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Abstract

Introduction: The temporal relationship between symptoms
and functioning in the context of cognitive behavioral therapy
(CBT) for anxiety and depression is not fully understood, and
there are few high-quality studies that have examined to what
extent late intervention effects of CBT on functioning are
mediated by initial intervention effects on symptoms while
accounting for the initial effects on functioning and vice versa.
Objective: The aim of the study was to investigate whether
intervention effects on symptoms and functioning at 12-month
follow-up were mediated by intervention effects on these out-
comes at 6-month follow-up. Methods: Participants with anxiety
and/or mild-to-moderate depression were randomly assigned
to a primary mental health care service (n = 463) or treatment-
as-usual (n = 215). Main outcomes were depressive symptoms
(Patient Health Questionnaire [PHQ-9]), anxiety (General Anxiety
Disorder-7 [GAD-7]), and functioning (Work and Social Adjust-
ment Scale [WSAS)). Direct/indirect effects were derived using

the potential outcomes and counterfactual framework. Results:
The intervention effect on functioning at 12 months was largely
explained by intervention effects at 6 months on depressive
symptoms (51%) and functioning (39%). The intervention effect
on depressive symptoms at 12 months was largely explained by
the intervention effect at 6 months on depressive symptoms
(70%) but not by functioning at 6 months. The intervention
effect on anxiety at 12 months was only partly accounted for by
intervention effects at 6 months on anxiety (29%) and function-
ing (10%). Conclusions: The findings suggest that late inter-
vention effects of CBT on functioning were to a substantial
degree explained by initial intervention effects on depressive
symptoms even after accounting for initial effects on function-
ing. Our results support the importance of symptoms as an
outcome in the context of CBT delivered in primary health care.

© 2023 The Author(s).
Published by S. Karger AG, Basel

Introduction

Anxiety and depression are among the most common
mental disorders and are associated with substantial func-
tional impairment [1]. A multitude of studies have shown
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that cognitive behavioral therapy (CBT) can be effective in
treating these conditions [2-5]. To evaluate the efficacy/
effectiveness of CBT, symptom measures and/or diagnosis
have traditionally been used as endpoints, while the impor-
tance of including functioning as a complementary endpoint
has become more acknowledged during the last dec-
ade [6, 7].

The temporal relationship between symptoms and
functioning in the context of treatment for anxiety and
depression is not fully understood, although it is often
assumed that changes in functioning lag changes in
symptoms (i.e., a serial process) [6]. Most of the work
in this regard is based on treatment studies observing that
intervention effects on functioning tend to occur later
than intervention effects on symptoms [8-11]. On the
other hand, prospective observational studies have pro-
vided evidence for a bidirectional relationship between
both depressive and anxiety symptoms and functioning
[12-15]. Causal interpretations based on these types of
studies are, however, often limited by their nonexper-
imental design [16] and may very well vary by diagnosis,
functional domain, or context [6].

Experimental studies with repeated measurements argu-
ably provide the best design to determine how an inter-
vention influences an outcome by means of causal medi-
ation analysis [17]. Surprisingly, few such studies have been
conducted regarding the temporal relationship between
symptoms and functioning in patients receiving CBT for
anxiety and/or depression. The relevant studies that we
identified all found that intervention effects on functioning
were at least partly mediated by effects on symptoms
[18-20]. Common for all these studies was that only serial
processes were considered and that the intervention effect
on functioning at the measurement occasion of the medi-
ator (i.e., symptoms) was not controlled for. Parallel pro-
cesses, in which the intervention simultaneously influences
symptoms and functioning, or a combination of serial and
parallel processes, with unidirectional or bidirectional cross-
lagged effects, were also not considered, despite being
reasonably plausible (see Fig. 1). The aim of the present
study was therefore to determine whether late intervention
effects on symptoms and functioning at 12-month follow-
up were mediated by initial effects on symptoms and/or
functioning at 6-month follow-up.

Methods

For the current study, data from the randomized controlled
trial of Prompt Mental Health Care (PMHC) were used [21].
PMHC is the Norwegian adaptation of the English program
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Improving Access to Psychological Therapies (IAPT) [22] and
is a free-of-charge, low-threshold, primary health care pro-
gram aimed at reaching adults with anxiety and mild-to-
moderate levels of depression. We have previously shown
that PMHC treatment, in comparison with a treatment-as-
usual condition, is effective in terms of reducing symptom
levels of anxiety and depression and improving functioning at
both 6- and 12-month follow-up [21, 23]. Design, study
setting, recruitment, randomization, and interventions were
described in detail in an earlier article that presented the main
findings of the trial [21]. Key aspects will be summarized
below.

The trial was conducted within routine care at, and in close
collaboration with, two PMHC sites: Kristiansand and Sandnes. To
be eligible for PMHC service during the trial period, the patient
had to present with anxiety and/or mild-to-moderate depression
as determined by the staff during initial assessment. A randomized
controlled design with parallel assignment was used. The partic-
ipants were randomized (using a computerized random number
generator) on a 70:30 ratio (PMHC vs. TAU) with simple random-
ization within each of the two sites and with no further constraints.
In PMHC, CBT treatment is offered in both low-intensity (guided
self-help, psycho-educational courses) and high-intensity (indi-
vidual treatment) forms. The care is organized according to a type
of matched-care model, in which information from the initial
assessment and patient preferences is used to determine the choice
of treatment. Treatment-as-usual included all ordinary services
available to the target population. In Sandnes and Kristiansand, as
many Norwegian municipalities, this usually included follow-up
by the GP, alternatively by private psychologists or occupational
health services.

Data Collection

Data from measurements at baseline, 6 months, and 12 months
after baseline in both the PMHC and TAU group were used for the
present study to derive the intervention effects of PMHC com-
pared to TAU at 6- and 12-month follow-up on symptoms of
depression, symptoms of anxiety, and functioning. At follow-up,
participants were invited to fill out questionnaires through stand-
ardized e-mails with direct, secure links to the online
questionnaires.

Participant Flow

A total of 463 patients were originally randomized to the
PMHC condition, whereas 218 patients were randomized to the
TAU condition. During the research project, four participants
withdrew their informed consent in the PMHC group and three
in the TAU group, resulting in a net allocation of 459 to the
PMHC group and 215 to the TAU group. At 6-month follow-
up, outcome data were available for 62.4% of the participants in
the PMHC group (n = 289) and 45.0% of the participants in the
TAU group (n = 98). At 12-month follow-up, these percentages
were 51.2% in the PMHC group (n = 237) and 38.5% in the TAU
group (n = 84).

Outcome Variables

Symptoms of depression were measured using the Patient
Health Questionnaire (PHQ-9), tapping frequency of nine symp-
toms (“not at all” [0] to “nearly every day” [3]) in the last 2 weeks
[24, 25]. A sum score ranging from 0 to 27 was created. The PHQ-9
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Fig. 1. Alternative models for the interre-
lationship between symptoms and func-
tioning. Direct effects from T1 to T3 are
not shown.
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has been shown to have good reliability and validity for measuring
major depressive disorder [24]. A total score >10 indicates clin-
ically significant levels of depression.

Symptoms of anxiety (General Anxiety Disorder-7, GAD-7):
symptoms of anxiety were measured using the GAD-7, including
seven items with similar frequency ratings and time frame as PHQ-
9 [25, 26]. A sum score ranging from 0 to 21 was created. GAD has
displayed good reliability and validity for measuring generalized
anxiety disorder [26] and satisfactory sensitivity and specificity for
generalized anxiety and other anxiety disorders [27]. A total
score >8 indicates clinically significant levels of anxiety.

Functioning was measured using the Work and Social Ad-
justment Scale (WSAS) [28]. The WSAS contains 5 items,
assessing impairment due to mental health problems during
the last month in five domains (work/studies, home manage-
ment, social leisure [activities together with others], private
leisure [activities done alone], and personal or family relation-
ships), all scored from 0 (not impaired) to 8 (severely impaired).
A sum score ranging from 0 to 40 was created. The WSAS has
been employed in previous evaluations of PMHC [29] and IAPT
[30]. In this context, WSAS was found to have discriminant
validity to, and comparable reliability and sensitivity to change
as, the PHQ-9 and GAD-7 [31].

Baseline Covariates

Baseline values of the outcome variables and the following
sociodemographic variables were included as covariates in all
mediation analyses: sex (male/female), age, education (higher

Symptom Reduction and Functional
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education [university/university college]: y/n), and marital
status (married/cohabiting: y/n). Two questions, one multi-
response item about current work status and one about
sources of income, assessed employment status. Based on
these, we determined whether participants were in full- or
part-time regular work without receiving benefits (y) or not
(n). To minimize the impact of potential mediator-outcome
confounding, we did an exploratory search for theoretically
relevant baseline variables (see [32] for an overview of avail-
able baseline variables) that would substantially correlate (r >
0.2) with symptoms of anxiety/depression and functioning at
6- and 12-month follow-up. Only self-control as measured by
the Brief Self-Control Scale [33] fulfilled these criteria and was
therefore included as an additional covariate.

Statistical Analyses

For each outcome (PHQ/GAD and WSAS at 12-month
follow-up), we estimated the direct and indirect effects of the
exposure (treatment) on the outcome variables for the in-
cluded mediators (PHQ/GAD and WSAS at 6-month follow-
up) while adjusting for potential confounders (sex, age,
educational attainment, relationship status, self-control,
and employment status). Continuous baseline variables
were grand mean centered and included as covariates. As
recommended, we included the exposure-mediator interac-
tions in the model, as not doing so may lead to biased
estimates and decreased statistical power to detect indirect
effects [17]. For example, the model that examined whether
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Fig. 2. Path diagram of the tested model (adjusted). The covariance between symptoms and functioning at

6 months is not displayed.

the intervention effects on depression and functioning at 12-
month follow-up were explained by intervention effects on
depression and functioning at 6-month follow-up included
the exposure-mediator interactions “intervention x depres-
sion at 6 months” and “intervention x functioning at 6
months.” See Figure 2 for an overview of the full model.
Separate models were estimated for, respectively, symptoms
of depression and functioning as outcomes and symptoms of
anxiety and functioning as outcomes. Maximum likelihood
estimation was used and is valid under the assumption of data
missing at random. Bootstrapped standard errors and con-
fidence intervals were obtained using 1,000 draws. All
indirect/direct effects were derived using the potential out-
comes and counterfactual framework, which enables proper
definitions of indirect/direct effects when exposure-mediator
interactions are included [17]. The practical interpretation of
these effects is similar to that of the traditional product
method used by Baron and Kenny [34].

Sensitivity analyses were carried out to examine whether
the size of the (in)direct effect estimates was robust to
missing data assumptions [35]. In this regard, a binary
missing data indicator (1 = missing data at 12-month
follow-up, 0 = not missing data at 12-month follow-up)
was added to the model shown in Figure 2 and regressed
on the outcome variables at 12-month follow-up. This
mimics a Missing Not At Random scenario in which the
probability of missing data on the outcome variables at a
particular measurement occasion is related to the values of
the outcomes at that same measurement occasion. Mplus
version 8.7 was used for all analyses.
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Results

Descriptive Statistics

The sample had a mean age of 34.8 years (SD = 12.3) and
was predominantly female (66.6%). Over one-third had
completed higher education (41.4%), more than half were
married or cohabiting (56.5%), and 37.5% were in regular
work without receiving benefits. The mean self-control score
was 3.0 (SD = 0.6). We have previously shown that baseline
characteristics were similar across treatment groups (PMHC
vs. TAU) [21]. At baseline, 42.9% had clinically relevant levels
of both symptoms of depression and anxiety, 37.9% had
clinically relevant levels of depressive symptoms only, and
19.2% had clinically relevant levels of anxiety symptoms only.

Table 1 shows the observed PHQ, GAD, and WSAS
scores at baseline, 6- and 12-month follow-up by treat-
ment group. For all outcomes, the average improvement
was greater for participants assigned to the PMHC group
compared to those assigned to the TAU group. Formal
effect estimates are presented elsewhere [21, 23].

Mediation Effects with Symptoms of Depression and

Functioning as Outcomes

As shown in Table 2, the intervention effect on
depressive symptoms at 12-month follow-up was
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Table 1. Descriptive statistics for

depression, anxiety, and functioning PMHC TAU Total
across time points n mean (SD) n mean (SD) N mean (SD)
PHQ
Baseline 459 14.9 (4.5) 215 15.0 (4.5) 674 14.9 (4.5)
6-month FU 289 7.1 (4.8) 98 10.5 (6.5) 387 8.0 (5.5)
12-month FU 237 6.8 (5.1) 84 9.8 (5.8) 321 7.6 (5.5)
GAD
Baseline 459 12.1 (4.2) 215 11.9 (4.2) 674 12.0 (4.2)
6-month FU 289 5.6 (3.9) 98 7.6 (4.5) 387 6.1 (4.2)
12-month FU 235 5.3 (4.0) 84 7.5 (5.0) 319 59 (4.4)
WSAS
Baseline 459 21.8 (7.7) 215 214 (8.1) 674 21.7 (7.8)
6-month FU 276 12.7 (9.4) 93 15.8 (10.4) 369 13.5 (9.7)
12-month FU 230 11.4 (10.3) 82 14.7 (10.2) 312 12.3 (10.3)

Table 2. Unstandardized total, direct, and indirect effect estimates of the mediation model with depression and functioning as

outcomes

Unadjusted, MAR
Est. (95% Cl)

Adjusted, MAR
Est. (95% Cl)

Adjusted, MNAR
Est. (95% Cl)

Outcome: PHQ-9 at 12-month FU

Total effect
Direct effect
Total indirect effect

Specific indirect effect (mediator=PHQ-9 at 6M FU)
Specific indirect effect (mediator=WSAS at 6M FU)

Outcome: WSAS at 12-month FU

Total effect
Direct effect
Total indirect effect

Specific indirect effect (mediator=PHQ-9 at 6M FU)
Specific indirect effect (mediator=WSAS at 6M FU)

-2.89 (-4.28, -1.52)
—-0.67 (-1.77, 0.53)
-2.22 (-3.30, —-1.27)
-2.02 (-3.06, —1.10)
—-0.20 (—0.54, 0.02)

-3.03 (-5.46, —0.46)
—-0.12 (-2.39, 1.94)

-2.90 (-4.70, —-1.15)
-1.56 (-3.05, —0.48)
-1.34 (-2.65, -0.27)

-3.24 (-4.89, —1.50)
-1.15 (=291, 0.73)
-2.08 (-3.20, —1.19)
-1.93 (-3.10, -1.04)
—-0.16 (-0.52, 0.12)

-3.21 (-6.18, —0.20)
—-0.30 (-3.09, 2.62)

-2.90 (-4.63, —1.45)
-1.64 (-3.34, -0.41)
-1.26 (-2.58, —-0.32)

-3.37 (-5.01, —-1.62)
-1.18 (-2.93, 0.67)
-2.19 (-3.30, -1.29)
-2.08 (-3.31, -1.11)
—-0.11 (-0.47, 0.17)

—2.98 (—6.13, 0.56)
-0.34 (-3.37, 3.39)
-2.63 (-4.46, —1.05)
-1.17 (-2.94, 0.20)
-1.46 (-2.80, —0.42)

Estimates in bold indicate p < 0.05. MAR, Missing At Random; MNAR, Missing Not At Random; 6M FU, 6-month follow-up.

largely explained by the intervention effect on depres-
sive symptoms at 6-month follow-up (70.0%, adjusted
analysis). In contrast, the intervention effect on func-
tioning at 12-month follow-up was explained by both
the intervention effect on functioning at 6-month
follow-up and the intervention effect on depressive
symptoms at 6-month follow-up. More precisely, func-
tioning at 6-month follow-up explained 39.4% of the
total effect on functioning at 12-month follow-up, and
symptoms of depression at 6-month follow-up ex-
plained 51.2% of this effect (adjusted analysis). A
sensitivity analysis regarding missing data assump-
tions did not substantially alter these findings (see
Table 2).

Symptom Reduction and Functional
Improvement after CBT

Mediation Effects with Symptoms of Anxiety and

Functioning as Outcomes

As shown in Table 3, the intervention effect on
symptoms of anxiety at 12-month follow-up was
only partly explained by the intervention effect on
symptoms of anxiety at 6-month follow-up (28.9%)
and functioning at 6-month follow-up (10.0%; adjusted
analysis). That is, more than half of the intervention
effect on symptoms of anxiety at 12-month follow-up
remained unexplained. The intervention effect on func-
tioning at 12-month follow-up was partly explained by
functioning at 6-month follow-up (47.1%, adjusted
analysis) but not at all by symptoms of anxiety at 6-
month follow-up. A sensitivity analysis with regard to
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Table 3. Unstandardized total, direct, and indirect effect estimates of the mediation model with anxiety and functioning as

outcomes

Unadjusted, MAR
Est. (95% Cl)

Adjusted, MAR
Est. (95% Cl)

Adjusted, MNAR
Est. (95% Cl)

Outcome: GAD-7 at 12-month FU

Total effect
Direct effect
Total indirect effect

Specific indirect effect (mediator=GAD-7 at 6M FU)
Specific indirect effect (mediator=WSAS at 6M FU)
Outcome: WSAS at 12-month FU

Total effect
Direct effect
Total indirect effect

Specific indirect effect (mediator=GAD-7 at 6M FU)
Specific indirect effect (mediator=WSAS at 6M FU)

-2.01 (-3.05, —0.81)
—-0.76 (-1.69, 0.25)

-1.26 (-2.03, —0.60)
-1.07 (-1.81, —0.53)
-0.19 (-0.44, —0.00)

-3.27 (-5.67, —0.63)
-1.06 (-3.16, 1.14)
-2.21 (-3.78, —0.62)
—-0.29 (-1.04, 0.31)
-1.92 (-3.37, —0.53)

-2.49 (-3.85, -1.09)
-1.52 (-2.92, -0.14)
-0.97 (-1.53, —-0.45)
-0.72 (-1.30, —0.28)
-0.25 (-0.57, —0.02)

-3.46 (-6.31, —0.43)
—-1.29 (-4.05, 1.43)
-2.17 (-3.63, —0.85)
—-0.54 (-1.52, 0.25)
-1.63 (-2.94, —0.54)

-2.63 (-4.02, —1.24)
-1.61 (-2.93, -0.26)
-1.02 (-1.62, —0.49)
-0.80 (-1.40, —0.31)
-0.22 (-0.54, 0.00)

-2.79 (-6.13, 1.01)
—0.84 (—4.14, 2.93)
-1.95 (-3.41, —0.58)
—-0.14 (-1.14, 0.84)
-1.81 (-3.32, -0.61)

Estimates in bold indicate p < 0.05. MAR, Missing At Random; MNAR, Missing Not At Random; 6M FU, 6-month follow-up.

missing data assumptions did not substantially alter
these findings (see Table 3).

Post hoc Analyses

Anxiety did not contribute to explaining the intervention
effect on functioning at 12-month follow-up, and we won-
dered whether this may have been due to the fact that on
average the provided treatment was more focused on depres-
sion than it was on anxiety. We conducted a first post hoc
analysis of the subsample that had clinically significant levels
of anxiety at baseline without comorbid depressive symptoms
to explore this hypothesis. The patterns were, however, similar
to the findings based on the whole sample, though the
subsample had become too small to draw firm conclusions.

It was also somewhat surprising that the intervention
effect at 12-month follow-up on anxiety remained largely
unexplained. One straightforward reason for this result could
be that depressive symptoms at 6-month follow-up were not
included as a mediator in the analyses with anxiety and
functioning as outcomes (presented in Table 3). A second
post hoc analysis, in which all three outcome variables were
included simultaneously, showed that also after including
depressive symptoms, the intervention effect on anxiety at
12-month follow-up remained largely unexplained. Further,
the depressive symptoms did not significantly contribute to
explaining the intervention effect on anxiety.

Discussion

The current study aimed to examine to what extent late
intervention effects of CBT for depression and anxiety on

198 Psychother Psychosom 2023;92:193-202
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symptoms and functioning at 12-month follow-up could
be explained by initial intervention effects on these out-
comes at 6-month follow-up. Our analyses showed that
the intervention effect on functioning at the 12-month
follow-up was largely explained by intervention effects at
the 6-month follow-up on functioning (39%) and symp-
toms of depression (51%) but not at all by symptoms of
anxiety. Furthermore, the intervention effect on symp-
toms of depression at 12-month follow-up was largely
explained by the intervention effect at 6-month follow-up
on symptoms of depression (70%), whereas the inter-
vention effect on symptoms of anxiety at 12-month
follow-up remained largely unexplained and was only
partly accounted for by intervention effects at 6-month
follow-up on symptoms of anxiety (29%) and function-
ing (10%).

Our finding that the intervention effect on functioning
was to a substantial degree explained by effects on symp-
toms of depression was in line with findings from previous
work [18-20] and emphasizes the importance of symptoms
as an outcome. As argued and shown by Clark et al. [22],
patient- and service-level symptom outcome monitoring is
important with regard to service transparency but also
yields important ways to improve patient outcomes and
reduce cross-service variability. Our study adds to this by
showing empirically that initial symptom improvements
following treatment are likely to translate into later im-
provements in functioning, even after accounting for initial
intervention effects on functioning. This is considered
highly relevant not only from an individual but also
from a societal and economic point of view. Mental dis-
orders are estimated to be the costliest medical condition in
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Norway, whereof more than half the costs are due to tax-
based production loss, such as disability pension claims
[36]. Furthermore, the indications of late effects on func-
tioning, following symptom improvement, underscore the
need for patience in clinical practice in expecting interven-
tion effects on functioning as well as to include long enough
follow-up time in clinical trials to enable recording of such
effect. In the context of PMHGC, this was particularly the case
for symptoms of depression but not for symptoms of
anxiety.

One possible explanation for the finding that the
intervention effect on anxiety did not contribute to ex-
plain the later intervention effect on functioning could be
that symptoms of anxiety are more volatile at the within-
person level as compared to symptoms of depression.
Higher volatility may lead to a lower autocorrelation
between symptoms of anxiety at 6-month follow-up
and symptoms of anxiety at 12-month follow-up, which
in turn results in a lower indirect effect. Higher volatility
does not necessarily impact the group-level mean of
anxiety, which may explain why the intervention effect
of PMHC on symptoms of anxiety remained relatively
stable from 6-month follow-up to 12-month follow-up. A
second explanation could be that on average the provided
treatment was more focused on depression than it was on
anxiety. The study sample was dominated by participants
with depressive symptomology at baseline and consisted
to a lesser degree of participants with specific anxiety
problems [21]. However, a post hoc analysis of the sub-
sample that had clinically significant levels of anxiety at
baseline without comorbid depressive symptoms sug-
gested that findings were comparable to those of the
full sample. Moreover, PMHC therapists are trained to
use clinical judgment in order to adapt treatment when
anxiety and depression coexist, in line with recommen-
dations by others [37], and we would therefore not expect
that the mixed sample would impact the results to
begin with.

Another interesting and somewhat surprising finding
in our study was that the intervention effect at 12-month
follow-up on anxiety remained largely unexplained. Our
second post hoc analysis indicated that this was not due to
the omission of the variable depression in the model. It is
therefore likely that other mechanisms were involved, for
example, operating through mediators like anxiety cog-
nitions and avoidance behavior [38].

In line with this interpretation, the correlation and
explained variance between symptoms of anxiety and
functional impairment is found to be lower than between
symptoms of depression and functional impairment [6,
7]. It could be that anxiety disorders affect the individual

Symptom Reduction and Functional
Improvement after CBT

in a more complex way than depression. For instance,
avoidance and in-situation safety behavior may mask the
subjective experience of impairment and hence attenuate
the association between symptoms and reported function
[39]. Finally, there might be domain-specific impairment
across various anxiety conditions/disorders [6]. For in-
stance, there seems to be lower correlation between social
anxiety disorder and social functioning [40] compared to
other anxiety disorders. The addition of comorbid de-
pression may complicate this matter even more [37]. We
were not able to investigate such diagnosis- and/or
domain-specific associations in this study.

The substantial intervention effect of PMHC com-
pared to TAU on functioning, maintained at 12 months
[23] and even further improved in the PMHC group at
24 and 36 months [41], is in itself worth mentioning
and lends support for IAPT-like services as viable
treatment alternatives for anxiety and depression. It
should nonetheless be noted that the estimated inter-
vention effects on symptoms were larger than the effect
on functioning [21, 23]. This was the case at both 6- and
12-month follow-up and is in line with findings from
previous studies, suggesting that CBT alone may not be
sufficient to match improvements in functioning with
improvements in symptoms [42, 43]. A more tailored
approach regarding functioning may as such be re-
quired, for example, by work-focused CBT for those
who struggle with work-related issues. Other promising
approaches to better tailor treatment content to specific
problems and to prevent relapse include staging in
planning an intervention according to specific phases
of a depressive disorder [37] or by sub-type of coex-
isting anxiety and depression [44, 45]. For instance,
applying a sequential combination of pharmacotherapy
and psychotherapy is associated with reduced risk of
relapse in major depression [44] and should hence be
considered for the more severe cases. PMHC treatment
adopts a self-managing and well-being focus. Applying
a well-being therapy approach could hence be a second
step ingredient in the treatment for these patients,
which may also yield lasting improvements both in
symptoms and functioning [46-48].

Strengths and Limitations

The current study has several strengths, most notably the
RCT design, the relatively large sample size, application of
state-of-the-art mediation analysis, use of validated instru-
ments, and the use of sensitivity analysis to test the robust-
ness of missing data assumptions. Although this is not the
first study that examines the mediating effect of symptoms
on functioning in the context of CBT, this is one of the first
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to simultaneously control for the parallel mediation of the
lagged outcome variable, in our case functioning at 6-month
follow-up. We believe that inclusion of such a lagged
variable is necessary and increases the validity of the results
of the present study.

A few weaknesses should also be mentioned. First, the
study suffers from a high level of attrition at 6- and 12-
month follow-up. Even though the sensitivity analyses
indicated that the results were comparable under a “Miss-
ing Not At Random” scenario, this can by no means
compensate for the uncertainty introduced by the current
level of attrition, and results should therefore be inter-
preted with caution. A second weakness is that despite the
RCT design and the inclusion of multiple baseline co-
variates, we cannot exclude the possibility of bias due to
unobserved mediator-outcome confounding.

Conclusion

The current study shows that the interrelationship
between symptoms and functioning is best represented
as a combined parallel and serial process (see Fig. 1). The
parallel process implies that intervention effects on symp-
toms observed at 6-month follow-up contribute to ex-
plain intervention effects on symptoms at 12-month
follow-up. Similarly, intervention effects on functioning
observed at 6-month follow-up contribute to explain
intervention effects on functioning at 12-month follow-
up. Additionally, we found evidence for a serial process
with a unidirectional cross-lagged effect, in which the
intervention effects on symptoms of depression contrib-
uted substantially to explain the intervention effects on
functioning at 12-month follow-up.

We consider the latter the main finding of the present
study, as it emphasizes the importance of symptoms as
an outcome but also provides empirical support for the
notion that the effects of CBT on symptoms may have a
ripple effect on a broader range of outcomes, in our case
on the socially important outcome functioning. In line
with that, the results of our study also illustrate the
relevance of IAPT-like services for society. In addition
to being a key factor for sense of remission of anxiety
and depression from the view of the individual [40],
improved functioning has direct benefits in areas such as
participation in social life and work life. From public
health and health economic perspectives, it could

200 Psychother Psychosom 2023;92:193-202
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therefore be beneficial if more countries made CBT
accessible through IAPT-like initiatives.

Acknowledgments

We would like to thank the participants for taking part and the
PMHC teams in Kristiansand and Sandnes for thorough follow-up
of the trial protocol. We would also like to thank the members of
the advisory board for useful suggestions during the design stage of
the study and Eirunn Thun for valuable assistance in the data
collection.

Statement of Ethics

The trial protocol was approved by the Regional Ethics Committee
for Western Norway (REK-vest no. 2015/885) and the trial was
reported according to the CONSORT statement and is registered
at ClinicalTrials.gov (NCT03238872). No changes were made to
primary and secondary outcomes after trial approval. All participants
have given their written informed consent. All methods were carried
out in accordance with relevant guidelines and regulations.

Conflict of Interest Statement

The authors have no conflicts of interest to declare.

Funding Sources

The study has received a grant by the Norwegian Research
Council (ID: 260659). The funding organization did not have any
role in study design, data collection, data analysis, data interpre-
tation, writing of this report, or the decision to publish.

Author Contributions

O.R.E.S. contributed to the design of the study, performed
the statistical analyses, and drafted the manuscript. O.R.E.S,,
L.E.A., and M.K. contributed to interpretation of the data,
offered critical revisions of the draft, and read and approved
the final manuscript.

Data Availability Statement

The datasets analyzed during the current study are not publicly
available due to ethical restrictions and personal data protection
but are available from the corresponding author on reasonable
request.

Smith/Aare/Knapstad

20z Arenuer Gz uo 3senb Ag ypd-0590£5000/G9£0S6E/E6 L/€/26/4Ppd-oone/sdd/woo sebiey//:dny woly pspeojumoq


http://ClinicalTrials.gov
https://doi.org/10.1159/000530650

—

\S}

w

w

()}

~

[o<]

=}

10

1

—

12

References

GBD 2019 Mental Disorders Collaborators.
Global, regional, and national burden of 12
mental disorders in 204 countries and terri-
tories, 1990-2019: a systematic analysis for
the Global Burden of Disease Study 2019.
Lancet Psychiatry. 2022;9(2):137-50.
Cuijpers P, Berking M, Andersson G, Quigley L,
Kleiboer A, Dobson KS. A meta-analysis of
cognitive-behavioural therapy for adult depres-
sion, alone and in comparison with other treat-
ments. Can J Psychiatry. 2013;58(7):376-85.
Hofmann SG, Smits JA. Cognitive-behavioral
therapy for adult anxiety disorders: a meta-
analysis of randomized placebo-controlled
trials. J Clin Psychiatry. 2008;69(4):621-32.
Hofmann SG, Asnaani A, Vonk IJ, Sawyer
AT, Fang A. The efficacy of cognitive behav-
ioral therapy: a review of meta-analyses. Cog-
nit Ther Res. 2012;36(5):427-40.

Otte C. Cognitive behavioral therapy in anxi-
ety disorders: current state of the evidence.
Dialogues Clin Neurosci. 2011;13(4):413-21.
McKnight PE, Kashdan TB. The importance
of functional impairment to mental health
outcomes: a case for reassessing our goals in
depression treatment research. Clin Psychol
Rev. 2009;29(3):243-59.

McKnight PE, Monfort SS, Kashdan TB,
Blalock DV, Calton JM. Anxiety symptoms
and functional impairment: a systematic re-
view of the correlation between the two
measures. Clin Psychol Rev. 2016;45:115-30.
Hirschfeld RM, Montgomery SA, Keller MB,
Kasper S, Schatzberg AF, Moller HJ, et al.
Social functioning in depression: a review.
J Clin Psychiatry. 2000;61(4):268-75.

Scott J, Teasdale JD, Paykel ES, Johnson AL,
Abbott R, Hayhurst H, et al. Effects of cog-
nitive therapy on psychological symptoms
and social functioning in residual depression.
Br J Psychiatry. 2000;177:440-6.

Lin CH, Chou LS, Chen MC, Chen CC. The
relationship between symptom relief and func-
tional improvement during acute fluoxetine
treatment for patients with major depressive
disorder. ] Affect Disord. 2015;182:115-20.
Hirschfeld RMA, Dunner DL, Keitner G,
Klein DN, Koran LM, Kornstein SG, et al.
Does psychosocial functioning improve in-
dependent of depressive symptoms? A com-
parison of nefazodone, psychotherapy, and
their combination. Biol Psychiatry. 2002;
51(2):123-33.

de Groot M, Laceulle OM, Cissen H, Tiemens B,
van der Heijden PT. Symptom distress and
disability: different sides of the same coin? An
investigation of the relationship between symp-
tom distress and disability over time in patients
receiving treatment for internalizing disorders.
J Clin Psychol. 2022;78(12):2446-55.

Symptom Reduction and Functional
Improvement after CBT

13

14

15

16

17

18

19

20

21

22

23

24

Brown LA, Krull JL, Roy-Byrne P, Sher-
bourne CD, Stein MB, Sullivan G, et al. An
examination of the bidirectional relationship
between functioning and symptom levels in
patients with anxiety disorders in the CALM
study. Psychol Med. 2015;45(3):647-61.
Diehr PH, Derleth AM, McKenna SP, Martin
ML, Bushnell DM, Simon G, et al. Synchrony
of change in depressive symptoms, health
status, and quality of life in persons with
clinical depression. Health Qual Life Out-
comes. 2006 Apr 25;4:27.

Jha MK, Minhajuddin A, Greer TL, Carmody
T, Rush A]J, Trivedi MH. Early improvement
in psychosocial function predicts longer-term
symptomatic remission in depressed patients.
PLoS One. 2016;11(12):e0167901.

Usami S, Murayama K, Hamaker EL. A uni-
fied framework of longitudinal models to
examine reciprocal relations. Psychol Meth-
ods. 2019;24(5):637-57.

VanderWeele TJ. Explanation in causal in-
ference: methods for mediation and interac-
tion. Oxford University Press; 2015.
Kjorstad K, Sivertsen B, Vedaa @, Langsrud
K, Vethe D, Faaland PM, et al. The effects of
digital CBT-I on work productivity and ac-
tivity levels and the mediational role of in-
somnia symptoms: data from a randomized
controlled trial with 6-month follow-up. Be-
hav Res Ther. 2022;153:104083.

Martinsen KD, Rasmussen LP, Wentzel-Lars-
en T, Holen S, Sund AM, Pedersen ML, et al.
Change in quality of life and self-esteem in a
randomized controlled CBT study for anx-
ious and sad children: can targeting anxious
and depressive symptoms improve functional
domains in schoolchildren? BMC Psychol.
2021;9(1):8.

Taylor CT, Pearlstein SL, Kakaria S, Lyubo-
mirsky S, Stein MB. Enhancing social con-
nectedness in anxiety and depression through
amplification of positivity: preliminary treat-
ment outcomes and process of change. Cog-
nit Ther Res. 2020;44(4):788-800.

Knapstad M, Lervik LV, Sether SMM, Aare
LE, Smith ORF. Effectiveness of prompt men-
tal health care, the Norwegian version of
improving access to psychological therapies:
a randomized controlled trial. Psychother
Psychosom. 2020;89(2):90-105.

Clark DM, Canvin L, Green ], Layard R,
Pilling S, Janecka M. Transparency about
the outcomes of mental health services
(IAPT approach): an analysis of public
data. Lancet. 2018;391(10121):679-86.
Myrtveit Sether SM, Knapstad M, Grey N,
Rognerud MA, Smith ORF. Long-term out-
comes of prompt mental health care: a
randomized controlled trial. Behav Res
Ther. 2020;135:103758.

Kroenke K, Spitzer RL, Williams JB. The PHQ-
9: validity of a brief depression severity measure.
] Gen Intern Med. 2001;16(9):606-13.

25

26

27

28

29

30

31

32

33

34

35

36

37

Kroenke K, Spitzer RL, Williams JB, Lowe B.
The patient health questionnaire somatic,
anxiety, and depressive symptom scales: a
systematic review. Gen Hosp Psychiatry.
2010;32(4):345-59.

Spitzer RL, Kroenke K, Williams JB, Léwe B.
A brief measure for assessing generalized
anxiety disorder: the GAD-7. Arch Intern
Med. 2006;166(10):1092-7.

Kroenke K, Spitzer RL, Williams JB, Mon-
ahan PO, Léwe B. Anxiety disorders in pri-
mary care: prevalence, impairment, comor-
bidity, and detection. Ann Intern Med. 2007;
146(5):317-25.

Mundt JC, Marks IM, Shear MK, Greist
JH. The work and social adjustment scale:
a simple measure of impairment in func-
tioning. Br ] Psychiatry. 2002;180(5):
461-4.

Knapstad M, Seether SMM, Hensing G, Smith
OREF. Prompt Mental Health Care (PMHC):
work participation and functional status at
12 months post-treatment. BMC Health Serv
Res. 2020;20(1):85.

Clark DM, Layard R, Smithies R, Richards
DA, Suckling R, Wright B. Improving access
to psychological therapy: initial evaluation of
two UK demonstration sites. Behav Res Ther.
2009;47(11):910-20.

Zahra D, Qureshi A, Henley W, Taylor R,
Quinn C, Pooler J, et al. The work and social
adjustment scale: reliability, sensitivity and
value. Int J Psychiatry Clin Pract. 2014;18(2):
131-8.

Saether SMM, Knapstad M, Grey N, Smith
ORF. Moderators of treatment effect of
prompt mental health care compared to
treatment as usual: results from a randomized
controlled trial. Behav Res Ther. 2022;158:
104198.

Tangney JP, Baumeister RF, Boone AL. High
self-control predicts good adjustment, less
pathology, better grades, and interpersonal
success. | Pers. 2004;72(2):271-324.

Baron RM, Kenny DA. The moderator-
mediator variable distinction in social psy-
chological research: conceptual, strategic, and
statistical considerations. ] Pers Soc Psychol.
1986;51(6):1173-82.

Enders CK. Applied missing data analysis.
New York, (NY): Guilford Press; 2010.
Kinge JM, Salensminde K, Dieleman J,
Vollset SE, Norheim OF. Economic losses
and burden of disease by medical condi-
tions in Norway. Health Policy. 2017;
121(6):691-8.

Cosci F, Fava GA. When anxiety and depres-
sion coexist: the role of differential diagnosis
using clinimetric criteria. Psychother Psycho-
som. 2021;90(5):308-17.

Psychother Psychosom 2023;92:193-202
DOI: 10.1159/000530650

201

20z Arenuer Gz uo 3senb Ag ypd-0590£5000/G9£0S6E/E6 L/€/26/4Ppd-oone/sdd/woo sebiey//:dny woly pspeojumoq


https://www.karger.com/Article/FullText/530650?ref=1#ref1
https://www.karger.com/Article/FullText/530650?ref=2#ref2
https://www.karger.com/Article/FullText/530650?ref=3#ref3
https://www.karger.com/Article/FullText/530650?ref=4#ref4
https://www.karger.com/Article/FullText/530650?ref=4#ref4
https://www.karger.com/Article/FullText/530650?ref=5#ref5
https://www.karger.com/Article/FullText/530650?ref=6#ref6
https://www.karger.com/Article/FullText/530650?ref=6#ref6
https://www.karger.com/Article/FullText/530650?ref=7#ref7
https://www.karger.com/Article/FullText/530650?ref=8#ref8
https://www.karger.com/Article/FullText/530650?ref=9#ref9
https://www.karger.com/Article/FullText/530650?ref=10#ref10
https://www.karger.com/Article/FullText/530650?ref=11#ref11
https://www.karger.com/Article/FullText/530650?ref=12#ref12
https://www.karger.com/Article/FullText/530650?ref=13#ref13
https://www.karger.com/Article/FullText/530650?ref=14#ref14
https://www.karger.com/Article/FullText/530650?ref=14#ref14
https://www.karger.com/Article/FullText/530650?ref=15#ref15
https://www.karger.com/Article/FullText/530650?ref=16#ref16
https://www.karger.com/Article/FullText/530650?ref=16#ref16
https://www.karger.com/Article/FullText/530650?ref=17#ref17
https://www.karger.com/Article/FullText/530650?ref=17#ref17
https://www.karger.com/Article/FullText/530650?ref=17#ref17
https://www.karger.com/Article/FullText/530650?ref=18#ref18
https://www.karger.com/Article/FullText/530650?ref=18#ref18
https://www.karger.com/Article/FullText/530650?ref=19#ref19
https://www.karger.com/Article/FullText/530650?ref=20#ref20
https://www.karger.com/Article/FullText/530650?ref=20#ref20
https://www.karger.com/Article/FullText/530650?ref=21#ref21
https://www.karger.com/Article/FullText/530650?ref=21#ref21
https://www.karger.com/Article/FullText/530650?ref=22#ref22
https://www.karger.com/Article/FullText/530650?ref=23#ref23
https://www.karger.com/Article/FullText/530650?ref=23#ref23
https://www.karger.com/Article/FullText/530650?ref=24#ref24
https://www.karger.com/Article/FullText/530650?ref=25#ref25
https://www.karger.com/Article/FullText/530650?ref=26#ref26
https://www.karger.com/Article/FullText/530650?ref=26#ref26
https://www.karger.com/Article/FullText/530650?ref=27#ref27
https://www.karger.com/Article/FullText/530650?ref=28#ref28
https://www.karger.com/Article/FullText/530650?ref=29#ref29
https://www.karger.com/Article/FullText/530650?ref=29#ref29
https://www.karger.com/Article/FullText/530650?ref=30#ref30
https://www.karger.com/Article/FullText/530650?ref=31#ref31
https://www.karger.com/Article/FullText/530650?ref=32#ref32
https://www.karger.com/Article/FullText/530650?ref=33#ref33
https://www.karger.com/Article/FullText/530650?ref=34#ref34
https://www.karger.com/Article/FullText/530650?ref=35#ref35
https://www.karger.com/Article/FullText/530650?ref=36#ref36
https://www.karger.com/Article/FullText/530650?ref=37#ref37
https://www.karger.com/Article/FullText/530650?ref=37#ref37
https://doi.org/10.1159/000530650

38

39

40

Lervik LV, Hoffart A, Knapstad M, Smith ORF.
Exploring the temporal associations between
avoidance behavior and cognitions during the
course of cognitive behavioral therapy for clients
with symptoms of social anxiety disorder. Psy-
chother Res. 2022;32(2):195-208.
Helbig-Lang S, Petermann F. Tolerate or
eliminate? A systematic review on the effects
of safety behavior across anxiety disorders.
Clin Psychol Sci Pract. 2010;17(3):218-33.
Zimmerman M, McGlinchey JB, Posternak
MA, Friedman M, Attiullah N, Boerescu D.
How should remission from depression be
defined? The depressed patient’s perspective.
Am ] Psychiatry. 2006;163(1):148-50.

41

42

43

Smith ORF, Seaether SMM, Haug E, Knapstad M.
Long-term outcomes at 24-and 36-month
follow-up in the intervention arm of the
randomized controlled trial of Prompt Mental
Health Care. Bmc Psychiatry. 2022;22(1):598.
Collard RM, Wassink-Vossen S, Schene AH,
Naarding P, Verhaak P, Oude Voshaar RC,
et al. Symptomatic and functional recovery in
depression in later life. Soc Psychiatry Psy-
chiatr Epidemiol. 2018;53(10):1071-9.
IsHak WW, Mirocha J, James D, Tobia G,
Vilhauer J, Fakhry H, et al. Quality of life in
major depressive disorder before/after multi-
ple steps of treatment and one-year follow-
up. Acta Psychiatr Scand. 2015;131(1):51-60.

202

Psychother Psychosom 2023;92:193-202

DOI: 10.1159/000530650

44

45

46

47

48

Guidi J, Fava GA. Sequential combination of
pharmacotherapy and psychotherapy in ma-
jor depressive disorder A systematic review
and meta-analysis. Jama Psychiatry. 2021;
78(3):261-9.

Schramm E, Elsaesser M, Guidi J. The role of
psychological interventions in the mainte-
nance treatment of depression. Psychother
Psychosom. 2022;91(3):212-3.

Fava GA. Well-being therapy: current indi-
cations and emerging perspectives. Psy-
chother Psychosom. 2016;85(3):136-45.
Mansueto G, Cosci F. Well-being therapy in
depressive disorders. Adv Exp Med Biol.
2021;1305:351-74.

Cosci F. Well-being therapy in anxiety dis-
orders. Adv Exp Med Biol. 2020;1191:465-85.

Smith/Aare/Knapstad

20z Arenuer Gz uo 3senb Ag ypd-0590£5000/G9£0S6E/E6 L/€/26/4Ppd-oone/sdd/woo sebiey//:dny woly pspeojumoq


https://www.karger.com/Article/FullText/530650?ref=38#ref38
https://www.karger.com/Article/FullText/530650?ref=38#ref38
https://www.karger.com/Article/FullText/530650?ref=39#ref39
https://www.karger.com/Article/FullText/530650?ref=40#ref40
https://www.karger.com/Article/FullText/530650?ref=41#ref41
https://www.karger.com/Article/FullText/530650?ref=42#ref42
https://www.karger.com/Article/FullText/530650?ref=42#ref42
https://www.karger.com/Article/FullText/530650?ref=43#ref43
https://www.karger.com/Article/FullText/530650?ref=44#ref44
https://www.karger.com/Article/FullText/530650?ref=45#ref45
https://www.karger.com/Article/FullText/530650?ref=45#ref45
https://www.karger.com/Article/FullText/530650?ref=46#ref46
https://www.karger.com/Article/FullText/530650?ref=46#ref46
https://www.karger.com/Article/FullText/530650?ref=47#ref47
https://www.karger.com/Article/FullText/530650?ref=48#ref48
https://doi.org/10.1159/000530650

	The Importance of Symptom Reduction for Functional Improvement after Cognitive Behavioral Therapy for Anxiety and Depressio ...
	Introduction
	Methods
	Data Collection
	Participant Flow
	Outcome Variables
	Baseline Covariates
	Statistical Analyses

	Results
	Descriptive Statistics
	Mediation Effects with Symptoms of Depression and Functioning as Outcomes
	Mediation Effects with Symptoms of Anxiety and Functioning as Outcomes
	Post hoc Analyses

	Discussion
	Strengths and Limitations

	Conclusion
	Acknowledgments
	Statement of Ethics
	Conflict of Interest Statement
	Funding Sources
	Author Contributions
	Data Availability Statement
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


