
The efficacy of a range of treatments for bipolar disorder

Bipolar disorder is a severe mental health disorder with a lifetime prevalence of approximately 2 percent of the population in the United Kingdom [UK] (National Institute for Health and Care Excellence [NICE], 2021a). Bipolar disorder is defined in the Diagnostic and Statistical Manual of Mental Disorders [DSM-5] (American Psychiatric Association, 2013) as a group of brain disorders which cause fluctuation in mood, functionality and energy. Bipolar disorder is categorised into bipolar I, bipolar II and cyclothymic disorder (APA, 2013). Bipolar I is characterised by mania and depression which can present with or without psychotic episodes (APA, 2013). Bipolar II is characterised by depressive and manic episodes which are less severe, and alternate but do not impair functionality, whereas cyclothymic disorder is a disorder characterised by brief episodes of depression and hypomania (APA, 2013).

Bipolar disorders can have a range of symptoms, including a constant need for excitement and companionship, being very active and talking quickly, demonstration of poor judgement and planning, and high energy levels even with no rest (Vieta et al., 2018). Treatments for bipolar disorder work to relieve symptoms, improve self-awareness and insight of the disorder, help to acquire coping strategies and to identify and resolve the cause of bipolar disorder (Nierenberg et al., 2015). There are different types of treatment available, where this essay will focus on evaluating the efficacy of lithium carbonate as a pharmacological treatment and cognitive behavioural therapy (CBT) as a psychotherapeutic treatment.

For bipolar disorder, various pharmacological treatments have been developed to reduce severity of symptoms and improve quality of life, including antidepressants, antipsychotics and mood stabilisers. These various treatments may work more effectively on specific symptoms, for example, antipsychotic medications have received support for agitation in bipolar disorder (Amodeo et al., 2017). Lithium carbonate is a mood stabilising drug that has been found to reduce mania and depressive effects of bipolar disorder (Licht, 2012). Lithium carbonate has been recommended as a first choice pharmacological treatment for mania, which has low relapse rates (Bauer & Mitchner, 2004). This treatment is recommended by NICE (2021b) in primary care where alternative antipsychotic treatment is not sufficiently effective at the maximum licensed dose. In secondary care and long-term treatment, lithium is recommended when planning long‑term pharmacological intervention to prevent relapse, as lithium is arguable the most efficacious long‑term treatment for bipolar disorder (NICE, 2021). This guidance is consistent across countries, with agreement that the treatment of mania and alternating episodes of mania and depression should be treated pharmacologically with lithium as a first line choice (Nivoli et al., 2012). This demonstrates good homogeneity in what pharmacological treatments to use and not to use for mania and bipolar disorder.

The use of lithium is supported by empirical research, which has found that most patients gain relief from their symptoms of bipolar disorder with the use of lithium (Licht, 2011). Licht (2011) conducted a review on studies with large sample sizes and which used randomised controlled trial methodology, finding support for the use of lithium to stabilise long-term mood problems in bipolar disorder. Although efficacy is demonstrated, this review did not establish the mechanisms by which lithium works as a treatment for bipolar disorder.

Pharmacological treatments are based on the medical model of mental illness, which suggests mental disorders are caused by biological dysfunction, such as abnormal biochemistry in the brain (Deacon, 2013). A relationship between high norepinephrine levels, a neurotransmitter in the brain and nervous system, and mania has been established (van Enkhuizen et al., 2015). Although causality cannot be established, so it is unclear if mania causes high norepinephrine levels or high norepinephrine levels cause mania. Bipolar disorder has also been linked to serotonin activity, where this activity parallels norepinephrine activity in unipolar depression; theorists therefore predicted that mania would be associated with high serotonin activity (Carrard et al., 2011).
This relationship could be explained by permissive theory, which suggests that low serotonin levels increase a person’s risk to mood instability and mood disorders, where norepinephrine activity determined the particular form bipolar disorder will take (Goodwin & Jamison, 2007). For example, Goodwin and Jamison (2007) highlight that low serotonin and low norepinephrine results in depression, whereas low serotonin and high norepinephrine results in mania. More recently, however, researchers propose that lithium moderates neuron transmission by influencing the expression of genes which have a role in synaptic transmission (Gideons et al., 2017). Machado-Vieira and colleagues (2009) identify that continued research to identify and establish the molecular action of lithium would be helpful to develop and improve pharmacological treatments for bipolar disorder and other illnesses. Machado-Vieira and colleagues (2009) were successful in identifying that neuroprotection is the most commonly found biological outcomes related to lithium treatment in people with bipolar disorder, which is protection and preservation of neurological structure and function. Despite the well established efficacy of lithium in treating bipolar disorder, improvement is still required for long-term treatment and prevention of relapse (Licht et al., 2008), with researchers arguing that it is the mode of service delivery that results in positive outcomes (Guscott and Taylor, 1994). An understanding of the mechanisms of how lithium treats bipolar disorder would improve understanding of bipolar disorders pathogensis and side effects.
Lithium has been related to various unpleasant side effects, including blood toxicity, kidney malfunction and gastrointestinal problems (Tedget et al., 2010). These side effects could cause people to discontinue medication despite positive outcomes on their mental health. Machado-Vieira and colleagues (2009) however argue that some researchers have based their conclusions about the side effects and toxicity of lithium in the treatment of bipolar disorder on doses which are not therapeutically relevant. A systematic review and meta-analysis of studies has help to clarify potential side effects of lithium, finding that lithium is related to an increased risk of hypothyroidism, hyperparathyroidism, reduced urinary concentration, and weight gain (McKnight et al., 2012). There however was little evidence found for a reduction in renal function in most patients with bipolar disorder, whilst the risk for congenital malformations was uncertain (McKnight et al., 2012). Thus, risks and benefits should be considered prior to starting and withdrawing lithium treatment, with the need for monitoring calcium levels in the blood prior to and during treatment due to risks of hypothyroidism.

The efficacy of lithium as a treatment for bipolar disorder has been criticised, as Geller et al. (2012) found that children and adolescents with diagnosed DSM-5 bipolar I disorder responded better to and had more positive outcomes with risperidone (an antipsychotic medication) than lithium. They also found that the discontinuation rate was higher in the children in the lithium group than the risperidone group (Geller et al., 2012). The findings of this study were strengthened due to the gold-standard, randomised controlled trial methodology used. Although, the sample was based on children aged between 6 to 15 years old, so findings may not be generalisable to adult populations due to differences in neurochemistry, brain development and function. There is also no valid diagnostic biological measure for bipolar disorder in children as of yet, so no tool for the clinical assessment of children has been validated. Thus, findings are based on measurement tools which may not be valid or are yet to be validated, which weakens the strength of the findings and could explain the inconsistent findings in comparison to those in adults (Machado-Vieira et al., 2009).

Overall, lithium as a pharmacological treatment for bipolar disorder is supported by a vast array of research and is recommended in national guidance for long-term treatment of bipolar disorder. The potential risks of lithium, however, should be weighed up against the benefits prior to and throughout treatment by monitoring calcium and blood toxicity levels. This is because side effects can cause physical harm and result in patients discontinuing lithium treatment. This is a concern as research from double-blind, randomised controlled trials has found that when lithium is discontinued, symptoms of bipolar disorder represent (Findling et al., 2019), which suggests that lithium treatment is not effective in curing bipolar disorder permanently but masks and manages symptoms. Thus, psychotherapy may be an alternative for long-term treatment of bipolar disorder and prevention of relapse.

Despite evidence for the efficacy if pharmacological interventions in bipolar disorder, it is also recommended that patients in primary and secondary care receive a high‑intensity psychological intervention, such as CBT (NICE, 2021). CBT works on the basis that dysfunctional behaviour in bipolar disorder is a result of dysfunctional thinking, where CBT challenges maladaptive patterns of thinking to change behaviour (McMahon et al., 2016). CBT was first developed as a treatment for unipolar depression, as Beck (1967) identified that depression results from negative automatic thinking about oneself, the world, and the future, as well as errors in logic. People with negative self-schemas tend to be more prone to also making logical errors, where they focus on negative aspects of a situation and ignore equally relevant but positive information. This initial proposal of CBT for the treatment of unipolar depression was supported by empirical evidence, as Butler and Beck (2000) reviewed 14 meta-analyses which investigated the efficacy of Beck’s (1967) cognitive therapy and concluded that approximately 80 percent of people with depression experienced positive outcomes from therapy. Butler and Beck (2000) found that CBT was more successful than pharmacological therapy and also had a lower relapse rate, which supported the notion that depression is related to cognition and cognitive therapy can improve quality of life.
More recently, CBT has been validated in the treatment of depressive disorders using a network meta-analysis approach (Barth et al., 2016). This is a relatively novel research approach that considers both direct and indirect evidence from randomised controlled studies. Barth and colleagues (2016) used this methodology to re-examine and compare the efficacy of seven psychotherapy treatments for depression in adults. 198 studies were identified and reviewed, considering data from over 15,000 patients with depression overall. It was found that all seven of the psychotherapeutic interventions reviewed, including CBT, were superior in treating depression to a waitlist control condition (Barth et al., 2016). A limitation of this study however was that the robustness of evidence varied across the different psychotherapeutic interventions. So, although the large sample increased reliability of findings, the strength of findings was limited by the lack of randomised controlled trials reviewed. Overall, it was found that psychotherapeutic interventions can have beneficial effects on outcomes for people with depression. For bipolar disorder specifically, results are inconsistent. Parikh et al (2011) conducted a single-blind randomised controlled trial with a total of 204 participants with diagnosed DSM-5 bipolar disorder type I or II. Participants either completed structured CBT through 20 individualised sessions or 6 sessions of psychoeducation in a group setting. Although this study utilised high-quality methodology in using a randomised controlled trial format, it could be argued that benefits were more likely to be found from the CBT group as they had more sessions in comparison to the psychoeducation group. Unexpectedly, it was found that treatments had similar outcomes with for symptom burden reduction and the likelihood of relapse (Parikh et al., 2011). This study, however, was conducted in Canada so it is unclear if findings have cross-cultural reliability and would be generalisable to populations with bipolar disorder in the UK. Thus, further research is required in UK populations to establish if CBT offers more clinical benefits for people with bipolar disorder in comparison to group psychoeducation, which works by aiming to improve insight into and understanding of the disorder. In contrast to the study of Parikh et al. (2011), Chiang et al. (2017) produced more positive outcomes in their meta-analysis. They conducted a meta-analysis to evaluate treatment outcomes for people with bipolar disorder, comparing CBT to a treatment as usual group. This meta-analysis yielded robust findings, as only randomised controlled trails were included in the meta-analysis, so this study overcomes the limitations of the study of Parikh et al. (2011). Chiang et al. (2017) found that overall, CBT reduced severity of both depressive and manic symptoms and lowered relapse rates of bipolar disorder. Specifically, they found that CBT yielded the best results for people with bipolar disorder when they received 9 or more sessions (Chiang et al., 2017). This therefore has clinical application, suggesting people with bipolar disorder should be offered 9 of more sessions of CBT for the most optimal treatment effects. Some studies included in this meta-analysis were limited by their sample size, thus reducing the reliability of findings. Collectively, however, this meta-analysis of randomised controlled trials yielded positive results for the use of CBT in the treatment of bipolar disorder. Research would benefit for randomised controlled trials using larger sample sizes in the future.

Research has found that both lithium and CBT can have positive outcomes for patients with bipolar disorder (Licht, 2012; Chiang et al., 2017). There is currently limited evidence that either pharmacological or psychotherapy is more efficacious in the treatment of bipolar disorder (Cuijpers, 2018). Cuijpers (2018) therefore identified that novel treatments and drugs will not be better at treating bipolar disorder than the treatment options already available. Evidence from randomised controlled trials has supported the use of pharmacological treatments used in conjunction with psychotherapy (Miklowitz et al., 2007). They found that ppatients with bipolar disorder who received intensive psychotherapy and pharmacological interventions experienced improved function and life satisfaction scores over a 9 month period in comparison to patients who underwent a psychoeducational treatment in conjunction with pharmacological therapy. These findings provide support for the efficacy of psychotherapy for the treatment of bipolar disorder, and positive outcomes for the combination of treatments. There is, however, requirement to improve the treatment of chronic and long-term bipolar disorder. Wilkinson and Sanacora (2017) have already established evidence for new treatments for chronic depression, focusing on pharmacological interventions. They have provided support for the use of ketamine in chronic depression, so this may be beneficial for long-term bipolar disorder, but this requires empirical investigation.

In conclusion, treatments for bipolar disorder work to relieve symptoms, improve self-awareness and insight of the disorder, help to acquire coping strategies and to identify and resolve the cause of bipolar disorder. There are different types of treatment available, including pharmacological therapies such as lithium, and psychotherapy such as CBT. Lithium as a pharmacological treatment for bipolar disorder is supported by a vast array of research and is recommended in national guidance for long-term treatment of bipolar disorder. The potential risks of lithium, however, should be weighed up against the benefits prior to and throughout treatment by monitoring calcium and blood toxicity levels. A meta-analysis of randomised controlled trials also yielded positive results for the use of CBT in the treatment of bipolar disorder. Research would however benefit for randomised controlled trials using larger sample sizes in the future. Evidence from randomised controlled trials has supported the use of pharmacological treatments used in conjunction with psychotherapy to maximise patient outcomes in the treatment of bipolar disorder. Patients with bipolar disorder who received intensive psychotherapy and pharmacological interventions experience improved function and life satisfaction scores. More research is however required to develop and identified effective treatments for chronic and long-term bipolar disorder which are resistant to current available treatments.
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