interv Ag-
ing. 2018 Apr;13:573–93.

32 Guidi J, Brakemeier EL, Bockting CL, Cosci F, 
Cuijpers P, Jarrett RB, et al. Methodological 
Recommendations for Trials of Psychological 
Interventions. Psychother Psychosom. 
2018;87(5):276–84.

33 Smart CM, Segalowitz SJ, Mulligan BP, Koud-
ys J, Gawryluk JR. Mindfulness Training for 
Older Adults with Subjective Cognitive De-
cline: Results from a Pilot Randomized Con-
trolled Trial. J Alzheimers Dis. 2016 
Apr;52(2):757–74.

34 Lenze EJ, Hickman S, Hershey T, Wendleton 
L, Ly K, Dixon D, et al. Mindfulness-based 
stress reduction for older adults with worry 
symptoms and co-occurring cognitive dys-
function. Int J Geriatr Psychiatry. 2014 
Oct;29(10):991–1000.

35 Wolfsgruber S, Molinuevo JL, Wagner M, 
Teunissen CE, Rami L, Coll-Padrós N, et al.; 
Euro-SCD working group. Prevalence of ab-
normal Alzheimer’s disease biomarkers in pa-
tients with subjective cognitive decline: cross-
sectional comparison of three European 
memory clinic samples. Alzheimers Res Ther. 
2019 Jan;11(1):8.

36 Molinuevo JL, Rabin LA, Amariglio R, Buck-
ley R, Dubois B, Ellis KA, et al.; Subjective 
Cognitive Decline Initiative (SCD-I) Work-
ing Group. Implementation of subjective cog-
nitive decline criteria in research studies. Al-
zheimers Dement. 2017 Mar;13(3):296–311.

37 Bondi MW, Edmonds EC, Jak AJ, Clark LR, 
Delano-Wood L, McDonald CR, et al. Neuro-
psychological criteria for mild cognitive im-
pairment improves diagnostic precision, bio-
marker associations, and progression rates. J 
Alzheimers Dis. 2014;42(1):275–89.

38 Knowles KA, Olatunji BO. Specificity of trait 
anxiety in anxiety and depression: Meta-anal-
ysis of the State-Trait Anxiety Inventory. Clin 
Psychol Rev. 2020 Dec;82:101928.

39 Poisnel G, Arenaza-Urquijo E, Collette F, 
Klimecki OM, Marchant NL, Wirth M, et al.; 
Medit-Ageing Research Group. The Age-
Well randomized controlled trial of the 
Medit-Ageing European project: effect of 
meditation or foreign language training on 
brain and mental health in older adults. Al-
zheimers Dement (N Y). 2018 Dec;4(1):714–
23.

https://www.karger.com/Article/FullText/515669?ref=7#ref7
https://www.karger.com/Article/FullText/515669?ref=8#ref8
https://www.karger.com/Article/FullText/515669?ref=9#ref9
https://www.karger.com/Article/FullText/515669?ref=10#ref10
https://www.karger.com/Article/FullText/515669?ref=10#ref10
https://www.karger.com/Article/FullText/515669?ref=11#ref11
https://www.karger.com/Article/FullText/515669?ref=12#ref12
https://www.karger.com/Article/FullText/515669?ref=12#ref12
https://www.karger.com/Article/FullText/515669?ref=13#ref13
https://www.karger.com/Article/FullText/515669?ref=14#ref14
https://www.karger.com/Article/FullText/515669?ref=15#ref15
https://www.karger.com/Article/FullText/515669?ref=16#ref16
https://www.karger.com/Article/FullText/515669?ref=17#ref17
https://www.karger.com/Article/FullText/515669?ref=17#ref17
https://www.karger.com/Article/FullText/515669?ref=18#ref18
https://www.karger.com/Article/FullText/515669?ref=19#ref19
https://www.karger.com/Article/FullText/515669?ref=21#ref21
https://www.karger.com/Article/FullText/515669?ref=21#ref21
https://www.karger.com/Article/FullText/515669?ref=22#ref22
https://www.karger.com/Article/FullText/515669?ref=23#ref23
https://www.karger.com/Article/FullText/515669?ref=24#ref24
https://www.karger.com/Article/FullText/515669?ref=24#ref24
https://www.karger.com/Article/FullText/515669?ref=25#ref25
https://www.karger.com/Article/FullText/515669?ref=26#ref26
https://www.karger.com/Article/FullText/515669?ref=26#ref26
https://www.karger.com/Article/FullText/515669?ref=27#ref27
https://www.karger.com/Article/FullText/515669?ref=28#ref28
https://www.karger.com/Article/FullText/515669?ref=28#ref28
https://www.karger.com/Article/FullText/515669?ref=29#ref29
https://www.karger.com/Article/FullText/515669?ref=30#ref30
https://www.karger.com/Article/FullText/515669?ref=30#ref30
https://www.karger.com/Article/FullText/515669?ref=31#ref31
https://www.karger.com/Article/FullText/515669?ref=31#ref31
https://www.karger.com/Article/FullText/515669?ref=32#ref32
https://www.karger.com/Article/FullText/515669?ref=33#ref33
https://www.karger.com/Article/FullText/515669?ref=34#ref34
https://www.karger.com/Article/FullText/515669?ref=35#ref35
https://www.karger.com/Article/FullText/515669?ref=36#ref36
https://www.karger.com/Article/FullText/515669?ref=36#ref36
https://www.karger.com/Article/FullText/515669?ref=37#ref37
https://www.karger.com/Article/FullText/515669?ref=37#ref37
https://www.karger.com/Article/FullText/515669?ref=38#ref38
https://www.karger.com/Article/FullText/515669?ref=38#ref38
https://www.karger.com/Article/FullText/515669?ref=39#ref39
https://www.karger.com/Article/FullText/515669?ref=39#ref39

	TabellenFussnote
	StartZeile
	Zwischenlinie

