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Chapter 6

No sustainable effects of an Internet-based relapse prevention 
program over 24 months in recurrent depression: primary 
outcomes of a randomized controlled trial

Based on:
Klein, N. S., Kok, G. D., Burger, H., van Valen, E., Riper, H., Cuijpers, P., … Bockting, C. L. H. 
(2018). No sustainable effects of an Internet-based relapse prevention program over 24 months 
in recurrent depression: primary outcomes of a randomized controlled trial. Psychotherapy and 
Psychosomatics, 87(1), 55-57 doi:10.1159/000485039



Abstract

Background Depression is highly recurrent, but resources in clinical practice are scarce. This 
study examined the effectiveness of an Internet-based cognitive therapy (Mobile Cognitive 
Therapy, M-CT) added to Treatment As Usual (TAU) versus TAU alone in remitted participants 
with recurrent depression. 
Methods 288 participants aged between 18 and 65, remitted from at least two prior depressive 
episodes, were eligible of whom 264 were randomly assigned to either M-CT added to TAU (n 
= 132) or TAU alone (n = 132) and followed over 24 months. M-CT consisted of eight online 
modules based on Preventive Cognitive Therapy (PCT), which is a face-to-face treatment to 
prevent depressive relapse/recurrence in remitted individuals. Therapist support was administered, 
consisting of a minimum of two telephone sessions with a licensed clinical psychologist. The 
primary outcome was time-related proportion relapse/recurrence over 24 months based on DSM-
IV criteria assessed with a telephone version of the Structured Clinical Interview for DSM-
IV disorders by blinded interviewers. Treatment response conditional on number of previous 
depressive episodes, chronic somatic illness, and type of TAU measured at baseline was examined 
explicitly. Secondary outcomes included number of relapses/recurrences and level of depressive 
symptoms. 
Results The intention-to-treat Kaplan Meier estimates showed no statistical significant difference 
in cumulative relapse/recurrence rate (log-rank X2(1) = 1.73, p = .189). No statistically significant 
effects on the other outcomes were found. 
Conclusions M-CT had no long-term protective effects. Studies should examine the long-term 
effectiveness of Internet-based treatments and examine whether increased therapist guidance 
might improve outcomes. 
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Introduction

As Major Depressive Disorder (MDD) is highly recurrent, prevention of relapse/recurrence 
(further referred to as recurrence) is of paramount importance and international practice guidelines 
recommend ongoing monitoring and treatment (American Psychiatric Association, 2010). 
Although maintenance antidepressants is one of the most commonly used treatment strategies 
to prevent recurrence, it has potential limitations such as side effects, withdrawal symptoms, 
and possible unfavorable long-term outcomes (Carvalho, Sharma, Brunoni, Vieta, & Fava, 2016; 
Fava, 2003, 2014; Fava, Gatti, Belaise, Guidi, & Offidani, 2015; Fava & Offidani, 2011; Kaymaz, 
van Os, Loonen, & Nolen, 2008). Studies have shown that psychological treatment strategies 
after the acute phase of MDD (i.e., Preventive Cognitive Therapy (PCT), Mindfulness-Based 
Cognitive Therapy (MBCT), Well-Being Therapy (WBT)) are effective in reducing the risk of 
recurrence (Biesheuvel-Leliefeld et al., 2015; Bockting, Hollon, Jarrett, Kuyken, & Dobson, 
2015; Bockting, Smid, et al., 2015; Bockting et al., 2005; Bockting, Spinhoven, Wouters, Koeter, 
& Schene, 2009; Fava et al., 2004; Fava, Rafanelli, Grandi, Conti, & Belluardo, 1998; Fava, 
Rafanelli, Cazarro, Conti, & Grandi, 1998; Guidi, Fava, Fava, & Papakostas, 2011; Guidi, Tomba, 
& Fava, 2016; Kuyken et al., 2016). However, resources in mental health care are scarce and 
treatment is not available to everyone. Therefore, Internet-based treatments might be a valuable 
and accessible alternative if proven effective.

Internet-based treatments during the acute phase of MDD and in individuals with subthreshold 
depression have shown to be effective (Andersson & Cuijpers, 2009; Karyotaki, Riper, et al., 
2017; Richards & Richardson, 2012; Zhou, Li, Pei, Gao, & Kong, 2016). Small to moderate 
effects of Internet-based interventions were found without therapist support and higher effect 
sizes with therapy support (Richards & Richardson, 2012). The short-term (secondary) results of 
the current randomized controlled trial showed a more favorable course on depressive symptoms 
over 3 months in participants receiving an Internet-based version of PCT with minimal therapist 
support (Mobile Cognitive Therapy, M-CT) added to Treatment As Usual (TAU) compared to 
TAU alone (Kok et al., 2015). Thus far, little is known about the long-term effectiveness of 
Internet-based relapse preventions programs for MDD. Only one study (N = 84) has examined 
the effect of a guided Internet-based relapse prevention program for depression over 24 months 
(Holländare et al., 2013). In this study, partially remitted participants received a 10-week Internet-
based relapse prevention program. Significantly fewer recurrence occurred in individuals 
following the program compared to controls. 

The current randomized controlled trial examined the long-term effectiveness of M-CT added 
to TAU in remitted individuals with recurrent depression. The primary aim of the current study 
was to examine whether adding M-CT to TAU is clinically superior to TAU alone regarding 
cumulative recurrence rates over 24 months. Additionally, the differential treatment response of 
number of previous depressive episodes, presence of chronic somatic illness, and type of (after) 
care (TAU) at baseline was examined. Our secondary aim was to examine the effect of M-CT on 
number of depressive recurrences and the course of depressive symptoms.
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Methods

Study design and participants
A single-blind two-arm parallel randomized controlled trial was performed. The study was 
approved by an independent medical ethics committee (METIGG, reference number 9230) 
and registered at trialregister.nl (identifier: NTR2503). Participants recruited via media, general 
practitioners, and mental health care institutions provided informed consent prior to randomization 
and were included between mid-September 2010 and August 2013. Details about the study are 
described in the study protocol (Bockting, Kok, et al., 2011). 

After a short screening by telephone, eligible persons were interviewed with a telephone 
version of the Structured Clinical Interview for DSM-IV axis I disorders (SCID-I) (Spitzer, 
Williams, Gibbon, & First, 1992) and the 17-item Hamilton Rating Scale for Depression (HRSD) 
(Hamilton, 1960) by trained psychologists, research assistants, or students, who also performed 
the subsequent interviews. Participants were included in the study if they 1) had experienced at 
least two depressive episodes; 2) had been in remission for at least 8 weeks but no longer than 24 
months, according to the DSM-IV and assessed with the SCID-I; and 3) had a current score of ≤ 
10 on the HRSD. As not only individuals with depressive episodes in the preceding 5 years are 
at high risk of recurrence but also individuals with multiple episodes over a longer period of time 
(Hardeveld, Spijker, de Graaf, Nolen, & Beekman, 2010), we discarded our initial criterion of 
having experienced at least two depressive episodes within the past 5 years. In our main analysis 
we examined whether this had an impact on the results.  

Randomization and masking
Randomization was planned to be stratified by type of aftercare and number of depressive 
episodes. However, due to a programming error, simple randomization was undertaken (1:1 
ratio) by an independent researcher using computer-generated random numbers with STATA. The 
interviewers were blinded to treatment condition. The fidelity of masking was moderate to good, 
i.e., the assessors correctly guessed treatment allocation for 56% of the assessments. Serious 
adverse events were monitored during the interviews but did not occur.

Interventions
Bockting (2009) developed PCT, an adapted form of acute CT that prevents recurrence in remitted 
individuals with recurrent depression (Bockting et al., 2005; Bockting, Hollon, et al., 2015; 
Bockting, Smid, et al., 2015; Bockting, Spinhoven, Wouters, Koeter, & Schene, 2009). PCT 
is a manualized therapy consisting of eight structured face-to-face sessions targeting cognitive 
vulnerability factors of depressive recurrence. M-CT comprises eight online modules based on 
the face-to-face sessions of PCT. The content of M-CT was written by Bockting and van Valen 
(2009) and built into the E-platform of the Trimbos Institute. Minimal therapist support was 
administered, i.e., a maximum of four telephone sessions with a maximum duration of 30 minutes 
with a licensed clinical psychologist could be booked by the participants, of which two were 
pre-booked when module two and five were reached. Participants were advised to work on one 
module per week, taking approximately 20 minutes plus an additional 10 minutes for homework 
assignments. They had access to the program for one year and could repeat the modules as often 
as desired. As part of the treatment, the mood of the participants was monitored twice a month on 
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a scale from one (very sad) to ten (very cheerful) by text or email messages. When a persistent 
sad mood was present, i.e., scoring below three twice in a row, further steps were undertaken and 
participants were advised to seek treatment when there were indications for a depressive episode. 
More details about the treatment and monitoring can be found in the study protocol (Bockting, 
Kok,  et al., 2011).

TAU was the care participants received at the start of the study, consisting of no treatment, 
(after) care by a general practitioner, or (after) care in a specialized mental health care center. 

Outcomes
Primary outcome 
The primary predefined outcome was time-related proportion recurrence over 24 months 
according to the DSM-IV and assessed with the SCID-I after 3, 12, and 24 months. A subset of 
50 interviews was rated by four trained interviewers, resulting in an interrater agreement of .96, 
indicating excellent agreement. Additionally, the differential responses were examined regarding 
recurrence dependent on number of previous depressive episodes assessed retrospectively with 
the SCID-I, presence of a somatic illness assessed with the Nemesis Somatic illnesses list (de 
Graaf, Bijl, Ravelli, Smit, & Vollebergh, 2002), and type of TAU, all assessed at baseline.

Secondary outcomes 
The number of recurrences over 24 months was examined based on DSM-IV criteria assessed 
with the SCID-I. Depressive symptoms were assessed with the Inventory of Depressive 
Symptomatology Self-Report (IDS-SR) (Rush, Gullion, Basco, Jarrett, & Trivedi, 1996) at ten 
intervals. 

Statisical analyses
Based on previous research (Vittengl, Clark, Dunn, & Jarrett, 2007), the current study was 
powered to detect an absolute difference of 20% between the treatment conditions in cumulative 
incidence of depressive recurrence over 24 months, with 80% power and a two-sided 5% alpha 
level, assuming overall recurrences in around 50% of the participants. This resulted in a required 
sample size of 214 participants. Taking a maximum attrition rate of 20% into account, we aimed 
to include 268 participants. As emphasized by the Consolidated Standards of Reporting Trials 
(CONSORT) guidelines, the Intention-To-Treat (ITT) principle was used, where all participants 
are analyzed regardless of adherence to the randomized conditions. Imbalances in baseline 
characteristics between both conditions were inspected. As recommended by Groenwold, Moons, 
and Vandenbroucke (2014), the baseline characteristics were compared between randomized 
groups for all participants and for participants with follow-up data. 

Primary analysis
As predefined, Kaplan Meier curves and estimates were displayed. In addition, a Cox regression 
proportional hazards analysis was performed with time until recurrence as dependent variable 
and treatment condition as independent variable. Drop-out during follow-up and no recurrence 
up to the end of the study were defined as censored. To assess differential treatment response, in 
subsequent analyses we assessed the statistical significance of the interaction terms of treatment 
condition with number of previous depressive episodes, chronic somatic illness, and type of TAU. 
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Secondary analyses
A Poisson regression analysis was performed with number of depressive recurrences as dependent 
variable and treatment condition as independent variable. The results were expressed as Incidence 
Rate Ratios (IRR). To examine the intervention’s effect on the course of depressive symptoms 
over 24 months, we used Linear Mixed Models (LMM). A random intercept and slope for the 
participants was added to the model with an unstructured variance-covariance matrix to account 
for dependency of the repeated assessments within participants. The analysis was performed with 
the IDS-SR as dependent variable and time as independent variable. A time-squared variable 
was included because of apparent non-linearity in the rate of change as reported previously (Kok 
et al., 2015). To examine the strength of the effects, effect sizes were reported using Cohen’s d. 
The interaction between treatment condition and number of previous depressive episodes was 
examined explicitly by adding product terms in both the Poisson regression and LMM analysis 
as decided in advance. 

Sensitivity analyses 
Three sensitivity analyses were performed on the primary outcomes. First, we controlled for 
imbalanced baseline variables. Second, a per protocol analysis was performed based on 
participants in M-CT who completed at least five modules. Third, multiple imputations with 
fully conditionally specified models and predictive mean matching were performed to assess 
the impact of missing data and thereby testing the robustness of our findings. All analyses were 
performed in SPSS and R, using a significance level of .05 (2-sided). 

Results

Partcipant flow and characteristics
Figure 1 depicts the participant flow during the trial. A total of 552 potential participants was 
assessed for eligibility with the SCID-I, of whom 288 were included. Before randomization, 24 
participants dropped-out and subsequently 264 participants were randomly allocated to either 
M-CT added to TAU (n = 132) or TAU alone (n = 132). All participants were included in the Cox 
regression analysis. In the M-CT arm, 9 participants withdrew immediately after randomization 
and in the TAU arm 20 (M-CT: 6 because of a lack of time or motivation, 2 because they were not 
reachable, and 1 because of increased depressive symptoms. TAU: 9 because of a lack of time or 
motivation, 8 because they were not reachable, and 3 because of increased depressive symptoms). 
Therefore, 235 participants were followed for more than zero days after randomization. In 
addition, 24 participants were lost to follow-up during the 24 months of the study. Baseline 
characteristics in the ITT sample (Table 1) and of the participants with follow-up data (Appendix 
Table 1) were comparable and balanced over the treatment conditions. Gender and severity of the 
last depressive episode were slightly imbalanced. 
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Table 1 shows that most participants in the ITT sample were highly educated and female 
and the median number of previous depressive episodes was 4. Slightly more than half of the 
participants in both conditions used antidepressants. In the M-CT condition, 13% (n = 17) did 
not start with the treatment, of whom six were lost to follow-up. Overall, the mean total therapist 
support in M-CT was 17.3 minutes per participant (range: 0-70) and 68% (n = 90) finished at least 
five out of the eight modules.

Primary analysis
Kaplan Meijer analysis shows that the cumulative proportion of recurrence over 24 months was 
.44 in the M-CT condition and .49 in TAU (log-rank X2(1) = 1.73, p = .189, Figure 2). The 
analysis with Cox regression (N = 264) showed no significant difference between the M-CT 
compared to TAU condition (Hazard Ratio (HR) = 0.77, 95% CI [0.53, 1.14], p = .190). When 
adding a variable in the model that indicated whether both previous depressive episodes occurred 
in the preceding 5 years to examine whether our changed inclusion criteria had an impact on the 
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Table 1.Baseline characteristics according to randomized group

Note. M-CT = Mobile Cognitive Therapy, TAU = Treatment As Usual

Characteristics M-CT (n = 132) TAU (n = 132)

Age, mean (SD) 45.6 (10.9) 47.1 (10.7)
Female gender, % (No.) 79.5 (105/132) 69.7 (92/132)
Country of birth the Netherlands, % (No.) 88.5 (116/131) 92.4 (121/131)
Marital status, % (No.)  
 Single 29.8 (39/131) 24.2 (32/132)
 Married or cohabiting 62.6 (82/131) 65.9 (87/132)
 Divorced/widowed 7.7 (10/131) 9.9 (13/132)
Education, % (No.)  
 Primary and/or secondary education 12.9 (17/132) 16.7 (22/132)
 Vocational education 22.7 (30/132) 25.8 (34/132)
 Higher education 64.4 (85/132) 57.6 (76/132)
Employed, % (No.) 66.4 (87/131) 68.7 (90/131)
Treatment as usual, % (No.)  
 No treatment 34.8 (46/132) 30.0 (39/130)
 General practitioner 25.8 (34/132) 33.1  (43/130)
 Specialized mental health (after) care 39.4 (52/132) 36.9 (48/130)
Treatment with antidepressant medication, % (No.) 55.4 (72/130) 50.8 (65/128)
Age of first MDD episode, mean (SD) 28.4 (12.1) 30.2 (12.5)
Previous episodes MDD, median (IQR) 4 (2.8) 4 (2.0)
Months in remission, mean (SD) 8.2 (6.5) 8.4 (6.4)
Total HRSD, mean (SD) 3.7 (3.1) 3.4 (2.9)
Depressive symptoms (IDS-SR), mean (SD) 16.5 (10.3) 16.3 (9.7)
Severity past episode, % (No.)  
 Mild 28.0 (37/132) 18.9 (25/132)
 Moderate 55.3 (73/132) 53.8 (71/132)
 Severe 16.7 (22/132) 27.3 (36/132)
Chronic somatic illness, % (No.) 35.4 (45/127) 32.3 (40/124)
Experience with CT, % (No.) 48.3 (57/118) 44.4 (52/117)



results, we found comparable results. In addition, two post-hoc analyses in which we controlled 
for the number of months in remission and a change in TAU (no change, increase, decrease, or 
intermittent use) yielded comparable results on our primary outcome (HR = 0.75, 95% CI [0.51, 
1.01], p = .141; HR = 0.88, 95% CI [0.58, 1.34], p = .562 respectively). Treatment condition did 
not interact with number of previous depressive episodes (HR = 0.74, 95% CI [0.34, 1.61], p = 
.447), chronic somatic illness (HR = 0.60, 95% CI [0.26, 1.35], p = .216), or type of TAU (HR 
= 0.87, 95% CI [0.57, 1.35], p = .543). The sensitivity analyses yielded comparable results (see 
Appendix for details).

Secondary analyses
In the M-CT condition 21% experienced one recurrence and 22% more than one during the 
24-month follow-up. In the TAU condition 25% experienced one recurrence and 24% more than 
one. Poisson regression analysis (N = 264) revealed that participants in the M-CT condition were 
not likely to experience significantly fewer depressive recurrences compared to participants in TAU 
(IRR = 0.87, 95% CI [0.64, 1.19], p = .393). No interaction was found between treatment and 
number of previous depressive episodes (IRR = 1.22, 95% CI [0.64, 2.31], p = .543). Table 2 shows 
the results of the LMM analyses that examined the course of depressive symptoms measured with 
the IDS-SR. No interaction was found between time and treatment and between time, treatment, 
and number of previous depressive episodes. Figure 3 shows that until approximately 9 months, 
depressive symptoms seem lower in the M-CT condition and subsequently this effect reverses.
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Figure 2. Survival curves over 24 months intention to treat in Mobile Cognitive Therapy (M-CT) (n = 132)
and Treatment As Usual (TAU) (n = 132).
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Discussion

We examined the effect of M-CT augmented to TAU compared to TAU alone over 24 months 
in participants with remitted recurrent depression. We did not find a statistically significant 
difference in cumulative recurrence risk, number of depressive recurrences, and course of 
depressive symptoms in M-CT compared to TAU alone. Adherence rates in the current study 
were comparable to other studies (Richards & Richardson, 2012; van Ballegooijen et al., 2014).

This finding is in line with a recent meta-analysis demonstrating that guided and unguided 
Internet-based treatments were effective on the short-term but not beyond 6 months post-treatment 
(So et al., 2013). However, our sobering long-term findings contrast with our initial finding where 
M-CT resulted in a favorable course of depressive symptoms over 3 months (Kok et al., 2015). 
Our findings contrast with the promising findings of Holländare et al. (2013) in a slightly different 
sample, i.e., partially remitted individuals. Long-term effects of face-to-face PCT and other face-
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Figure 3. Mean levels of depressive symptoms during 24 months follow-up in Mobile Cognitive Therapy 
(M-CT) (n = 129) and Treatment As Usual (TAU) (n = 128).
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Table 2. Estimated change (linear mixed models) in depressive symptoms over 24 months

Note. Depressive symptoms were assessed with the Inventory of Depressive Symptomatology Self-Report. 
aEpisodes = number of previous depressive episodes measured at baseline.

  Estimate [95% CI] p Cohen’s d [95% CI]

Intention to treat (N = 264)   
 Time*treatment 0.31 [-0.09, 0.70] .131 0.03 [-0.01, 0.07]
 Time*treatment*episodesa -0.03 [-0.57, 0.51] .910 -0.01 [-0.06, 0.06]



to-face relapse prevention strategies such as MBCT and WBT have been demonstrated (Bockting, 
Hollon, et al., 2015). As studies indicate that Internet-based interventions have better effects with 
therapy support compared to interventions without support (Andersson & Cuijpers, 2009; Kleiboer 
et al., 2015; Richards & Richardson, 2012), we hypothesize that actively prescribing more and/
or longer support might have maintained our short-term results. In the current study, participants 
scarcely booked additional support, resulting in an overall mean duration of 17.3 minutes of 
total therapist time per participant. In the guided Internet-based relapse prevention program of 
Holländare et al. (2013), mean therapist time was 150 minutes. In addition, in a randomized 
controlled trial examining a similar study population, PCT administered as bibliotherapy with 
110.2 minutes of therapist support did significantly reduce the risk of recurrence after 12 months 
(Biesheuvel-Leliefeld et al., 2017). Overall, more research is needed to examine the minimal 
dosage of therapist support needed for Internet-based interventions to be effective for relapse 
prevention.

We did not find a differential effect of number of previous depressive episodes, chronic 
somatic illness, and type of (after) care. These findings are in line with a recent meta-analysis 
where no differential effect of number of previous depressive episodes was found on the effect 
of psychological treatments aimed at the prevention of recurrence (Biesheuvel-Leliefeld et al., 
2015), a systematic review that showed chronic somatic illness did not predict a higher risk of 
recurrence (Kok et al., 2013), and similar studies that found no interaction between treatment 
condition and the type of aftercare (TAU) individuals receive (Bockting et al., 2005; Holländare 
et al., 2013). 

Several limitations of this study are important to acknowledge. First, since most participants 
in M-CT used minimal therapist support, we were not able to examine whether high therapist 
support is associated with better outcomes. Second, we could not examine the effects of mood 
monitoring in M-CT on depressive recurrence. This should be examined more explicitly, as 
a recent study in individuals with recurrent depression shows that mood monitoring together 
with crisis management and facilitation of early interventions added to TAU is associated with 
treatment outcome (Kordy et al., 2016). Third, the participants were predominantly highly 
educated females with a mean age of 46.4, which might limit the generalizability of the results. 

Overall, in contrast to our expectations, a psychological Internet-based relapse prevention 
program did not result in a substantial better protection against recurrence. Future studies should 
examine the long-term effectiveness of Internet-based interventions and the optimal dosage of 
therapist support.
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Appendix table 1

Appendix: sensitivity analyses

Gender and severity of the last depressive episode were slightly unbalanced over treatment 
conditions. As studies showed that gender is not consistently associated with recurrence but 
severity of a depressive episode might be (Hardeveld et al., 2010), we only controlled for severity 
of the last depressive episode in the Cox regression analysis. The results were comparable 
regarding treatment condition (HR = 0.78, 95% CI [0.52, 1.15], p = .204) and the interaction 
between treatment condition and number of previous depressive episodes (HR = 0.72, 95% CI 
[0.33, 1.57], p = .408), chronic somatic illness (HR = 0.58, 95% CI [0.25, 1.31], p = .186), and 
TAU (HR = 0.90, 95% CI [0.58, 139], p = .622). 
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Appendix Table 1. Baseline characteristics participants with follow-up data

Note. M-CT = Mobile Cognitive Therapy, TAU = Treatment As Usual.

Characteristics M-CT (n = 123) TAU (n = 112)

Age, mean (SD) 45.8 (10.9) 47.9 (10.1)
Female gender, % (No.) 79.7 (98/123) 68.8 (77/112)
Country of birth the Netherlands, % (No.) 87.7 (107/122) 93.7 (104/111)
Marital status, % (No.)  
 Single 28.7 (35/122) 23.2 (26/112)
 Married or cohabiting 63.9 (78/122) 67.0 (75/112)
 Divorced/widowed 7.4 (9/122) 9.8 (11/112)
Education, % (No.)  
 Primary and/or secondary education 12.2 (15/123) 16.1 (18/112)
 Vocational education 22.0 (27/123) 27.7 (31/112)
 Higher education 65.9 (81/123) 56.3 (63/112)
Employed, % (No.) 67.2 (82/122) 67.6 (75/111)
Treatment as Usual (TAU), % (No.)  
 No treatment 35.0 (43/123) 29.5 (33/112)
 General practitioner 25.2 (31/123) 34.8 (39/112)
 Specialized mental health (after)care 39.8 (49/123) 35.7 (40/112)
Treatment with antidepressants, % (No.) 55.4 (67/121) 54.5 (60/110)
Age of first MDD episode, mean (SD) 28.2 (12.1) 29.6 (12.2)
Previous episodes MDD, median (IQR) 4 (3.0) 4 (2.0)
Months in remission, mean (SD) 8.2 (6.5) 8.8 (6.5)
Total HRSD, mean (SD) 3.7 (3.1) 3.5 (2.9)
Depressive symptoms (IDS-SR), mean (SD) 16.3 (9.9) 16.2 (9.3)
Severity past episode, % (No.)  
 Mild 27.6 (34/123) 16.0 (18/112)
 Moderate 57.7 (71/123) 53.6 (60/112)
 Severe 14.7 (18/123) 30.4 (34/112)
Chronic somatic illness, % (No.) 33.9 (40/118) 34.9 (38/109)
Experience with CT, % (No.) 48.7 (55/113) 44.2 (46/104)



The analysis in the per protocol sample, including the participants that finished at least five 
modules (n = 222), yielded comparable results (treatment condition alone: HR = 0.85, 95% 
CI [0.57, 1.29], p = .451; interaction treatment condition and number of previous depressive 
episodes: HR = 0.68, 95% CI [0.31, 1.51], p = .344; chronic somatic illness: HR = 0.73, 95% CI 
[0.31, 1.73], p = .475; and TAU: HR = 0.78, 95% CI [0.49, 1.25], p = .300).

In order to test the robustness of the primary analyses, multiple imputations with fully 
conditionally specified models and predictive mean matching were performed. Multiple 
imputations reduce the chance of bias and allows use of all data available in the analyses, which 
optimizes statistical power (Schafer & Graham, 2002). The imputed datasets were combined 
according to Rubin’s rules (Rubin, 1987). Multiple imputations are only valid if the missing at 
random assumption holds, which cannot be proved. To substantiate this assumption, a logistic 
regression analysis was performed in which we examined if baseline characteristics predicted 
whether the data were missing. This resulted in a statistical significant model (X 2 (25) = 44.19, 
p = .010), suggesting the data were at least partly missing at random and multiple imputations 
would improve the validity of the analyses. When the Cox regression analyses were repeated 
using multiple imputations, the results were comparable regarding treatment condition (HR = 
0.81, 95% CI [0.56, 1.17], p = .256) and the interaction between treatment condition and number 
of previous depressive episodes (HR = 0.95, 95% CI [0.47, 1.94], p = .897, chronic somatic 
illness (HR = 0.68, 95% CI [0.31, 1.50], p = .342), and TAU (HR = 0.90, 95% CI [0.60, 1.36], p 
= .613).
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