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OVERVIEW

• Improving treatments for depression

• Psychological treatment of depression

• Psychotherapy for chronic depression

• A research agenda
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Improving treatments of 

depression



Cuijpers, Journal of the American Medical Association, 2018
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THE PROBLEM WITH TREATMENTS OF DEPRESSION

• Treatments are effective, but effects are limited

• On the one hand: high rates of spontaneous 

recovery, placebo response
• 38% reponse in placebo (54% in ADM; Levkovitz et 

al., 2011)
• 41% in control conditions (54% in psychotherapies; 

Cuijpers et al., 2014)
• Non-treated patients: 23% in 3 months, 53% in 12 

months (Whiteford et al., 2012)
 The majority of patients would get better anyway
We need low-intensity interventions!

• On the other hand: A large group of patients who do 

not respond to any treatment (~30%)

Cuijpers, Journal of the American Medical Association (JAMA) 2018
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Psychological treatment of adult 

depression

Overview: Cuijpers, Can Psychol 2017
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RUN YOUR OWN META-ANALYSIS AT: WWW.METAPSY.ORG

http://www.metapsy.org/
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>800 RANDOMIZED TRIALS

• Effects of different psychotherapies versus control 
groups

• Direct comparisons between major types of 
psychotherapy with other psychotherapies

• Direct comparisons of psychotherapy with 
pharmacotherapy

• Comparisons of psychotherapy with combined treatment

• Comparisons of pharmacotherapy with combined 
treatment

• Randomized trials on psychotherapy for inpatients

• Direct comparisons of individual and group therapy

• Direct comparisons of face-to-face therapy with guided 
self-help

• Randomized trials on self-guided therapy for depression



Cuijpers et al., World Psychiatry June 2021
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COMPARATIVE EFFECTS OF PSYCHOTHERAPIES

Cuijpers et al., World Psychiatry June 2021
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MAIN OUTCOMES

• 331 randomized trials with 34,285 patients. 

• All therapies more efficacious than CAU and waiting list 

• Effect sizes (vs CAU) ranged from –0.81 for life-review therapy to –0.32 for

non-directive supportive counseling. 

• No significant differences between therapies, except non-directive supportive 

counseling

• Similar results for studies with low risk of bias 

• Most therapies still had significant effects at 12-month follow-up (vs CAU) with 

PST somewhat more effective
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MAIN RESULTS

• No significant differences between individual, group, 

telephone, guided self-help (only small difference 

between group and guided self-help)

• Significantly more effective than waitlist (SMDs 0.87 to 

1.02), care-as-usual (SMDs: 0.47 to 0.72), and unguided 

self-help (SMDs: 0.34 to 0.59). 

• Sensitivity analyses excluding non-internet-based guided 

self-help: comparable outcomes

• Acceptability (study drop-out for any reason) was 

significantly higher in individual (RR=1.44) and group CBT 

(RR=1.39) compared to guided self-help. 
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ARE ALL THERAPIES EQUALLY EFFECTIVE?

➢ We don’t know!

➢ Alternative explanations

➢ We know that therapies work, but not how they work; 

insufficient knowledge for any model, specific or non-

specific

➢ But more importantly: what do we need at least for a 

treatment to be effective? And how can we minimize 

treatments without reducing the effects?

Cuijpers et al., Ann Rev Clin Psychol 2019



Cuijpers et al., Acta Psychiatry Scand 2021
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ABSOLUTE OUTCOMES

- 228 RCTs of psychotherapy for depression versus control

- 75 with low risk of bias

- Outcomes at 1-3 months after baseline (at post-test)

- Mainly estimates based on M at baseline, M, SD and N at 

post-test

- Outcomes:

- Response (50% symptom reduction)

- Remission (HAM-D < 7 after treatment)

- Reliable improvement

- Reliable deterioration

Cuijpers et al., Acta Psychiatry Scand 2021
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RESPONSE RATES

Response 
rate

95% CI

- All psychotherapies 0.41 0.38-0.43

- CBT 0.42 0.39-0.45

- Only low RoB 0.38 0.34-0.43

- At 9-12 months FU 0.42 0.35-0.50

Control groups

- Care as usual 0.17 0.15-0.20

- Waitlist 0.16 0.14-0.18

- Placebo 0.31 0.23-0.40
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OTHER OUTCOMES

Outcome Rate 95% CI

Psychotherapies*) Remission 0.26 0.20-0.33

RCI 0.59 0.54-0.64

Deterioration 0.05 0.04-0.06

CAU Remission 0.12 0.09-0.18

RCI 0.30 0.26-0.34

Deterioration 0.12 0.10-0.14

Waitlist Remission 0.09 0.06-0.12

RCI 0.30 0.27-0.32

Deterioration 0.07 0.04-0.11

*) CAU as reference category; all outcomes at 2(±1) months after baseline



Cuijpers et al., JAMA Psychiatry 2020
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EFFECT SIZES OF THERAPY ACROSS AGE GROUPS
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OTHER OUTCOMES

N smd NNT

Quality of life 31 0.33 10

Social functioning 31 0.46 7

Suicidality 4 0.12 n.s. 29

Hopelessness 18 1.10 3

Social support 15 0.38 8

Mental health children 7 0.40 8

Mother-child interaction 8 0.35 9

Parental functioning 5 0.67 4

Kolovos et al., Br J Psychiatry 2016; Cuijpers et al., 
Ment H Phys Act 2014; EACP 2015; Renner et al., 
Psychol Med 2013; Park et al., COTR 2015
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WHAT HAVE TRIALS SHOWN FOR PSYCHOTHERAPY 

FOR DEPRESSION

• No difference between treatment formats (Cuijpers et al. JAMA Psychiatry 2019)

• No difference in:
• Student populations (Cuijpers et al. Depress Anx 2016)

• Older adults (Cuijpers et al. Maturitas, 2014)

• Comorbid general medical disorders (Miguel et al., Psychol Med 2021)

• Postpartum depression (Cuijpers et al. Psychol Med 2019)

• Possibly lower effects in:
• chronic depression (Cuijpers et al., Clin Psychol Rev 2011)

• Comorbid substance use problems (Cuijpers et al, in prep)

• Subthreshold depression (Cuijpers et al., Br J Psychiatry 2014; JAACAP 2021)

• Inpatients (Cuijpers et al., J Affect Dis 2020)

• N sessions (6-24): not related to outcome (Cuijpers et al., J Affect Dis 2013)

• Also effective in low- and middle income countries (Cuijpers et al., World 

Psychiatry 2018)
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THE EFFECTS OF THERAPY ARE OVERESTIMATED

• The use of waiting list control groups

• Majority has some risk of bias (~80% of RCTs)

• Publication bias (reduces effect size with ~25%, like in ADM 

studies)

• Researcher allegiance and others 

• Effect sizes drop with >50% after adjustment for these problems

Cuijpers et al., Epidem Psychiatr Sc 2019
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A BETTER ESTIMATE OF THE EFFECTS OF 

THERAPIES FOR DEPRESSION (ALL TYPES)

N g NNT

All studies 295 0.71 3

No waiting list 161 0.58 3

Low risk of bias 62 0.39 5

Adjusted for publ. bias 74 0.31 6
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A BETTER ESTIMATE OF THE EFFECTS OF 

THERAPIES FOR DEPRESSION (ONLY CBT)

N g NNT

All studies 159 0.71 3

No waiting list 77 0.54 3

Low risk of bias 34 0.39 5

Adjusted for publ. bias 38 0.34 5



Cuijpers et al., World Psychiatry 2020
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RESULTS

• 101 trials with 11,910 patients comparing combined, 

psychotherapy, pharmacotherapy

• Response: Combined treatment is more effective than 
• Psychotherapy alone (RR=1.27; 95% CI: 1.14~1.39) 
• Pharmacotherapy alone (RR=1.25; 95% CI: 1.14~1.37) 

• No significant difference between psychotherapy and 

pharmacotherapy (RR=0.99; 95% CI: 0.92~1.08). 

• Similar results were found for remission. 

• Combined treatment (RR=1.23; 95% CI: 1.05~1.45) and 

psychotherapy alone (RR=1.17; 95% CI: 1.02~1.32) are 

more acceptable than pharmacotherapy. 

• Comparable results:
• Chronic and treatment-resistant depression
• Severe depression
• Long-term outcomes



Furukawa et al., World Psychiatry 2021
Furukawa et al., World Psychiatry 2021
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METHODS

• 81 RCTs with 13,772 patients

• First step: PSY, ADM, Combined, placebo

• Second step: continuation, switching, or discretionary treatment

• Main outcome: response + no relapse through maintenance phase 

(at 12 months from baseline)
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Chronic depression



32

DEFINITION OF PERSISTENT DEPRESSION (DSM-5)

• Chronic major depressive disorder (lasting for at least two years), 

• Dysthymia

• Double depression (major depression superimposed on a dysthymic disorder), 

• Recurrent major depressive episodes with incomplete recovery between 

episodes. 

Two years or longer, and are included under the chronic subtypes from the 

DSM-IV

We also included treatment-resistant depression (any definition)
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PSYCHOTHERAPY VERSUS CONTROL GROUPS

• Relatively few studies (only 14  studies)

• Chronic MDD, dysthymia, treatment-resistant depression

• Risk of bias relatively low (low RoB in 11 of 14 studies)

• 17 intervention arms: CBT (6), psychodynamic (2), CBASP (2), MBCT (2), PST 

(2), other (3).

• 6-60 sessions

• 10 individual, 2 group and 2 mixed format

• Mostly CAU control (9 studies)
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EFFECTS OF PSYCHOTHERAPY VS CONTROL

N g 95% CI I2 NNT

Therapy vs control 17 0.44 0.20~0.68 56 7

- Chronic MDD vs control 10 0.58 0.22~0.94 42 5

- Treatment res vs control 5 0.42 -0.11~0.95 34 7

- Dysthymia vs control 2 0.01 -0.87~0.89 0 368

Difference between chronic, treatment-resistant, dysthymia: p=0.001
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DIFFERENCE BETWEEN CHRONIC AND ‘REGULAR’ MDD

N g 95% CI I2 NNT

Chronic depression 17 0.44 0.20~0.68 56 7

MDD 140 0.72 0.60~0.84 78 4

• Difference between Chronic depression and ‘regular’ MDD: p=0.03
• Not significant in multivariate metaregression analysis, adjusted for 

other characteristics of the studies (p=0.54)



36

PSYCHOTHERAPY VS ANTIDEPRESSANTS VS COMBINED (RESPONSE)

Cuijpers et al., World Psychiatry 2020
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CBASP

• IPD network meta-analysis: CBASP vs ADM vs 

Combined

• 3 RCTs with 1,036 participants

• Combined is better than either CBASP or ADM 

• CBASP and ADM have comparable results

• IPD NMA allows personalised predictions:

• https://kokoro.med.kyoto-u.ac.jp/CBASP/prediction/

Furukawa et al., Psychother Psychosom 2018

https://kokoro.med.kyoto-u.ac.jp/CBASP/prediction/


Furukawa et al., Psychother Psychosom 2018 



Furukawa et al., Psychother Psychosom 2018 
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A research agenda
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FUTURE DIRECTIONS

– No new treatments, formats, target groups

– Prevention of depression (reduction of 
incidence 20-25%)

– Improvement of treatments (chronic 
depression; relapse)

– Scaling up and simplifying treatments

– Research into processes of treatments:

Cuijpers, Curr Opin Psychiatry 2015
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➢ Thank you for your attention!

Contact: p.cuijpers@vu.nl

www.pimcuijpers.com
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