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Abstract

Background: Evidence on the long-term efficacy of psycho-
therapeutic approaches for chronic depression is scarce. Ob-
jective: To evaluate the effects of the Cognitive Behavioral
Analysis System of Psychotherapy (CBASP) compared to
Supportive Psychotherapy (SP) 1 year and 2 years after treat-
ment termination. Methods: In this study, we present 1- and
2-year follow-up assessments of a prospective, multicenter,
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evaluator-blinded, randomized clinical trial of outpatients
with early-onset chronic major depression (n = 268). The ini-
tial treatment included 32 sessions of CBASP or SP over 48
weeks. The primary outcome was the rate of “well weeks”
(Longitudinal Interval Follow-Up Evaluation; no/minimal
symptoms) after 1 yearand 2 years. The secondary outcomes
were, among others, clinician- and self-rated depressive
symptoms, response/remission rates, and quality of life. Re-
sults: Of the 268 randomized patients, 207 (77%) participat-
ed in the follow-up. In the intention-to-treat analysis, there
was no statistically significant difference between CBASP
and SP patients in experiencing well weeks (CBASP: mean
[SD] of 48.6 [36.9] weeks; SP: 39.0 [34.8]; rate ratio 1.26, 95%
Cl 0.99-1.59, p = 0.057, d = 0.18) and in remission rates
(CBASP: 1 year 40%, 2 years 40.2%; SP: 1 year 28.9%, 2 years
33%) in the 2 years after treatment. Statistically significant
effects were found in favor of CBASP 1 year after treatment
termination regarding the rate of well weeks, self-rated de-
pressive symptoms, and depression-related quality of life.
Conclusions: CBASP lost its superiority over SP at some point
between the first and the second year. This suggests the ne-
cessity of maintenance treatment for early-onset chronically
depressed patients remitted with CBASP during the acute
therapy phase, as well as the sequential integration of other
treatment strategies, including medication for those who
did not reach remission. ©2019S. Karger AG, Basel

Introduction

Looking back at more than 40 years of depression re-
search, including over 500 randomized trials [1], evi-
dence concerning the long-term course of major depres-
sive disorders after acute treatment is scarce despite the
known high risk of recurrence [2, 3] and a chronicity rate
of approximately 30% [4, 5].

For episodic depression, the long-term effects of psy-
chotherapy showed a significant, moderately sized ad-
vantage over medication [6, 7]. Nevertheless, after 2 or
more years, relapse rates remained high (53%; 95% CI
0.37-0.68) in major depressive disorders even after re-
sponse to acute-phase psychotherapy [7]. There are strik-
ingly fewer treatment studies of chronic depression
(DSM-5: persistent depressive disorder) than of episodic
depression, and almost none of these studies reported
long-term efficacy values.

One of the most promising approaches based on post-
treatment outcome [8] is the only disorder-specific psy-
chotherapy for chronic depression, the Cognitive Behav-

CBASP vs. SP for Early-Onset Chronic
Depression

ioral Analysis System of Psychotherapy (CBASP) [9], al-
though not all findings investigating it have been fully
supportive [10, 11]. The evidence for the long-term ef-
fectiveness of CBASP is limited. Klein et al. [12] reported
the superiority of maintenance CBASP over 1 year to
“assessment-only appointments,” with significantly few-
er patients experiencing a recurrence. Compared to
medication, the CBASP did not result in more sustain-
able effects on depression symptoms and quality of life
4.5 years after treatment termination in a smaller, under-
powered trial [13]. In a randomized controlled pilot tri-
al [14], the differences between acute treatment with the
CBASP and interpersonal psychotherapy [15] favoring
the CBASP disappeared within a 1-year naturalistic fol-
low-up. In another pilot study treating chronically de-
pressed inpatients, the initially high remission rate of
43.1% was maintained for over 6 months after discharge,
but it had dropped significantly by 1 year after discharge
[16].

This is the first randomized clinical study comparing
the sustained effects of the CBASP with a nonspecific
psychotherapy over a longer period of time following
rigorous methodological recommendations for ran-
domized controlled trials of psychological interventions
[17]. The purpose of our study was to estimate the sus-
tainability of the CBASP compared with a nonspecific,
bona fide psychological treatment (supportive psycho-
therapy [SP]) after 1- and 2-year follow-up periods in
patients with early-onset chronic major depression [18].
Our primary hypothesis was that patients who were ini-
tially treated for 48 weeks with the CBASP would show
better results 1 year and 2 years after termination than
those treated with SP in terms of higher rates of “well
weeks,” defined as weeks with no or minimal symptoms
in the Longitudinal Interval Follow-Up Evaluation
(LIFE) [19]. In contrast to single-event criteria such as
relapse or remission, this longitudinal criterion allows
tull high-resolution coverage of patients” weekly depres-
sion status during the observation period. In addition,
we hypothesized that the CBASP would confer fewer re-
sidual symptoms, higher response and remission rates,
better social functioning and quality of life, fewer suicide
attempts, and fewer weeks of treatment utilization than
SP.

Subjects and Methods

Study Design and Participants
Here, we briefly summarize the key design issues. We report
further details in the study protocols of the follow-up (online sup-
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pl. Clinical Trial Protocol; for all online suppl. material, see www.
karger.com/doi/10.1159/000500189) and main study [20], as well
as in the publication on the results of the main study [18]. Chang-
es in the study protocol (all minor) are listed in online supplemen-
tary eTable 1. The study was conducted as a multicenter (8 univer-
sity centers throughout Germany), evaluator-blinded, prospective,
parallel-group, randomized controlled trial with an active control
condition of unmedicated adult outpatients with early-onset
chronic major depression (n = 268). For the inclusion and exclu-
sion criteria, see the online supplementary Clinical Trial Protocol.
We invited all the patients included in the main study to partici-
pate in the follow-up investigation.

Procedures

Both interventions followed standardized treatment manuals
[18]. The CBASP is a highly structured psychotherapy integrating
behavioral, cognitive, psychodynamic, and interpersonal treat-
ment strategies [9]. SP is an active, nonspecific intervention [21]
that includes psychoeducational elements and other common psy-
chotherapy factors such as reflective listening and facilitation of
affect. A meta-analysis showed that SP was effective in depression
treatment, and no difference between it and other psychotherapies
was found after controlling for allegiance [22]. We conducted 24
sessions of CBASP or SP over 16 weeks in the acute phase, followed
by 8 continuation sessions over the next 28 weeks (32 sessions in
total). The CBASP and SP were comparable in terms of the number
of sessions, training of therapists, supervision, manual-based pro-
cedure, and adherence [18].

Outcome Measures

The a priori primary outcome was “well weeks,” defined as
weeks with no or minimal symptoms based on the 6-point Psychi-
atric Status Rating (PSR) scale for major depressive episodes of the
LIFE. The LIFE is a reliable and valid semi-structured interview
for retrospective longitudinal assessments over intervals of
6 months and longer [19, 23]. In the present study, trained inter-
viewers conducted the LIFE interviews 1 year and 2 years after the
end of the study treatment. The interrater reliability of the pri-
mary outcome measure was 0.74 (intraclass correlation coeffi-
cient) based on data from 20 raters who rated up to 12 follow-up
interviews each.

The secondary outcomes we measured both in the main study
[18] and at follow-up included clinician- and self-rated depres-
sive symptoms (Hamilton Rating Scale for Depression [HRSD-
24] [24], Quick Inventory of Depressive Symptomatology
[QIDS-C] [25], and Self-Rated Inventory of Depressive Symp-
tomatology [IDS-SR] [26]), clinician-rated level of functioning
(Global Assessment of Functioning [GAF] [27]), and self-rated
global and depression-specific quality of life (12-Item Short-
Form Health Survey [SF-12] [28, 29] and Quality of Life in De-
pression Scale [QLDS] [30, 31]). The secondary outcomes that
we only analyzed for the follow-up period included suicidal be-
havior (LIFE), weeks in inpatient and outpatient treatment
(LIFE), weeks receiving psychotherapy and pharmacotherapy
(LIFE), remission regarding the HRSD-24 (a score of 8 or less
after 1 year and 2 years), the IDS-SR (a score of 13 or less), pa-
tients’ responses (a reduction of 50% or more) regarding the
HRSD-24 and the IDS-SR, and patients’ self-assessed occurrence
of life events (Miinchner Ereignisliste [MEL] [32]). Blinded,
trained, and experienced clinical psychologists conducted all the
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ratings (see online suppl. Clinical Trial Protocol). They instruct-
ed the patients not to mention the kind of therapy they had re-
ceived or the name of their therapist.

Statistical Analysis

We performed the primary analyses on the intention-to-treat
(ITT) sample, which included all of the randomized patients (i.e.,
we imputed values for patients who did not provide any follow-
up data in order to retain the randomized groups). We imputed
missing outcomes using multiple imputation with an iterative
Markov chain Monte Carlo method (fully conditional specifica-
tion) based on demographic and clinical baseline data, group
membership, and values for all outcomes throughout the main
and the follow-up study [33]. We created 20 imputed data sets,
analyzed them separately, and combined the results using Ru-
bin’s rules.

We used the same analytical strategy for all outcomes by fit-
ting a (generalized) linear mixed model with a treatment group
(CBASP, SP), measurement point (as available; at randomiza-
tion; at treatment onset; at 12, 20, and 48 weeks after treatment
onset; and at the 1- and 2-year follow-up), their interaction term,
depression severity at inclusion in the main study (HRSD), de-
viation from the scheduled time point of measurement in days,
and trial site as independent fixed effects. We treated the mea-
surement points as repeated measures with an autoregressive re-
sidual covariance structure. We tested the hypothesis contrasting
the effects of the CBASP and SP by investigating the statistical
significance of the main effect of the treatment group for follow-
up-only measurements and of the group x time interaction term
for measures also administered in the main study. We analyzed
count measures (including the primary outcome) using a nega-
tive binomial distribution and aloglink [34, 35]. For binary mea-
sures, we used a binomial distribution with a logit link, and for
continuous measures, we used a normal distribution with an
identity link.

As post hoc analyses, we investigated (a) the number of patients
who deteriorated since the end of the treatment (defined as an in-
crease of 5 or more points in HDRS score from the end of treat-
ment to the 2-year follow-up) and (b) the time to relapse (defined
as 2 consecutive weeks of fulfilling the criteria for depression in the
LIFE interview) in patients who remitted (i.e., had an HRSD-24
score of 8 or less) after 48 weeks of treatment in the main study.
We compared the deterioration rates and relapse rates between the
groups using Pearson’s x* test, and cumulative survival between
treatment groups with the Mantel-Cox log-rank test.

To test the robustness of the findings, we performed two sets of
sensitivity analyses: (1) as planned a priori, we repeated all the
analyses in the sample treated per protocol in the main study [18]
using all available data without imputation, and (2) post hoc, we
repeated all the analyses using available cases irrespective of
whether they were treated per protocol or not without imputation.
We calculated or approximated standardized effect sizes (Cohen’s
d) for all group comparisons. For continuous outcomes, we di-
vided the adjusted mean difference by the pooled observed stan-
dard deviations [36]. We used approximating formulas for count
[37] and binary [38] endpoints. For all the analyses, we used a two-
sided alpha level of 0.05. Consequently, except for the results of the
ITT analysis of the rate of well weeks, all our findings should be
considered as exploratory. We performed analyses with IBM SPSS
25 (IBM Corp., Armonk, NY, USA).
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[ Enrollment

Assessed for eligibility (n = 622)

Excluded (n = 354)
Inclusion and/or exclusion criteria not met (n = 320)
Declined study participation (n = 11)
Other reasons (n = 23)

Randomized (n = 268)

'

2 did not receive CBASP
Logistic reasons (n = 1)
Unknown (n = 1)

2 of whom discontinued study

|4

131 allocated to SP
125 received SP as |
randomized

6 did not receive SP
Dissatisfied with treatment (n = 2)
Unknown (n = 4)

6 of whom discontinued study

v

10 discontinued CBASP
Hospitalization (n = 3)
Other(n=1)

Logistic reasons (n = 1)
Unknown (n = 5)

7 of whom discontinued study

( Allocation
\ 4
137 allocated tok J
CBASP
l€«— 135 received
CBASP as
randomized
T3: 48 weeks

(32 sessions)

|

v

)

113 continued
CBASP
121 in study

96 continued SP
110 in study

13 discontinued SP
Dissatisfied with treatment (n = 3)
Logistic reasons (n = 5)
Other(n=1)
Unknown (n = 4)

4 of whom discontinued study

v

18 discontinued study

v [

Follow-up 12
(1 year after T3)

14

v

)

106 in study
103 continued study
3 re-entered study

107 in study
93 continued study
8 re-entered study

17 discontinued study

v

9 discontinued study

v [

Follow-up 2b

L (2 years after T3)

|

v

)

97 in study
97 continued study
0 re-entered study

91 in study
91 continued study
0 re-entered study

10 discontinued study

Intention to treat (n = 137)

Analysis

1

)

Intention to treat (n = 131)

a Includes patients that participated in a delayed FUP1 and in combined FUP1 and FUP2.

b Includes patients that participated in FUP1 and FUP2 (missing up to 10 weeks allowed), in delayed FUP1 and shortened FUP2,
and in combined FUP1 and FUP2.

Fig. 1. Patient selection flowchart. CBASP, Cognitive Behavioral Analysis System of Psychotherapy; SP, support-

ive psychotherapy; FUP, follow-up.

Results

Sample

Of the 268 randomized patients, 207 (77.2%) partici-

(70.1%) participated in the 2-year follow-up measure-
ment (Fig. 1). The characteristics of the follow-up sample
do not suggest differential attrition between the treat-
ments from randomization (Table 1).

pated in the 1-year follow-up investigation and 188
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Table 1. Sample characteristics

Randomized sample

Sample participating in follow-up

CBASP
(n=137)

SP
(n=131)

total
(n =268)

CBASP SP
(n=106) (n=101)

total
(n=207)

Mean age (SD), years
Female
Family status
Married, cohabiting
Single
Separated, divorced or widowed
Formal educational level®
Low or medium
High or very high
Employment
Full-time
Part-time or in training
Not employed®
Subtype of chronic depression®
Double depression
Chronic major depression
Recurrent major depression without
complete remission between episodes
Mean age at onset (SD), years
Any comorbid axis I disorder
Any comorbid axis II disorder
Any comorbid axis I or II disorder
Previous antidepressive treatments
Medication
Psychotherapy
Combination
Previous inpatient treatment
Treatment resistance?
Medication
Psychotherapy
Medication washout necessary
Previous suicide attempts®
Family history of depression
Early trauma®
Emotional abuse®
Physical abuse®/
Sexual abuse® ]
Emotional neglect’
Physical neglect®]
Treatment preference
Medication alone
Psychotherapy alone
Combined treatment
No preference
HRSD screening score
HRSD score at start of follow-up
(end of study treatment)

h

44.65 (12.06)
96 (70.1%)

52 (38.0%)
61 (44.5%)
24 (17.5%)

46 (33.6%)
91 (66.4%)

54 (39.4%)
54 (39.4%)
29 (21.2%)

59 (43.7%)
42 (31.1%)

34 (25.2%)
12. 96 (4.46)
56 (40.9%)
44 (32.1%)
82 (59.9%)

1(51.8%)
78 (56.9%)
6 (19.0%)
6 (48.2%)
10 (7.3%)
1%)
24.8%)
24.0%)
62.0%)

(

€
34(
(
85 (
93 (71.5%)
72 (
27(
28 (
82 (
41 (

0
7
4
1

55.4%)
20.8%)
21.5%)
63.6%)
31.5%)

1(0.7%)
104 (77.0%)
13 (9.6%)
17 (12.6%)
27.15 (5.49)

14.00 (9.72)

45.18 (11.60)
81 (61.8%)

54 (41.2%)
56 (42.7%)
21 (16.0%)

50 (38.2%)
81 (61.8%)

35 (26.7%)
47 (35.9%)
49 (37.4%)

60 (48.0%)
40 (32.0%)

25 (20.0%)
13.05 (4.39)
61 (46.6%)
59 (45.0%)
100 (76.3%)

77 (58.8%)
75 (57.3%)
27 (20.6%)
72 (55.0%)

18 (13.7%)
19 (14.9%)
39 (29.8%)
45 (36.0%)
79 (60.3%)
97 (77.0%)
79 (62.7%)
28 (22.2%)
29 (23.4%)
85 (67.5%)
71 (32.5%)

2 (1.6%)
94 (74.0%)
18 (14.2%)
13 (10.2%)
26.99 (5.76)

16.49 (9.96)

44.91 (11.82)
177 (66.0%)

106 (39.6%)
117 (43.7%)
45 (16.8%)

96 (35.8%)
172 (64.2%)

89 (33.2%)
101 (37.7%)
78 (29.1%)

119 (45.8%)
82 (31.5%)

59 (22.7%)
13.00 (4.41)
117 (43.7%)
103 (38.4%)
182 (67.9%)

148 (55.2%)
153 (57.1%)

53 (19.8%)
138 (51.2%)

28 (10.4%)
26 (9.7%)
73 (27.2%)
76 (29.9%)
164 (61.2%)
190 (74.2%)
151 (59.0%)
55 (21.5%)
57 (22.4%)
167 (65.5%)
82 (32.0%)

3(1.1%)
198 (75.6%)
31 (11.8%)
30 (11.5%)

27.07 (5.61)

15.19 (9.90)

44.62 (12.17)  46.47 (11.17)

77 (72.6%) 63 (62.4%)
41 (38.7%) 41 (40.6%)
47 (44.3%) 44 (43.6%)
18 (17.0%) 16 (15.8%)
37 (34.9%) 40 (39.6%)
69 (65.1%) 61 (60.4%)
45 (42.5%) 29 (28.7%)
42 (39.6%) 33 (32.7%)
19 (17.9%) 39 (38.6%)

43 (41.3%) 45 (46.4%)

32 (30.8%) 32 (33.0%)
29 (27.9%) 20 (20.6%)
12.89 (4.37)  12.82 (4.42)
42 (39.6%) 45 (44.6%)
36 (34.0%) 50 (49.5%)
64 (60.4%) 78 (77.2%)
54 (50.9%) 59 (58.4%)
61 (57.5%) 59 (58.4%)
20 (18.9%) 20 (19.8%)
49 (46.2%) 58 (57.4%)
6 (5.7%) 14 (13.9%)
5 (4.7%) 16 (15.8%)
28 (26.4%) 29 (28.7%)
23 (22.8%) 35 (35.7%)
68 (64.2%) 65 (64.4%)
71 (70.3%) 79 (79.8%)
55 (54.5%) 65 (65.7%)
17 (16.8%) 26 (26.3%)
23 (22.8%) 24 (24.7%)
63 (62.4%) 72 (72.7%)
28 (27.7%) 34 (34.3%)
1 (1.0%) 2 (2.1%)
80 (76.9%) 73 (75.3%)
10 (9.6%) 12 (12.4%)
13 (12.5%) 10 (10.3%)
2707 (527) 2728 (6.01)
14.76 (9.56)  17.51 (9.96)

45.52 (11.70)
140 (67.6%)

82 (39.6%)
91 (44.0%)
34 (16.4%)

77 (37.2%)
130 (62.8%)

74 (35.7%)
75 (36.2%)
58 (28%)

88 (43.8%)
64 (31.8%)

49 (24.4%)
12.86 (4.38)
87 (42.0%)
86 (41.5%)
142 (68.6%)

113 (54.6%)
120 (58.0%)

40 (19.3%)
107 (51.7%)

20 (9.7%)
21 (10.1%)
57 (27.5%)
58 (29.1%)
133 (64.3%)
150 (75%)
120 (60.0%)
43 (21.5%)
47 (23.7%)
135 (67.5%)
62 (31%)

3 (1.4%)
153 (73.9%)
22 (10.6%)
23 (11.1%)

27.17 (5.63)

16.06 (9.82)

Unless otherwise indicated, data are presented as n (%). SD, standard deviation; CBASP, Cognitive Behavioral Analysis System of Psychotherapy; SP,
supportive psychotherapy. * “Low” corresponds to at least 9 years of education (no formal education or Hauptschule), “medium” corresponds to at least 10
years of education (Realschule or Polytechnische Oberschule), “high” corresponds to at least 12 or 13 years of education (Gymnasium or Fachoberschule),
and “very high” corresponds to at least 15 years of education (university degree). ® Includes retired, housemaker, unemployed, and other. € = 201 with data
available for long-term follow-up. ¢ Defined as at least 2 self-reported failures/nonresponses to a medication (more than 4 weeks) or to a psychotherapy
(more than 8 sessions). ¢ # = 199 with data available for long-term follow-up. f 1 = 200 with data available for long-term follow-up. 8 = 198 with data available
for long-term follow-up. " 2= 201 with data available for long-term follow-up. ! At least moderate to severe in 1 of 5 dimensions assessed with the Childhood

Trauma Questionnaire. } At least moderate to severe in the respective dimension of the Childhood Trauma Questionnaire.

long-term follow-up.

k3 = 196 with data available for
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Table 2. Observed data and results of the intention-to-treat analysis for the count outcomes

Observed data Intention-to-treat effect estimate
CBASP Sp rate  95% CI p d
n mean SD n mean  SD ratio
Well weeks (primary outcome)
Total 99 48.61 36.93 92 38.99 34.79 1.26 099t0o1.59 0.057 0.18
Year 1 106 23.49 20.24 101 17.82 18.67 1.36 1.05to 1.76  0.021 0.24
Year 2 99 2422 20.89 92 20.46 19.52 1.17 0.89to1.54 0.27 0.12
Weeks in treatment
Total 99 54.53 42.24 92 58.23 44.45 091 0.76 t0 1.09  0.31 -0.07
Year 1 106 23.83 23.52 101 29.08 23.11 0.84 0.68t01.03 0.092 -0.14
Year 2 99 30.18 23.75 92 30.47 24.20 0.99 0.81to1.22 095 -0.01
Weeks in outpatient treatment
Total 99 53.12 41.11 92 56.88 44.07 0.91 0.76to 1.10  0.33  -0.07
Year 1 106 22.87 22.77 101 2791 22.84 0.84 0.68t0 1.05 0.12 -0.13
Year 2 99 29.81 23.73 92 30.02 23.98 0.99 0.80to1.22 092 -0.01
Weeks in inpatient treatment®
Total 99 2.07 6.14 92 1.54 4.83 1.01 0.22t0o 4.60 0.99 0.01
Year 1 106 1.14 4.29 101 1.17 4.10 1.47 0.32t06.77 0.62 0.30
Year 2 99 0.85 4.21 92 0.64 2.79 0.69 0.14t03.29 0.64 -0.29
Weeks in pharmacological treatment
Total 99 38.90 42.00 92 38.65 44.02 0.98 0.75t01.29 0.90 -0.01
Year 1 106 15.54 21.99 101 18.72 22.82 0.87 0.65t01.18 037 -0.10
Year 2 99 22.82 24.26 92 21.00 24.06 1.10 0.80to 1.52  0.54 0.08
Weeks in psychotherapeutic treatment
Total 99 33.63 38.44 92 37.95 42.08 0.88 0.66to1.17 037 -0.10
Year 1 106 15.08 20.85 101 17.10 20.83 0.92 0.66to1.27 0.62 -0.06
Year 2 99 18.00 22.68 92 20.95 23.86 0.84 0.59t01.18 030 -0.14

CBASP, Cognitive Behavioral Analysis System of Psychotherapy; CI, confidence interval; d, Cohen’s d; SD, standard deviation; SP,
supportive psychotherapy. * Estimates calculated in available data due to convergence problems in some imputed data sets.

The baseline (pre-randomization) characteristics of
the available sample did not differ substantially between
CBASP and SP patients regarding age (mean [SD] age =
45.52 [11.70] years), family status (married/cohabiting:
n = 82, 39.6%), formal educational level (high/very high:
n =130, 62.8%), age at depression onset (mean [SD] age =
12.86 [4.38] years), previous psychological treatment (n =
120, 58.0%), previous combined psycho- and pharmaco-
logical treatment (n = 40, 19.3%), and family history of
depression (n =133, 64.3%). However, SP patients report-
ed slightly fewer females (CBASP: 72.6%; SP: 62.4%),
double the unemployment rate (CBASP: 17.9%; SP:
38.6%), more comorbid axis I or II disorders (CBASP:
60.4%; SP: 77.2%), more previous inpatient treatments
(CBASP: 46.2%; SP: 57.4%), higher treatment resistance
to medication (CBASP: 5.7%; SP: 13.9%) and psychother-
apy (CBASP: 4.7%; SP: 15.8%), more previous suicide at-
tempts (CBASP: 22.8%; SP: 35.7%), and more early trau-
ma (CBASP: 70.3%; SP: 79.8%).

CBASP vs. SP for Early-Onset Chronic
Depression

Outcomes

Patients in the CBASP group had a 26% higher
chance of experiencing a well week in the 2 years after
treatment than patients in the SP group (mean [SD] of
48.6 [36.9] weeks in the CBASP group vs. 39.0 [34.8]
weeks in the SP group; estimated rate ratio = 1.26, 95%
CI0.99-1.59, p=0.057, d=0.18), a difference not reach-
ing statistical significance (Table 2). In the first year,
however, patients were statistically significantly more
likely to experience a well week in the CBASP group
(CBASP: n = 23.5 [20.24]; SP: n = 17.82 [18.67]; esti-
mated rate ratio = 1.36, 95% CI 1.05-1.76, p = 0.021, d =
0.24). The detailed descriptive results for well weeks
throughout the follow-up period are depicted in Figure
2, showing a fairly stable proportion of patients report-
ing a well week throughout the follow-up phase (rang-
ing from 40 to 50% in the CBASP group and from 30 to
45% in the SP group). There were no significant differ-
ences between the groups regarding treatment utiliza-
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Fig. 2. Course of well weeks. CBASP, Cognitive Behavioral Analysis System of Psychotherapy; SP, supportive psychotherapy.

tion (including inpatient and outpatient or pharmaco-
logical and psychotherapeutic).

Considering the investigated continuous outcomes
(Table 3), the CBASP showed advantages over SP regard-
ing self-rated depression severity after the first year (IDS-
SR estimated mean difference = -5.57 points, 95% CI
-10.04 to -1.10, p = 0.015, d = -0.39) and depression-
specific quality of life after the first year (QLDS estimated
mean difference = -2.46 points, 95% CI -4.90 to —0.03,
p = 0.048, d = -0.25). No differences were detected after
the second year. The course of the HRSD-24 scores
throughout the main and the follow-up study showed
that the average symptom levels achieved in the main
study were largely maintained in the follow-up phase (on-
line suppl. Fig. 1). Suicidal behavior was rarely observed
during the follow-up phase (2 times in the SP group in the
first year after treatment: 1 attempt, no suicide). The re-
sults regarding remission rates (CBASP: 1 year 40%, 2
years 40.2%; SP: 1 year 28.9%, 2 years 33%; online suppl.
eTable 2) and life events (online suppl. eTable 3) showed
no significant difference between the treatment groups.

In total, 180 patients provided HRSD data at the end
of the treatment and at the 2-year follow-up and were in-
cluded in the post hoc analysis of deterioration rates. A
total of 22 of the 95 patients (23.2%) in the CBASP group
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and 15 of the 85 patients (17.6%) in the SP group deterio-
rated until the end of the 2-year follow-up (group differ-
ence p =0.361). Of 72 patients remitted in the main study,
55 patients provided their follow-up data for a post hoc
analysis of time to relapse. Here, 19 of the 35 remitted pa-
tients (54.2%) in the CBASP group and 6 of the 20 remit-
ted patients (30.0%) in the SP group relapsed during the
2-year follow-up (group difference p = 0.082). With a
mean of 68.0 (95% CI 55.9-80.1) weeks to relapse in the
CBASP group and 79.6 (95% CI 62.4-96.7) weeks to re-
lapse in the SP group, we did not identify a statistically
significant difference between treatments (log-rank test
p=0.14).

Sensitivity analyses per protocol suggested similar re-
sults to the ITT findings, but most of them did not reach
significance (online suppl. eTables 4-7). In general, the
sensitivity analyses in the available cases without imputa-
tion showed effects similar to or mildly larger than those
in the ITT approach, which for well weeks, clinician-rated
depressive symptoms (both HRSD and QIDS), self-rated
depressive symptoms, mental health-related quality of
life, depression-specific quality of life, and remission and
response regarding self-rated depressive symptoms
reached statistical significance for one or both years of the
follow-up phase (results not shown).
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Table 3. Observed data and results of the intention-to-treat analysis for the continuous outcomes

Observed data Intention-to-treat effect estimate
CBASP Sp mean 95% CI p d
n mean  SD n mean SD eiifomana
Clinician-rated depressive symptom severity (HRSD)
Randomization 137 27.15 5.49 130 27.05 5.74 -
Treatment onset 135 24.30 7.75 128 25.07 6.59 -
End of treatment 120 14.00 9.72 110 16.49  9.96 -
1 Year after treatment 100 12.84 9.37 97 15.68 9.71 -2.33 -5.09t0 -0.43  0.097 -0.24
2 Years after treatment 97 12.44 8.86 91 15.05 9.63 -1.31 -4.87 to 2.26 047 -0.14
Clinician-rated depressive symptom severity (QIDS)
Randomization 137 14.39 3.85 130 14.90 3.45 -
Treatment onset 135 13.10 4.41 128 14.08 4.06 -
End of treatment 120 7.42 5.51 110 8.69 5.74 -
1 Year after treatment 106 7.03 5.22 101 8.51 5.10 -0.91 -2.46 to 0.64 0.25 -0.18
2 Years after treatment 91 6.69 5.05 87 7.90 5.62 -0.86 -2.80to 1.09 0.38 -0.16
Clinician-rated level of functioning (GAF)
Treatment onset 131 54.94 9.69 124 53.67 8.55 -
End of treatment 115 67.67 13.72 109 63.89 12.84 -
1 Year after treatment 104 69.03 14.29 97 65.39 13.31 3.72 -0.64 to 8.07 0.094 0.27
2 Years after treatment 74 70.42 14.37 73 68.15 13.09 3.63 -1.81t09.07 0.19 0.26
Self-rated depressive symptom severity (IDS-SR)
Treatment onset 129 37.31 10.27 126 40.49 8.42 -
End of treatment 106 22.48 13.73 96 29.29 13.89 -
1 Year after treatment 98 24.94 14.13 97 31.04 14.71 -5.57 -10.04 to -1.10 0.015 -0.39
2 Years after treatment 97 24.60 13.83 90 31.24 15.29 -4.37 -9.62 to0 0.89 0.10 -0.30
Global physical health-related quality of life (SF-12-PCS)
Treatment onset 126 45.92 10.10 121 46.23 10.16 -
End of treatment 101 47.46 10.56 95 46.25 10.46 -
1 Year after treatment 93 46.21 9.89 93 45.41 10.66 1.33 -2.08 to 4.74 0.44 0.04
2 Years after treatment 95 45.54 10.47 85 44.78 10.66 0.06 -3.51t03.63 0.97 0.00
Global mental health-related quality of life (SF-12-MCS)
Treatment onset 126 26.34 7.43 121 25.24 7.61 -
End of treatment 101 38.10 13.65 95 34.23 12.41 -
1 Year after treatment 93 38.25 13.00 93 3541 11.52 2.86 -0.99 to 6.71 0.15 0.23
2 Years after treatment 95 40.25 12.94 85 36.32 11.70 3.30 -0.76 to 7.37 0.11 0.27
Depression-specific quality of life (QLDS)
Treatment onset 130 17.86 7.92 126 20.44 7.27 -
End of treatment 106 10.41 9.17 98 13.60 9.77 -
1 Year after treatment 98 11.02 9.66 96 13.60 9.81 -2.46 -490to -0.03 0.048 -0.25
2 Years after treatment 97 9.80 9.17 89 12.68 9.82 -1.81 -4.59t0 0.97 0.20 -0.19

CBASP, Cognitive Behavioral Analysis System of Psychotherapy; CI, confidence interval; d, Cohen’s d; GAF, Global Assessment of
Functioning; HRSD, Hamilton Rating Scale for Depression; IDS-SR, Self-Rated Inventory of Depressive Symptomatology; QIDS, Quick
Inventory of Depressive Symptomatology; QLDS, Quality of Life in Depression Scale; SD, standard deviation; SF-12-MCS, Mental
Component Summary of the 12-Item Short-Form Health Survey; SF-12-PCS, Physical Component Summary of the 12-Item Short-Form

Health Survey; SP, supportive psychotherapy.

Discussion

The observed data suggest that, on average, both the
CBASP and SP resulted in sustainably reduced levels of
depressive symptoms, a higher level of social functioning,

CBASP vs. SP for Early-Onset Chronic
Depression

and an increased quality of life over the 2-year follow-up

period. The clinician-rated response and remission rates

slightly increased over time in both groups. Nevertheless,
more than half of the patients had not achieved remission
2 years after intensive psychological therapy, and patients
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in both conditions on average spent about half of the time
in psycho- or pharmacotherapy, indicating a need for fur-
ther treatment. For early-onset chronically depressed pa-
tients, 48 weeks or 32 sessions of acute therapy may not
be sufficient for acute [18] and long-term results.

The superiority of CBASP over SP with regard to the
rate of well weeks, self-rated depressive symptoms, and
depression-related quality of life had diminished at some
point between the first and the second year after treat-
ment. This finding suggests that the skills the chronic pa-
tients acquired through CBASP treatment [39] may have
faded over time. A similar but much more steeply declin-
ing long-term course has been reported in other CBASP
studies [14, 16] after the initial acute treatment had end-
ed. A possible explanation might be that the therapists in
our study were not allowed to continue therapy after 48
weeks, and that the CBASP is not yet well disseminated
in outpatient care. A maintenance regimen that includes
booster sessions may help to reinforce the strategies
learned with the CBASP, particularly in the face of life
events. In one study utilizing monthly maintenance ses-
sions with the CBASP over the course of 1 year after acute
treatment, the CBASP proved superior over “assessment-
only sessions” [12]. Persistent benefits were also demon-
strated if a sequential model integrating pharmacothera-
py was endorsed [40, 41]. Another reason for the unex-
pectedly small differences between the therapies after
2 years may be that SP is a strong comparator including
powerful common efficacy factors for psychotherapy
[22], in comparison to a wait list control or assessment-
only sessions.

The strengths of this study include the use of a large,
multicenter sample with patient recruitment from differ-
ent departments and the high rate of patient participation
in the follow-up measurements. This is the first published
study comparing the long-term effects of the CBASP with
those of a nonspecific psychotherapy. Further unique fea-
tures and strengths of this investigation - besides includ-
ing core factors for chronic depression, such as moderate
substance abuse, chronic suicidality, and early trauma -
include the relatively long duration of follow-up of
2 years. In addition, the primary outcome measure LIFE
enabled us to retrospectively gather information about
the long-term course on a weekly basis rather than just
cross-sectionally.

The results of this study should be interpreted with
caution because of the limitation that patients were re-
cruited from academic centers only; thus, our findings
may not generalize to routine settings in public health
care. In addition, we observed a moderate baseline im-
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balance between the groups, with somewhat more im-
paired patients in the SP group. However, since we used
depression severity before treatment as a covariate in all
the analyses, it is very unlikely that the variables indicat-
ing group differences had substantial influences on the
outcomes that had not been captured by baseline symp-
tom severity. Furthermore, the relatively complex statis-
tical models, imputing values for over 20% of the par-
ticipants for the ITT analyses, as well as the difficult-to-
justify assumptions behind imputation and analysis, may
evoke some uncertainty regarding the validity of the
findings. However, the negative binomial model has
been shown to be a good choice for count variables [34,
35], multiple imputation may work with up to 50% of
missing data [42], and we confirmed the general pattern
of findings across a large number of outcomes and in two
sets of sensitivity analyses. Another limitation is that we
did not assess the specific kind and dosage of antidepres-
sant medication as well as possible withdrawal syn-
dromes during follow-up. The medication status, how-
ever, is known to affect relapse rates [43]. Yet, the medi-
cation status in the follow-up period of the present trial
was similar in both treatment groups; thus, it could not
confound the main objective of the study, which was to
estimate the comparative long-term effectiveness of the
CBASP versus SP.

The CBASP is a disorder-specific psychological treat-
ment with evidence for persistent effectiveness in out-
comes in chronic depression. Notwithstanding the posi-
tive results, this trial also reminds us that even an inten-
sive/specific approach applied over 1 year does not
provide a satisfying solution for long-term stabilization
in early-onset patients with a history of early trauma [18].
A substantial number of patients did not achieve remis-
sion 2 years after having received CBASP treatment, and
the average participant still scored in the mildly depressed
range. Additional research should clarify whether further
treatment, including augmentation with pharmacothera-
py or modular interventions based on individual patient
characteristics [44] in the acute phase, might result in a
higher rate of remission and consequently a lower rate of
relapse. In addition, considering management options
that proved helpful in treating other chronic diseases may
be promising. These comprise integrative care approach-
es organized in disease management programs and long-
term support with low-threshold therapeutic contacts.
For example, a fully automated internet-delivered aug-
mentation strategy (SUMMIT) was superior to treatment
as usual in patients with recurrent depression over 24
months after discharge [45].
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In summary, we found disorder-specific psychothera-
py to confer stronger long-term effects than nonspecific
psychotherapy in terms of the number of well weeks, self-
rated depressive symptoms, and quality of life in early-
onset chronically depressed patients 1 year, but not
2 years, after therapy termination. An extended and flex-
ible treatment regimen with booster sessions or sequen-
tial strategies may improve long-term outcomes in chron-
ically depressed patients.
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