Evaluating the efficacy of a range of treatments for major depressive disorder, using empirical evidence
Major depressive disorder (MDD), (also known as depression) is a common mental health disorder. Typically, it involves a depressed mood or loss of joy, pleasure, or interest in activities for an extended period of time (World Health Organization [WHO], 2023). The Diagnostic and Statistical Manual of Mental Disorders Fifth Edition (DSM-5) diagnostic criteria for major depressive disorder consists of five (or more) of the following symptoms, which have to be present during the same two-week period and represent a change from the patients’ previous functioning; at least one symptom is either depressed mood or loss of interest or pleasure. The patient must show signs of a depressed mood for most of the day, almost every day; show clear signs of a diminished interest or pleasure in all, or almost all, daily activities, nearly every day; have lost a significant amount of weight when not dieting or alternatively, gain a significant amount of weight, or show an increase or decrease in appetite nearly every day; have signs of insomnia or hypersomnia daily; psychomotor agitation or retardation nearly every day; fatigue or loss of energy nearly every day; feelings of worthlessness or excessive or inappropriate (and sometimes delusional) guilt almost daily; diminished ability to think or concentrate, indecisiveness, almost every day, and reoccurring thoughts of death, ideation with a specific plan, or have made an attempt of suicide or have a specific plan for committing suicide. In addition to this, the patient must cause ‘clinically significant distress’ and cause issues with social, occupational, or other important areas of functioning; and the episode must not be better described by physiological effects of substance misuse or by another medical condition. There are many types of treatment for MDD, however, this essay will focus on biological and cognitive therapies.
According to the biopsychosocial model, depression is a result of abnormal levels of serotonin in the brain. In various studies, changes in the amygdala volume and activity have been observed in depressed patients. Prefrontal cortex changes suggest individuals with depression have a decreased prefrontal activity compared to healthy individuals.
To treat MDD, medication is needed to restore serotonin levels to a normal or natural level. For MDD, selective serotonin reuptake inhibitors (SSRI’s) are most commonly prescribed, such as Citalopram and Sertraline. SSRIs are often used first in pharmacotherapy for depression and other psychiatric disorders. The SSRI’s exert action by inhibiting the reuptake of serotonin into the neurons at the presynaptic axon terminal (Chu & Wadhwa, 2023), thereby increasing the levels of serotonin in the brain. Increased levels of serotonin remain in the synaptic gap which stimulates postsynaptic receptors for a more extended period of time (Chu & Wadhwa, 2023). Mood is elevated from the initial depressed state to a more natural level, thus reducing the depressive symptoms. It is common to assume SSRIs are beneficial for all symptoms of major depressive disorder, including suicidal ideation, however, some evidence suggests that SSRI’s may be worsening such thoughts. A study by Nischal et al. (2012) found there does appear to be an increased risk of suicidal ideation and attempts amongst children and adolescents prescribed SSRI’s but not completed suicides. Any risk of suicide can be anticipated and managed by the prescribing clinic. Clinicians are advised to complete a follow-up during the initial treatment process and ensure vigilance of such risk (Nischal et al. (2012). According to Chu & Wadhwa (2023) SSRIs are prescribed due to their ‘safety, efficacy, and tolerability’. SSRIs have little effect on other neurotransmitters, such as norepinephrine or dopamine (Chu & Wadhwa, 2023). 
An information leaflet by The Royal College of Psychiatrists suggests that 50-65% of people who are prescribed antidepressant medication will show ‘much improvement’ within a 3-month period, compared to those taking a placebo with only 25-30% improvement (Moncrieff, 2018). A study conducted by Moncrieff, found overall randomised control trials (RCTs) show a decrease in depression ratings slightly more with the use of antidepressants than a placebo. Additionally, Moncrieff found meta-analyses of trials of SSRIs found mean differences of 1.80 to 2.55 on the Hamilton Rating Scale for Depression. The comparison of scores from the Hamilton scale to the Clinical Global Impression (CGI) scale suggests that a difference of 3 points on the Hamilton scale is the equivalent to no difference on the CGI scale. 
A meta-analysis conducted by Hoffman et al. (2017) found moderate improvements in quality of life from pre- to post-treatment were observed in cognitive behavioural therapy (CBT) and SSRI treatments for major depressive disorder. A study by Song et al. (1993) found in a review of antidepressants used across Europe, there to be no difference in the efficacy of SSRIs against tricyclic antidepressants (TCAs); there was a standardised mean difference of 0.004. The conclusion of the study conducted by Song et al. (1993) suggested the cost of treatment per patient may dramatically increase with only questionable benefit to the symptoms of depressive disorders through the use of SSRIs. A further study by Steffans et al. (1997) came to a similar conclusion after reviewing the results of a meta-analysis conducted with 36 studies. Steffans et al. (1993) found there to be no difference in the efficacy between SSRIs and TCAs, however, it was found patients discontinued treatment earlier with TCAs than those taking SSRIs due to the adverse side effects. Additionally, Steffans et al. suggested SSRIs prove to be a better initial choice for the treatment of outpatients with depression despite the higher drug cost.  A study by Usala et al. (2008) found only fluoxetine showed a moderately significant benefit compared to other SSRIs and a placebo in a meta-analysis of RCTs studying children and adolescents with depressive disorder. Usala et al. (2008) suggested SSRIs be taken in conjunction with psychological interventions to see maximum benefit. A study into the efficacy of paroxetine in the treatment of MDD in adolescence by Keller et al. (2001) found it to be a remarkably effective and safe antidepressant, however, a reanalysis by Nardo et al. (2015) found paroxetine neither safe nor effective. An 8-week randomised, double-blind, placebo-controlled trial carried out by Croft et al. (2014) compared vilazodone 40mg/d with a placebo in outpatients diagnosed with MDD. The results showed a ‘large and significant treatment effect’ on the Montgomery-Asberg Depression Rating Scale (MADRS) and a significant statistical improvement on the CGI-S demonstrated ‘meaningful depressive symptom improvements’. Finally, Cipriani et al. (2018) compared the efficacy and acceptability of 21 antidepressants for the treatment of MDD in adults. These drugs consisted of but were not limited to citalopram, amitriptyline, trazodone, fluoxetine, and sertraline. In the meta-analysis, 522 trials consisting of 116,477 participants showed antidepressants were more effective in treating MDD than a placebo. 
SSRIs are not the only form of treatment for MDD. SSRIs are designed to be prescribed to patients alongside cognitive therapy to improve the symptoms of MDD. There are many reasons for this; personal choice, long-term effects of the medication, side effects, stronger doses, or different medications, and not addressing the actual cause or trigger for the depression. People want alternatives and want to be able to help themselves by developing coping strategies to manage their mood. Long-term effects of SSRIs include sexual dysfunction, sleep disturbance, and weight gain. Gastrointestinal issues are a frequently reported side effect of SSRIs. Anxiety, agitation, and insomnia are typically reported with sertraline and fluoxetine, whilst citalopram appears to be the best tolerated SSRI on the market. Paroxetine and fluvoxamine are associated with the most side effects (Ferguson, 2001).
There are advantages and disadvantages of taking antidepressant medications. Advantages include they can reduce the symptoms of depression; they allow for the individual to return to a normal level of functioning to be able to deal with their problems; improved quality of life; symptom relief and overall safety. Disadvantages include side effects; initial onset of medication takes considerable time to work (6-8 weeks); stigma surrounding taking medication for mental health disorders; the cost of the medication itself; and the elevated risk of suicidal ideation (Kean, 2023).
One form of psychological therapy used to treat MDD is cognitive behavioural therapy (CBT). The ideology behind CBT is to process overwhelming problems by breaking them down into smaller parts. Its aim is to change negative thought patterns into positive ones. CBT is a form of talking therapy that changes the way a person thinks and behaves and is typically used to treat anxiety as well as different forms of depression (National Health Service [NHS], 2022). CBT is based on a concept of interconnectivity of thoughts, feelings, physical sensations, and actions. CBT is designed to deal with current problems, rather than past issues i.e. childhood trauma etc. Furthermore, it looks at practical ways to improve the patients’ state of mind on a daily basis. 
Beck’s cognitive theory summarises the main symptoms of depression as a negative view of oneself, negative view of the world and a negative view of the future. The model depicts the interrelationships between thoughts, feelings, and behaviours (Southam-Gerow et al., 2011). Becks’ model is used to form part of CBT. CBT has defined roles for the therapist and client, both are seen as active participants in the therapy. The clinician is the educator, teaching the client about cognitive models and behavioural techniques designed to reduce their problems. The client is the expert of their lived experiences and are taught to be their own therapist (Roth et al. 2002).  The second core component of Becks’ cognitive theory is the schema, which suggested humans’ reaction to stimuli are determined by cognitive structures called schemas (Roth et al. 2002). Lastly, Beck introduced the idea of faulty information processing in the brain. According to Beck, negative thinking in those with depression maintain the negative beliefs about themselves, their future, and the world around them, even in the presence of contradictory evidence. With CBT, clients are instructed to be attentive to changes in their mood and cognition (Roth et al. 2002).
Barth et al. (2013) carried out a network meta-analysis of seven psychotherapeutic interventions for patients with depression to compare the efficacy. The study included the following psychotherapeutic interventions, interpersonal psychotherapy, behavioural activation, cognitive behavioural therapy, problem-solving therapy, psychodynamic therapy, social skills training, and supportive counselling. Cognitive behavioural therapy was the most common psychotherapeutic intervention investigated with 139 studies (70% of 198). All psychotherapeutic interventions except social skills training, proved to be more effective and beneficial than the placebo. These findings suggest many patients with depression can be successfully treated by therapeutic services (Cuijpers, 2018). 
In a separate meta-analysis by Cuijpers et al. (2014) to test the effects of psychotherapies for MDD in adults on remission, recovery, and improvement, found after psychotherapy treatment 62% of 6937 patients no longer met the diagnostic criteria for MDD. 43% of participants in the control conditions alongside 48% of participants in the care-as-usual conditions no longer met the diagnostic criteria for MDD, which suggests additional value of psychotherapy compared to care-as-usual is 14%. Scores on the Beck Depression Inventory (BDI) decreased by 13.42 points; in the control conditions, the scores reduced by 4.56. The outcome of this meta-analysis shows psychotherapy contributes to the improvement of symptoms in patients diagnosed with MDD, however, improvement in control conditions is also considerable. As claimed by Cuijpers et al. (2014) patients who receive psychotherapy would need to invest many hours and make exceptional efforts during their treatment to see significant improvement. Cuijpers (2018) stated many patients with depression do not benefit from treatment, some only partially benefit and some only experience a short-term improvement. It was found that a group of treated patients with depression would also recover without treatment. 
Andrews et al. (2010) stated CBT is not widely available, this is partly due to the limited number of adequately trained clinicians and due to the cost and demand of face-to-face CBT treatments. Andrews et al. (2010) found by conducting a meta-analysis that computer-based delivery could improve access to patients requiring CBT. Computerised CBT delivered via the internet (iCBT) or by a computer in the clinic (cCBT) has shown in recent research an emphasised program which a predetermined syllabus presents the principles and methods of the CBT in lessons, homework assignments and supplementary information; these are generally designed for anxiety and depressive disorders. iCBT is accessible and convenient for both patients and clinicians, however, it is important that the treatment is safe and confidential in both iCBT and cCBT by computerised delivery models. In a comparison of 22 studies, improvement from computerised CBT was maintained for a median of 26 weeks in follow-up. 5 of the 22 studies compared computerised CBT with face-to-face delivery, both treatment models appeared equally beneficial to patients with an anxiety or a depressive disorder (including MDD). To conclude, computerised CBT, via the internet, for anxiety and depressive disorders, has the capability to provide effective, acceptable, and practical health care for those who could otherwise remain untreated (Andrews et al. 2010).
In a systematic-literature review and meta-analysis by Serrano-Ripoll et al. (2022) found of 12 trials, two-thirds of the interventions were CBT based or CBT was included in combination with cognitive control therapy, positive psychology, brief behavioural activation, or mindfulness- and acceptance-based therapy. An analysis of 83% of the trials and 86% of the interventions showed that app-based interventions, compared to a control group receiving usual care or limited intervention, showed a moderate reduction in depressive symptoms for 70.58% of participants. The analysis indicated there was a greater decrease in symptoms of depression in trials which included participants with moderate to severe depression. 
A systematic review looking at CBT and medication in depression by Vasile (2020) found differences in the effects of CBT and medication depending on factors such as early traumatic experiences, cognitive and genetic variables, patient history, and other epigenetic factors. One of eight published studies reviewed in the analysis showed CBT to have no effect towards the depressive symptoms. One study found CBT to be more enduring than medication. Three of the eight studies showed the combined use of medication and CBT was increasingly effective. A third study showed when remission is the goal for depression, CBT should be used as the primary source of treatment. Overall, the results of the studies reach similar conclusions, suggesting that both ADM and CBT have consistent effects in the treatment of depression, however, CBT effects are longer lasting.
There are advantages and disadvantages of CBT. Advantages include the short-time scale of CBT compared to other psychological therapies; CBT is highly structured and can be delivered in different formats; it teaches the client useful and practical strategies for use even after therapy; focuses on the individuals’ capacity to change their thoughts, feelings and behaviours; and it can be as effective as taking medication for some clients and is effective if used in conjunction with medication. Disadvantages to CBT include; the client needs to commit themselves to the process to maximise the benefit; attending the sessions and completing the homework tasks can be time consuming; may not be suitable for clients with significant mental health difficulties or those with learning difficulties; it involves confronting emotions which can be difficult for some clients and can make the patients’ mood decline initially; and it does not address wider or past problems in a persons’ life or family (NHS, 2022).
In conclusion, both antidepressant medications (ADM) and CBT are used in the treatment of MDD. Both have advantages and disadvantages which could contribute to the number of patients willing to take the drug or participate in psychotherapy in order to aid their recovery. The most effective method of treatment for MDD is combining both antidepressants with CBT. Both CBT and ADM are effective on their own, however, it has been proved in recent studies that placebos are almost as effective in some cases. CBT is designed to challenge and change a persons’ cognition. ADMs are designed to alleviate the persons’ symptoms by adding more serotonin into the brain to allow the patient to return to a normal level of functioning; having both interventions allow the patient to see a significant development in their depressive state. 
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