Cognitive Behavioural Therapy and the Effective Treatment of Depression: 

 Report for the Department of Health in support of the submission to the Comprehensive Spending Review

1. Introduction
Depression is the most common psychiatric disorder and the fourth major cause of disease burden worldwide (World Health Organization, 2001). In the UK, one in four women and one in ten men experience at least one episode of depression requiring treatment during their lifetime and more than half of these will have at least one more episode (National Depression Campaign, 1999).  A WHO study of mental disorders from 14 centres across the world, demonstrated that 50% of people identified with a mental disorder in the initial phase of the study still met diagnostic criteria for depression one year later (Goldberg et al, 1998).  This finding is confirmed by a number of studies, which also show that at least 50% of people following their first episode of major depression will go on to have at least one more episode. The burden of depression may also be increasing; statistics reveal that the age-standardised prevalence of treated depression in primary care grew from 19.9/1000 males and 50.5/1000 females in 1994 to 29.0/1000 males and 70.1/1000 females in 1998 (Office for National Statistics, 2000) and that the number of GP consultations for depressive disorders more than doubled from 4 million to 9 million during these years (National Depression Campaign, 1999).  Depression is also the leading cause of suicide, which accounts for just under 1% of all deaths, of which nearly two-thirds occur in depressed people (Sartorius, 2001). Depression varies in severity, with about 70%, in population based studies identified with mild depression and a further 20% with moderate depression and 10% presenting with severe depression. However for people in treatment the proportion of those with moderate and severe depression is much greater, perhaps reaching 60% (Kroenke et al, 2001).  Increasing severity of disease is associated with an increased likelihood of the disorder being identified, a greater burden of disease, increased duration of episode and increased likelihood of recurrence (Kessler et al, 2003).  
2. The treatment of depression in the NHS
The treatment of depression in the NHS is largely undertaken in primary care and the main treatment option for most people remains antidepressant medication (Peveler et al, 2005). However, the NICE guideline (NICE, 2004) identified a range of effective treatments for mild, moderate and severe depression and placed a considerable emphasis on the development of non-pharmacological treatments in the context of a stepped-care approach. A significant factor in supporting this approach was the poorer risk-benefit ratio of antidepressants in mild depression. The guideline also addressed the strong preference of service users for psychological interventions (Priest et al, 1996). Despite the evidence for non-pharmacological interventions in mild depression including guided self-help, computerised cognitive behavioural therapy, exercise and brief psychological interventions, such as problem-solving therapy, access to such treatments remains limited (Lovell & Richards, 2000) and is matter of considerable concern. Of even greater concern is the limited access to effective treatments for people with moderate and severe depression as the burden of disease is much greater for depression of this severity. The treatment options for moderate and severe depression are also more limited with a significant evidence base available only for antidepressant medication and specifically developed psychological treatments, primarily cognitive behavioural therapy (CBT) (Beck et al, 1979).  
3. Cognitive behavioural therapy and the treatment of moderate and severe depression
This paper focuses on the treatment of moderate and severe depression as this is where the greatest burden of disease falls. It reviews the comparative evidence for the two best validated treatments for moderate and severe depression: antidepressant medication and CBT. CBT has the largest body of evidence of any psychological therapy for the treatment of depression and treatment typically comprises 20 sessions over 16 weeks.  The data in this report are drawn from systematic reviews of high quality randomised controlled trials (RCTs) originally undertaken to support the development of the NICE guideline for the treatment of depression (NICE, 2004; NCCMH, 2005) which have been augmented with data from RCTs published after the completion of the guideline in 2004 (date of last search November 2006).    

Antidepressants are the accepted standard treatment against which any other treatment for moderate or severe depression should be compared. They have been shown to be effective for the treatment of depression in many placebo-controlled trials (NCCMH, 2005). The selective serotonin reuptake inhibitors (SSRIs) are the most commonly prescribed form of antidepressants generally being preferred to the older tricyclics antidepressants (TCAs) because of their lower side-effect profile and increased safety in overdose. There is little evidence to support the superior efficacy of any individual SSRI or TCA compared to other drugs of the same class (NCCMH, 2005). However, a major problem with the use of antidepressants is the reluctance of many depressed people to start a course despite the advice of their doctor (Priest et al, 1996) and the subsequent poor compliance for those starting treatment (Hansen et al, 2004).  
3.1 Understanding the impact of CBT for depression 
3.1.1 Counselling - The most commonly provided psychological intervention for common mental disorders, particularly in primary care, depression is generic counselling. However, few trials exist on the treatment of depression (only 3 were identified of sufficient quality to be considered in the NICE guideline). Direct comparison with CBT as described in this review is problematic as the counselling trials focus on mild disorders and in the case of one of the trials 40% of participants do not meet full diagnostic criteria for anxiety and/or depression. The results of these trials indicate for milder depression an equivalence of counselling to other psychological interventions and antidepressants but importantly in contrast to CBT for moderate and severe depression (see below) these differences are not sustained at follow up. 
3.1.2 Effect Sizes and Relative Risks - The data presented are based on meta-analyses of scores on a depression symptom rating scale, the Hamilton Rating Scale for Depression (HRSD, Hamilton, 1960). They include effect sizes (ES) (difference in the overall mean scores in the treatment and comparator groups divided by the pooled standard deviation), relative risk (RR) for non-remission (number of trial participants scoring above a cut-point on the HRSD, usually HRSD > 7, divided by the total number randomised to calculate the risk of non-remission; ratio calculated by dividing risk for treatment group by that for comparator), and RR for relapse (defined by the study authors, usually meeting diagnostic criteria for depression). In this paper effect sizes less than zero favour treatment over comparator, with -0.2 equivalent to a small effect, -0.5 a medium effect, and -0.8 a large effect (Cohen, 1988), with an effect size of around -0.5 being considered clinically significant for depression (NCCMH, 2005). A relative risk of around 0.8 (equivalent to a reduction in the relative risk of not achieving remission of 20% or more) or less is considered clinically significant (NCCMH, 2005). 95% confidence intervals were taken into account when judging clinical significance. 
3.1.3 Comparison with the effects of CBT for anxiety – in trials of CBT for depression the primary comparator is antidepressants, in CBT for the anxiety disorders it is waitlist. This can make the direct comparison of the relative effects of CBT for depression and anxiety problematic. One means to obtain an indication of the relative effect sizes of CBT for depression and anxiety is to compare the scores at baseline with the scores at end of treatment, this gives a ‘within subject’ effect size of -1.46 (5/144; CI -1.83, -1.08) for CBT for depression which is in the middle of the range of effects sizes for CBT studies in anxiety when the comparison is made to waitlist. (The smaller data set for waitlist in CBT for depression contains only two studies of moderate quality with a total of 54 participants and here the effect size is -0.89 (2/54; CI -1.45, .0.33)).
3.2 Comparison of CBT and antidepressants
The review of the effectiveness of CBT and antidepressants found them to be equally effective in the treatment of depression in terms of improved symptomatology and improved remission (see Table 1). This equivalence of effectiveness held for moderate (ES = -0.07 (-0.33, 0.19) 6 studies, 455 participants), severe (ES = 0.01(-0.17, 0.19) 2 studies, 483 participants) and very severe depression (ES = 0.02(-0.21, 0.24) 4 studies, 326 participants). (It is worth noting although it had been expected that antidepressants might be more effective the more severe the depression, this did not prove to be the case). Also, CBT is more acceptable to patients, as measured by the number of study participants leaving treatment early for any reason (see Table 1).  
 Table 1 Outcomes for CBT versus antidepressants at end of treatment  
	ES depression scores (95% CIs) 

(No. studies/participants)
	RR non-remission (95% CIs)

 (No. studies/participants)
	RR participants leaving treatment early (95% CIs)

 (No. studies/participants)

	0.01 (-0.1, 0.13) 

(12/1200)
	0.98 (0.9, 1.07)

 (7/1085)
	0.74 (0.62, 0.89)

 (12/1369)


Summary:  CBT v. Antidepressants

The results of these studies clearly establish that CBT is an effective for moderate and severe depression when compared with the standard treatment (antidepressants) and further suggest that CBT is associated with better retention in treatment.

3.3 Combined CBT and antidepressant treatment
Although the evidence reviewed above suggests that either CBT and antidepressants alone are effective for the treatment of moderate and severe depression many patients in receipt of psychological treatments may already be taking antidepressants, either because of a concern for their clinical condition (they may be felt to benefit from combined treatments) or because they have been waiting for psychological treatment. The data summarised in Table 2 shows that the addition of CBT to antidepressant treatment significantly improves outcomes (both symptomatic and remission data) compared with taking antidepressants alone and again is also more acceptable to patients. The data also suggest that the effect of combined treatment is greater with severe depression (ES for moderate depression = -0.41(-0.78,-0.04) (2 studies, 115 participants); ES for severe depression = -0.53(-0.7,-0.35) (3 studies, 511 participants). (It is worth noting that the magnitude of this effect is greater than that obtained from a comparison of CBT plus antidepressants versus CBT alone (ES = 0.05 (-0.22, 0.31) 4 studies, 220 participants).)

Table 2 Outcomes for CBT and antidepressants versus antidepressants at end of treatment
	ES depression scores (95% CIs) 

(No. studies/participants)
	RR non-remission (95% CIs)

 (No. studies/participants)
	RR participants leaving treatment early (95% CIs)

 (No. studies/participants)

	-0.38 (-0.52, -0.25
(9/863)
	0.7 (0.61, 0.80)

 (3/530)
	0.81 (0.65, 1.01)

 (8/831)


Summary: Combined treatment v. antidepressants

The results of these studies clearly demonstrate that combined treatment with CBT and antidepressants is associated with clinically significant improvement in outcomes over and above that obtained from antidepressants alone. The addition of CBT to antidepressants is again associated with better retention in treatment.

3.4 The long-term benefits of CBT for depression
As was indicated in the introduction, depression particularly in the moderate and severe forms, is a chronic disorder. Treatments, in order to have real benefit, need therefore to impact on the long term course of the disorder.  A relatively small number of studies (7 studies involving 260 patients) have examined long-term outcomes (up to 2 years) and the data for these studies are summarised in Table 3.  They indicate that CBT alone compared to antidepressants alone is associated with significantly better outcomes at both one and two years. This suggests that CBT is associated with a long-term benefit which protects against relapse. There is more limited data for combined treatment but again this data demonstrates that at one year combined treatment offers a protective function over and above that provided by antidepressants alone. (Recent advances with a specially adapted form of CBT - mindfulness-based CBT - suggest that CBT may have specific value in reducing the rate of relapse in individuals identified as being at high risk of such (RR for relapse = 0.46 (0.29, 0.72), (Teasdale et al, 2000; Ma & Teasdale, 2004)).
Table 3 CBT outcomes at one or two years after end of treatment
	
	1-year follow-up
	2-year follow-up

	
	ES depression scores (95% CIs)
	RR relapse (95% CIs)
	ES depression scores (95% CIs)
	RR relapse (95% CIs)

	CBT versus antidepressants                                                                                     
	-0.5(-0.84,-0.15) 
(3/137)
	0.54 (0.37, 0.78)
(4/155)
	-0.37(-0.98,0.23)

(1/43)
	0.6 (0.45, 0.79)
(3/107)

	Combination treatment (CBT) versus antidepressants                                                                         
	-0.39 (-0.81, 0.02)
(2/92)
	No data
	No data
	No data


Summary: Long-term benefits of CBT

The results of these studies demonstrate that the use of CBT alone or in combination with antidepressants significantly reduces the likelihood of relapse for up to two years when compared to the use of antidepressants alone. 

 4. Conclusion
The results of a series of well conducted randomised controlled trials of CBT alone or in combination with antidepressants demonstrate that:
· CBT is an effective treatment for moderate and severe depression when compared to the accepted standard treatment; antidepressant medication
· CBT in combination with antidepressant medication significantly improves the outcome for people with depression  

· CBT is associated with significantly better long-term outcomes (up to two years after completion of treatment) than are antidepressants alone.
· CBT is a more acceptable treatment to people suffering from depression than antidepressants alone and the addition of CBT to antidepressants also improves retention in treatment
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