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With rational psychopharmacology, it appears to work in practice to improve outcome (Kessing et al., 2013).Medicines with putative efficacy against depressive and (hypo)manic relapse are sometimes described as mood stabilizers. Currently it is not possible to resolve these opposing views. [PubMed] [Google Scholar]Parikh SV, Zaretsky A, Beaulieu
S, et al. European neuropsychopharmacology : the journal of the European College of Neuropsychopharmacology. At doses of 300 and 600 mg/day it produced large and early attenuation of depressive symptoms in bipolar patients compared with placebo (Calabrese et al., 2005; Thase et al., 2006). A national service framework for mental health.
Excellent school performance at age 16 and risk of adult bipolar disorder: national cohort study. Antipsychotic and mood stabilizer efficacy and tolerability in pediatric and adult patients with bipolar I mania: a comparative analysis of acute, randomized, placebo-controlled trials. 2008;10:479–494. 2014;2:15. Genetic relationship between five
psychiatric disorders estimated from genome-wide SNPs. Nature genetics. 2015:1–10. The affinities at other receptors are both multiple and varied (Michl et al., 2014). The chosen option will depend on the patient’s past history, response to treatment and the patient’s and clinician’s preferences. 2015;2:710–717. 1970;117:261–266. Clearly this is
true, but in actual practice this may often reflect the clinical question a psychiatrist asks: what will happen if I discontinue the drug? Lithium should be considered for all patients with bipolar I disorder willing to take it reliably (S).Lithium prevents relapse to mania and, less effectively, depression (I). Bipolar depression and treatment with
antidepressants. For the time being, we have made do with opinion based on research evidence, the decisions of regulators to approve particular medicines and clinical experience.We are committed to the principle of basing recommendations on the best possible evidence and, for treatment efficacy, this will usually be evidence from randomized
controlled trials (RCTs). Adverse effects on weight were very prominent for olanzapine, quetiapine and risperidone (in descending order of harm). 2008;118:4–18. The exception was fluoxetine in combination with olanzapine, which has shown individual efficacy versus placebo and, modestly, lamotrigine (Brown et al., 2006; Tohen et al.,
2003).Recently there has been a double blind comparison of venlafaxine with lithium in bipolar II depression suggesting an important advantage to venlafaxine in continuation treatment (Amsterdam et al., 2015). SSRIs as mood stabilizers for Bipolar II Disorder? However, half the patients in the study were treated with quetiapine, which arguably
carries an appreciably higher risk of unblinding than paroxetine and this may have reduced the chances of finding a positive effect. 2008;23:53–56. JAffectDisord. 1999;45:953–958. [PubMed] [Google Scholar]Fazel S, Seewald K. The 16-Item Quick Inventory of Depressive Symptomatology (QIDS), clinician rating (QIDS-C), and self-report (QIDS-SR): a
psychometric evaluation in patients with chronic major depression. The EMBOLDEN-II study compared two doses of quetiapine with placebo and included paroxetine as a comparator (McElroy et al., 2010). 2013;15:100–109. Olanzapine versus placebo in acute mania - Treatment responses in subgroups. Journal of psychopharmacology (Oxford,
England) 2011;25:306–313. 1992;42:119–125. Reliable diagnosis of either condition can only be achieved by using operational criteria properly (S).Organic conditions, such as thyroid disease, multiple sclerosis or any lesion(s) involving right-sided sub-cortical or cortical areas may be associated with secondary mania (II) and should be considered in
the differential diagnosis (S). This approach explicitly downgrades non-experimental descriptive studies of treatment effects in favour of any RCT; in so doing, it confounds design with quality.In previous editions (Goodwin, 2003; Goodwin, 2009), we ranked individual recommendations on the basis of the supporting evidence using this scheme. It was
agreed that the limitations of the data prevented uncritical acceptance of final rankings, and new data might well change the outcome in the coming years. Lancet (London, England) 2013;381:1672–1682. It appears currently to be under-used outside expert centres.Unlike NICE2014, the group did not see evidence to support psychotherapy alone for
the treatment of depression. [PubMed] [Google Scholar]Nutt DJ, King LA, Phillips LD, et al. [PubMed] [Google Scholar]Tondo L, Isacsson G, Baldessarini RJ. Discontinuation of an antidepressant should follow recommendations in related BAP guidelines and taper over 4 weeks if possible (Cleare et al., 2015). Advise the patient in scheduling respite
from work or other responsibilities when necessary (S). Eur Arch Psychiatry Clin Neurosci. [PubMed] [Google Scholar]Baldwin DS, Anderson IM, Nutt DJ, et al. In addition, venlafaxine was excluded from the analysis, because studies were not double blind, but appeared to have a relatively large effect (Vazquez et al., 2013). 2015;45:299–317.
2000;20:607–614. [PubMed] [Google Scholar]Tohen M, Vieta E, Calabrese J, et al. [PubMed] [Google Scholar]Frank E, Kupfer DJ, Thase ME, et al. Manage patient expectations of their capacity to work (S).Consider the needs of carers and children of patients with bipolar disorder: provide information about local or national support groups (S).f)
Consider physical health in clinical assessment and treatment planning Bipolar patients have premature mortality, owing partly to cardiovascular disease (I). Lamotrigine for treatment of bipolar depression: independent meta-analysis and metaregression of individual patient data from five randomized trials. 2015;24:208–214. Reward Processing in
Unipolar and Bipolar Depression: A Functional MRI Study. In discussion, our consensus group noted a number of contradictions. [PubMed] [Google Scholar]Scott J, Garland A, Moorhead S. 2001;3:11–22. Comparing the risk of tardive dyskinesia in older adults with first-generation and second-generation antipsychotics: a systematic review and metaanalysis. As a result serum concentrations may fall and the mother may require higher doses to prevent a relapse. 1995;45:409–414. 2012;22:339–346. The doses employed in trials were high (300-600mg/day) and in the monotherapy trial the median dose was 546mg/day (Weisler et al., 2011).Lurasidone Lurasidone may prove useful in bipolar
depression (see above). [PubMed] [Google Scholar]Harvey AG, Schmidt DA, Scarna A, et al. [PubMed] [Google Scholar]Parker G, Tully L, Olley A, et al. However, confidence intervals around the rankings were wide. [PubMed] [Google Scholar]Andreazza AC, Kauer-Sant'Anna M, Frey BN, et al. The known interaction of lamotrigine with the enzyme
DHFR, makes it more likely that the effect is real (and would implicate this pathway in its mechanism of action).In summary, lamotrigine has established acute efficacy both as a monotherapy and in combination with lithium and quetiapine. 2015 [PubMed] [Google Scholar]Sato T, Bottlender R, Kleindienst N, et al. [PubMed] [Google Scholar]Schaffer
A, Isometsa ET, Azorin JM, et al. The risk of switch to mania in patients with bipolar disorder during treatment with an antidepressant alone and in combination with a mood stabilizer. [PubMed] [Google Scholar]Lingford-Hughes AR, Welch S, Peters L, et al. Treatment of Mania - a Naturalistic Study of Electroconvulsive-Therapy Versus Lithium in 438
Patients. [PMC free article] [PubMed] [Google Scholar]Zarate CA, Payne JL, Singh J, et al. In contrast, we accept them for what they are while recognizing their limitations. 2002;68:1–23. [PMC free article] [PubMed] [Google Scholar]Harmer CJ, Goodwin GM, Cowen PJ. Lithium may reduce gambling severity in pathological gamblers with bipolar
disorder. 2008;69:769–782. [PubMed] [Google Scholar]Button KS, Munafo MR. [PubMed] [Google Scholar]Cassidy F, Pieper CF, Carroll BJ. [PubMed] [Google Scholar]Cipriani A, Furukawa TA, Salanti G, et al. 2007;356:1711–1722. Psychol Med. This can be concluded from the findings in several small studies of lithium responders. [PubMed] [Google
Scholar]Ashcroft R. Treatment of bipolar disorder. [PubMed] [Google Scholar]Clatworthy J, Bowskill R, Parham R, et al. [PubMed] [Google Scholar]Laursen TM, Nordentoft M. 2006a;57:927–936. The particular risks to the patient and others will be the result of poor judgment and associated actions in areas of work, personal relationships,
alcohol/drug use, spending, driving and sexual activity (I).Always try to obtain third party information if in any doubt when making a risk assessment (S).When any patient is in a mixed state or depressed, ask about suicidal ideation, intention to act on these ideas and extent of plans, means or preparation for suicide (S). Mania associated with
antidepressant treatment: comprehensive meta-analytic review. [PubMed] [Google Scholar]Severus E, Taylor MJ, Sauer C, et al. Evidence-based guidelines for the pharmacological management of attention deficit hyperactivity disorder: update on recommendations from the British Association for Psychopharmacology. The impact of antidepressant
discontinuation versus antidepressant continuation on 1-year risk for relapse of bipolar depression: a retrospective chart review. Discourage major life decisions being made while in a depressive or manic state (S).Patients may experience considerable difficulty performing at the level for which their education has prepared them (I). [Google
Scholar]Calabrese JR, Bowden CL, Sachs GS, et al. Knowing that there will be a risk of relapse is useful and informs clinical practice. [Google Scholar]Leon AC, Mallinckrodt CH, Chuang-Stein C, et al. 1991;48:1082–1088. Suicide in prisoners with bipolar disorder and other psychiatric disorders: a systematic review. Gambling problems in bipolar
disorder in the UK: prevalence and distribution. 1992;149:1473–1483. Psychosis or mania is a particular risk for bipolar I disorder: it is increased further by a previous post-partum episode. Gabapentin in bipolar disorder: a placebo-controlled trial of adjunctive therapy. There are few examples of such trials in psychiatry. 2012;25:19–23. Finally, an
under-powered, open label comparison in treatment-resistant bipolar depression also suggested benefits as an add-on compared with risperidone and inositol (Nierenberg et al., 2006).The CEQUEL trial included a folate 500 microgm/placebo comparison as a factorial addition. Prescribing Observatory for Mental Health. 1994;24:305–328. [PubMed]
[Google Scholar]Kieseppa T, Partonen T, Haukka J, et al. 2001;67:241–255. Journal of psychiatric and mental health nursing. Diagnostic guidelines for bipolar depression: a probabilistic approach. 2010;71:163–174. Neuropsychological task performance in bipolar spectrum illness: genetics, alcohol abuse, medication and childhood trauma. Epilepsy
Res Suppl. 2008;165:905–913. A pilot study of cognitive therapy in bipolar disorders. 2015;49:1006–1020. Randomised controlled trial of efficacy of teaching patients with bipolar disorder to identify early symptoms of relapse and obtain treatment. [PubMed] [Google Scholar]Lam D, Watkins E, Hayward P, et al. Long-term symptomatic status of
bipolar I vs. [PubMed] [Google Scholar]Kessler RC, Rubinow DR, Holmes C, et al. [PubMed] [Google Scholar]Berwaerts J, Melkote R, Nuamah I, et al. In general effect sizes for drug treatment of anxiety disorders appear to be greater than for psychological treatments (Bandelow et al., 2015).Psychological treatments do potentially offer adjunctive
approaches for addressing anxiety in bipolar disorder where anxiety-specific medication is contra-indicated and/or in line with a patient’s preference. If patients on placebo relapse to the same pole as the index episode, this is taken as further evidence that the drug worked acutely.If these studies are extended over one or even two years, there must
be a point at which we can infer further that the drug-placebo difference represents prevention of new episodes. The international journal of neuropsychopharmacology / official scientific journal of the Collegium Internationale Neuropsychopharmacologicum (CINP) 2003;6:127–137. Lamictal 602 Study Group. Continuation versus discontinuation of
lithium in recurrent bipolar illness: a naturalistic study. Balancing benefit and risk of medicines: a systematic review and classification of available methodologies. 1999;60:79–88. 2006;22:13–17. However, the actual evidence for acute efficacy of lithium in bipolar depression, either as a sole agent or in combination with others, is disappointing (II,
((Bhagwagar and Goodwin, 2002; Young et al., 2010)). 2010;22:437–452. With the accumulation of new data fom acute (3–6 week) studies of dopamine antagonists (asenapine, olanzapine, paliperidone-ER, risperidone, and ziprasidone) and aripiprazole, either as monotherapy or as adjunctive therapy, versus placebo, meta-analysis has confirmed
efficacy in treating acute mixed episodes with predominant manic symptoms (Muralidharan et al., 2013). The impact of substance abuse on the course of bipolar disorder. Hence, many positive trials of particular therapies are pseudo-specific, in the sense that we do not know what elements of the psychotherapy are actually effective.The collection of
‘adverse reactions’ to psychological treatment also appears to be unsystematic and hence under-appreciated (Nutt and Sharpe, 2008).These inherent problems require an approach to refining best practice based on meticulous trial design and execution and sequential refinement of the psychotherapy content. There have been few efforts to
differentiate the treatment responses along this gradient, except by reference to ‘rapid cycling’, which is an imprecise course specifier.In a meta-analysis of patients without a previous history of mania, treatment with tricyclic antidepressants was twice as likely to result in a manic event as treatment with SSRIs or placebo (Peet, 1994)). [PubMed]
[Google Scholar]Perlick D, Clarkin JF, Sirey J, et al. Uncritical positive regard? Archives of General Psychiatry. Recent advances in geriatric psychopharmacology. Patients entered the study and were stabilized from either pole of the illness (Calabrese et al., 2015).Aripiprazole, ziprasidone, paliperidone Aripiprazole was more effective than placebo
after acute and continuation treatment of mania: acute withdrawal of the aripiprazole did not produce an excess of early relapse in this study (Keck et al., 2007). Anxiety disorders and bipolar disorder: a review. [PubMed] [Google Scholar]Meyer TD, Hautzinger M. Mental imagery in bipolar affective disorder versus unipolar depression: Investigating
cognitions at times of 'positive' mood. 18-month follow-up. 2012;200:45–51. [PubMed] [Google Scholar]Cipriani A, Higgins JPT, Geddes JR, et al. 2005;162:1351–1360. 2001;40:1094–1102. There are numerous systemic barriers to its provision and development in UK services (IV). Treatment in a specialised out-patient mood disorder clinic v. [PubMed]
[Google Scholar]Tondo L, Vazquez G, Baldessarini RJ. Adherence to lithium in naturalistic settings: results from a nationwide pharmacoepidemiological study. Med J Aust. [PubMed] [Google Scholar]Westman J, Wahlbeck K, Laursen TM, et al. 1999;318:149–153. It elevates histamine concentrations in the brain. Evidence that bipolar disorder is the
poor outcome fraction of a common developmental phenotype: an 8-year cohort study in young people. [PMC free article] [PubMed] [Google Scholar]Cipriani A, Barbui C, Salanti G, et al. 2004;70:1–17. In head-to-head studies (Rummel-Kluge et al., 2012), risperidone was associated with more use of such medication than clozapine, olanzapine,
quetiapine, and ziprasidone. Diagnosis and classification of functional psychoses. 2012;38:167–177. Adverse neurological reactions to dopamine agonists, well established in the treatment of Parkinson’s disease, include oro-facial and other dyskinesias and compulsive behaviours.Modafinil Modafinil has some antagonist affinity for the dopamine
reuptake site and perhaps as a partial agonist at the dopamine D2 receptor. Where standards are evidence-based, confidence and consensus must be very high, requiring that standards be adhered to most of the time. 1996;29:103–107. Lithium, valproate, lamotrigine, quetiapine, and olanzapine (but not carbamazepine) were associated with reduced
rates of depressive episodes. 2015;45:439–446. [PubMed] [Google Scholar]Denicoff KD, Leverich GS, Nolen WA, et al. Adenosine, caffeine, and performance: from cognitive neuroscience of sleep to sleep pharmacogenetics. Conversely, switching to a prolactin-sparing dopamine antagonist/partial agonist may cause return of fertility and unplanned
pregnancy. 2013;74:1101–1107. The Northwick Park “functional” psychosis study: diagnosis and treatment response. Antidepressants for bipolar depression: A systematic review of randomized, controlled trials. Patients appear more likely to present with dysphoric manic states and so bipolar disorder should be considered in the differential diagnosis
of such presentations. This association will be due, in large part, to relapse of mania, which can be provoked by abrupt lithium discontinuation. Abrupt withdrawal of sertraline may have caused neonatal withdrawal effects.The BUMPS website provides a useful resource for clinical staff and pregnant mothers themselves concerned about the use of
medicines: . Too late for the national service framework but local initiatives may be possible. A history of investigation on the mood stabilizing effect of carbamazepine in Japan. In our view, this is probably the most important current test that RCTs are indeed reliable and provide a secure evidence base for clinical decision making. BAP: British
Association for Psychopharmacology.Evidence categoriesTreatment studiesObservational studiesIMeta-analysis of RCTs, at least one large, good quality, RCT or replicated, smaller RCTsLarge representative population samplesIISmall, non-replicated RCTs, at least one controlled study without randomization or evidence from at least one other type of
quasi-experimental studySmall, well designed but not necessarily representative samplesIIINon-experimental descriptive studies, such as uncontrolled, comparative, correlation and case-control studiesNon-representative surveys, case reportsIVExpert committee reports or opinions and/or clinical experience of BAP expert group.The need for a more
flexible appraisal of the evidence has been recognized by the Cochrane Collaboration’s GRADE system ( . The long-term natural history of the weekly symptomatic status of bipolar I disorder. Clinical Neuroscience Research. 2005;162:1281–1290. Relapse prevention in bipolar I disorder: 18-month comparison of olanzapine plus mood stabiliser v.
Options will reflect up-to-date evidence and may highlight current uncertainties.Finally, we make consensus statements, the implications of which should shape and inform decision making.This guideline should be read alongside NICE 2014 Bipolar disorder: assessment and management (NICE2014) ( ), the recommendations from which are in places
compared with our own.Evidence categories (I to IV) traditionally imply a hierarchy from the best evidence, based on high quality randomized trials, to the weakest, based on opinion/clinical impression (Shekelle et al., 1999). The teratogenicity of the newer antiepileptic drugs - an update. A current theme is that ‘bipolar anxiety’ is perceived to be a
common clinical problem even if its intensity and structure do not make an anxiety diagnosis. The provision of greatly increased levels of psychotherapy to vulnerable patients is not without its risks, most notably of sexual or financial exploitation by the therapist (Nutt and Sharpe, 2008). 2013;8:e80633. This is also a reason that is sometimes given for
preferring a drug with dopaminergic/serotonergic effects like olanzapine or risperidone. Aripiprazole monotherapy in non-psychotic bipolar I depression. [PubMed] [Google Scholar]Judd LL, Akiskal HS, Schettler PJ, et al. The National Depressive and Manic-depressive Association (DMDA) survey of bipolar members. Bouncing back: is the bipolar
rebound phenomenon peculiar to lithium? The analysis plan required a minimum sample size and handled each treatment separately. However, if either is to be discontinued after full remission of an acute manic episode, the same consideration applies. [PubMed] [Google Scholar]Angst J. The question posed by this analysis is whether it can/should
usefully inform clinical practice, since it depends so heavily on small studies and indirect comparisons. Communicate clearly and honestly what you think (S). Increasingly, combinations of agents are being prescribed for the majority of patients who fail on monotherapy. 2000;57:95–98. This is now partially corrected by trial registration and disclosure
of ‘negative’ studies by companies. [Google Scholar]McCombs JS, Ahn J, Tencer T, et al. 2003;60:402–407. 1982;39:1157–1167. [PubMed] [Google Scholar]MacQueen GM, Young LT, Joffe RT. Moreover, in an individual patient, if a medicine leads to prompt remission from the most recent manic or depressive episode, this may be considered evidence
favouring long-term use as monotherapy (IV). 2009;194:4–9. [PubMed] [Google Scholar]Morriss R, Marshall M, Harris A. Electroconvulsive therapy during pregnancy: a systematic review of case studies. The focus will often be sleep disturbance, so the patient may keep a benzodiazepine or other hypnotic in small supply.Dopamine antagonists/partial
agonists may also be kept on hand with the doctor’s agreement, and, if taken at the onset of a manic episode, may reduce its severity. Patients with particularly severe personal and social disturbance early in their illness course should probably be given priority access. Trends in the psychopharmacological treatment of bipolar disorder: a nationwide
register-based study. [PubMed] [Google Scholar]Gibbons RD, Coca Perraillon M, Hur K, et al. The treatment of alcohol and substance use disorder should be planned in its own right. The efficacy and tolerability of cariprazine in acute mania associated with bipolar I disorder: a phase II trial. Olanzapine was also slightly superior to lithium as
monotherapy after acute response to the combination of lithium with olanzapine but produced significant excess weight gain (Tohen et al., 2005; Zarate and Tohen, 2004). 2013;15:865–875. A second study has been pooled with the original data and also supports modest efficacy for olanzapine (I, (Tohen et al., 2013)). Impact of anxiety disorder
comorbidity on quality of life in euthymic bipolar disorder patients: differences between bipolar I and II subtypes. Cytokine alterations in bipolar disorder: a meta-analysis of 30 studies. 2003;60:1079–1088. How psychological symptoms relate to different motivations for gambling: an online study of internet gamblers. Efficacy and safety of lamotrigine
as add-on treatment to lithium in bipolar depression: a multicenter, double-blind, placebo-controlled trial. Prolactin and gonadal function are hardly ever assessed in women on dopamine antagonists, BMD is not measured, and osteoporosis remains undiagnosed, let alone prevented or treated. [PubMed] [Google Scholar]Vieta E, Calabrese JR, Goikolea
JM, et al. The Maudsley Bipolar Disorder Project: Executive dysfunction in bipolar disorder I and its clinical correlates. [PubMed] [Google Scholar]Taylor DM, Cornelius V, Smith L, et al. 2002;59:530–537. [PMC free article] [PubMed] [Google Scholar]Jones SH, Smith G, Mulligan LD, et al. 2000;30:1391–1397. Lithium, valproate, carbamazepine,
olanzapine, and quetiapine (but not lamotrigine) treatment periods were associated with reduced rates of manic episodes. Future studies that can avoid the mistakes of the past and present can therefore be enthusiastically anticipated. The evidence supporting their use in the long-term prophylaxis of unipolar depression is strong (I, (Geddes et al.,
2003)). As a rule, companies must convince regulators that new drugs are better than placebo. [PubMed] [Google Scholar]Chengappa KNR, Schwarzman LK, Hulihan JF, et al. The clearest effect was demonstrated when the antipsychotic is added to lithium or valproate not the reverse. [PubMed] [Google Scholar]Burgess S, Geddes J, Hawton K, et al.
[PubMed] [Google Scholar]Dragioti E, Dimoliatis I, Evangelou E. Thus, valproate, carbamazepine, lamotrigine, gabapentin and topiramate are all anticonvulsants with different modes of action. 2015;182:95–100. ( . [PubMed] [Google Scholar]Cipriani A, Reid K, Young AH, et al. Cambridge University Press; 2014. [PubMed] [Google Scholar]Brown ES,
Khan DA, Nejtek VA. If it works, a personalized approach to IPSRT-derived self management could be made widely available and integrated into clinical care.Family/Caregivers interventions Family interventions are effective in the short and long-term treatment of bipolar disorder (Miklowitz et al 2008; Reinares et al, 2008), although not all patients
are candidates to those treatments. Hyperprolactinemia and medications for bipolar disorder: systematic review of a neglected issue in clinical practice. 2012;26:403–420. 2015;183:159–165. 2006;45:298–304. Carbamazepine induces the metabolism of many other drugs and combinations are better avoided (Monaco and Cicolin, 1999). Mood
stabilizers during breastfeeding: a review. 2012;42:1429–1439. 1987;150:285–292. In terms of an evidence base, there is less to choose between medication and psychological treatment than the NICE guidance suggests.While the NICE borderline guideline acknowledges in passing that the condition is commonly co-morbid with bipolar disorder, and
implicitly acknowledges that its treatment should continue, this probably needs emphasis so as to avoid a polarizing approach in the services caring for patients with borderline problems. Efficacy of second generation antipsychotics in treating acute mixed episodes in bipolar disorder: A meta-analysis of placebo-controlled trials. Labour and delivery
complications at birth and later mania. 2009;116:51–55. Aust NZJ Psychiatry. However, where quality is maintained and sample size is reasonable, they can offer important independent support to prove efficacy. 2001;62:212–216. Their primary indication is in the treatment of psychosis, but logically, LAIs could be used in bipolar patients where the
treatment plan is continuation of treatment with dopamine antagonists, but adherence to oral medication is poor. Clinical psychology review. While NICE2014 is at pains to emphasize the need to respect patient choice, as are we, they are less liberal in what choices they actually sanction.Clinicians should make accurate diagnoses of hypomania,
mania and depression (Standard of Care, (S)). [PubMed] [Google Scholar]Meyer TD, Hammelstein P, Nilsson LG, et al. [PubMed] [Google Scholar]George EL, Miklowitz DJ, Richards JA, et al. 2014;205:214–220. [PubMed] [Google Scholar]Hales SA, Deeprose C, Goodwin GM, et al. Anxiety requires treatment in its own right, and since anxiety may
exacerbate other mood symptoms, its treatment may contribute to overall improved mood stability. Cognitive vulnerability in patients with bipolar disorder. [PubMed] [Google Scholar]Colom F, Vieta E, Sanchez-Moreno J, et al. [PubMed] [Google Scholar]Matthews M, Abdullah S, Gay G, et al. Revealing the Mind's Eye: Bringing (Mental) Images Into
Psychiatry. The frequent current use of antidepressants appears not to be proportionate to the established benefit in bipolar I patients. But recent analysis suggests that first trimester exposure to lithium is actually associated with a 0.05–0.1% risk of cardiovascular anomalies (a low absolute risk but perhaps still higher than in the general population)
(I, (Cohen et al., 1994)). [PubMed] [Google Scholar]Samren EB, van Duijn CM, Christiaens GC, et al. 2011;13:651–661. Heart disease treatment and mortality in schizophrenia and bipolar disorder - Changes in the danish population between 1994 and 2006. Involvement of family members is clearly of most value in younger patients. Naturalistic data
supports a broad range of efficacy for these medicines. Antidepressant treatment and suicide attempts and self-inflicted injury in children and adolescents. 2000;176:266–272. [PMC free article] [PubMed] [Google Scholar]Rush AJ, Trivedi MH, Ibrahim HM, et al. Aripiprazole monotherapy for maintenance therapy in bipolar I disorder: A 100-week,
double-blind study versus placebo. [PMC free article] [PubMed] [Google Scholar]Hawton K. [PMC free article] [PubMed] [Google Scholar]Winokur G, Coryell W, Keller M, et al. Such designs will be relatively uninformative about preventing relapse to mania (and vice versa when the index episode is mania). [PubMed] [Google Scholar]Kushner SF, Khan
A, Lane R, et al. Current research on rapid cycling bipolar disorder and its treatment. This further supports the evidence for acute efficacy and, arguably, for relapse prevention (see below).Current uncertainties relate to the dose: even 300mg produces substantial rates of somnolence and sedation, with associated dropout from treatment and the
longer term risks of metabolic disturbance. [PubMed] [Google Scholar]Altshuler L, Suppes T, Black D, et al. Concentrations below 0.6 mmol/l are potentially too low to be fully effective and adverse reactions and effects become important above 0.8 mmol/l. [PubMed] [Google Scholar]Medda P, Toni C, Mariani MG, et al. It may lead to secondary
hypogonadism (Howes et al., 2007) and low bone mineral density (BMD), the most important risk factor for osteoporotic fractures. A randomized, double-blind, placebo-controlled trial of quetiapine in the treatment of bipolar I or II depression. [PubMed] [Google Scholar]Hoertel N, Le Strat Y, Lavaud P, et al. The issue is inevitably confounded in an
observational study.The view that we cannot safely extrapolate efficacy from unipolar to bipolar depression is widely held. Lurasidone has a low subjective adverse reactions burden and produced minimal changes in weight, blood lipids, or glycaemic control. Continuation of Quetiapine Versus Switching to Placebo or Lithium for Maintenance
Treatment of Bipolar I Disorder (Trial 144: A Randomized Controlled Study) (vol 72, pg 1452, 2011) Journal of Clinical Psychiatry. [PubMed] [Google Scholar]Toffol E, Hatonen T, Tanskanen A, et al. Tapering is also preferable to sudden discontinuation for valproate (IV) (Franks et al., 2008).Adjunctive drugs used during short-term treatment of mania,
particularly GABA modulators, should be reduced gradually once the symptoms for which they were prescribed (e.g. agitation, insomnia) have responded and in addition the underlying manic illness has responded to the primary anti-manic treatment.All patients who have recovered from a manic episode, including their first manic episode, should
consider subsequent maintenance treatment. 2002;17:865–873. [PubMed] [Google Scholar]Ebbesen F, Joergensen A, Hoseth E, et al. The Lancet Psychiatry. 2000;61(Suppl 4):33–38. Some studies are still interpreted to justify echocardiography to check for cardiac problems in exposed babies (Diav-Citrin et al., 2014). In theory, such effects might be
more likely with those treatments that most modify the risk of relapse and act most proximal to the brain mechanisms involved in, for example, the onset of mania.NICE2014 effectively discounted much of the longer term data generated by relapse-prevention studies. Psychological Medicine. [PubMed] [Google Scholar]Lingam R, Scott J. [PubMed]
[Google Scholar]Angst J, Gamma A, Sellaro R, et al. Adjunctive topiramate therapy in patients receiving a mood stabilizer for bipolar I disorder: A randomized, placebo-controlled trial. It places a particular emphasis on preserving sleep and regular daily activities. [PubMed] [Google Scholar]Loebel A, Cucchiaro J, Silva R, et al. However, there is only
limited evidence in bipolar depression for efficacy of a single intravenous dose of ketamine (as add-on therapy to mood stabilizers), not for remission. 2000;59(Suppl 1):S39–S56. 2014;384:1206–1214. [PubMed] [Google Scholar]Black DW, Winokur G, Nasrallah A. That means a negotiated decision to take one or more medicines for the long term – in
effect, indefinitely. The epidemiology of DSM-III-R bipolar I disorder in a general population survey. Given the advantage for adherence of once daily dosing, we recommend once daily night time dosing for lithium (IV).Lithium concentrations in blood should be regularly monitored. The unipolar data support this: network meta-analysis shows major
overlap of efficacy for SSRIs with venlafaxine, duloxetine and mirtazapine. Their use is nevertheless controversial (Pacchiarotti et al., 2013). London: Department of Health; 1999. Premature discharge to primary care can further dilute the treatment package available in the early stages of managing the illness (IV).a) Establish and maintain a
therapeutic alliance A doctor should take responsibility for diagnosis, physical examination, investigations and explanation of the medical plan of management (S). Lifetime and 12-month prevalence of bipolar spectrum disorder in the National Comorbidity Survey replication. Expert opinion has also proposed SSRIs to stabilize mood in significant
numbers of bipolar II patients (Parker et al., 2006). A review of factors associated with greater likelihood of suicide attempts and suicide deaths in bipolar disorder: Part II of a report of the International Society for Bipolar Disorders Task Force on Suicide in Bipolar Disorder. Its low burden of adverse reactions mean unblinding in RCTs was unlikely
and risk of bias low.The presence of a recent rapidly unstable mood or a mixed state may be a particular reason to consider lamotrigine (IV).Lamotrigine is uncommonly a single first-line agent in bipolar I but it can be considered in bipolar II on the basis of limited positive evidence, including benefit in rapid cycling patients (Bowden et al.,
1999).Valproate In a recent review and meta-analysis, four small studies support an effect of valproate in bipolar depression (Smith et al., 2010). [PubMed] [Google Scholar]Suppes T, Vieta E, Liu S, et al. [PMC free article] [PubMed] [Google Scholar]Bowden CL, Calabrese JR, McElroy SL, et al. Unfortunately, development funding is often not available
in the way that is taken for granted for the development of new drugs by industry.As a corollary of limited funding, psychotherapy trials are often small scale and suffer from all the disadvantages of similar, independent trials of medicines. Mood stabilizers and antipsychotics for acute mania: a systematic review and meta-analysis of
combination/augmentation therapy versus monotherapy. An updated review of the optimal lithium dosage regimen for renal protection. 2012;200:364–373. A drug-induced state, including psychosis, should wane with the clearance of the offending drug (II): use 5 half-lives as the relevant interval (and the longest half-life stated in a range).
2006;189:124–131. This changed when placebo controlled studies of new drugs included haloperidol as a comparator.While the neurobiology of mania is still poorly understood, mania may be a hyperdopaminergic state appropriately treated by blockade of dopamine D2/3 receptors with antagonists or partial agonists. This employed a powerful within
individual, longitudinal design to determine relative risk although patient numbers in the monotherapy group were small.The naturalistic data, and clinical common sense suggest that a drug for mania in combination with the drug for depression may reduce the risk of a manic switch in depressed patients with a high risk of mania. Biological
Psychiatry. Three times more days depressed than manic or hypomanic in both bipolar I and bipolar II disorder. The clinical distinction between the affective psychoses and schizophrenia. 2007;9:531–535. 2009;70:223–231. Neurobiological differences appear likely to be quantitative rather than qualitative (Redlich et al., 2015), although potentially of
great interest. [PubMed] [Google Scholar]Petrides G, Tobias KG, Kellner CH, et al. Mood switch in bipolar depression: comparison of adjunctive venlafaxine, bupropion and sertraline. The efficacy of lamotrigine in rapid cycling and non-rapid cycling patients with bipolar disorder. Psychosocial service utilization by patients with bipolar disorder.
Publication in a high profile journal or endorsement in a guideline will increase the demand for workshops and training that may remunerate a provider personally, and will be used to demonstrate impact by their employing institution. Pramipexole for bipolar II depression: A placebo-controlled proof of concept study. Curr Treat Options Psych.
Psychotherapy of borderline personality disorder. Discontinuation is associated with admission to hospital (I, (Johnson and McFarland, 1996)). Suicide in psychiatric hospital in-patients - Risk factors and their predictive power. It also has the advantage that responsibility for night feeds may be shared. 2011;49:707–713. By contrast, patients with
scores below 24 at entry simply showed too high a placebo response to allow detection of an effect of the active treatment in any of the individual studies. This study suggests that olanzapine prevents early manic relapse after lithium withdrawal, although the lithium dose was tapered over 4 weeks to prevent very early withdrawal effects.Quetiapine
Quetiapine has been shown to be effective as monotherapy, and in combination with lithium or valproate (Suppes et al., 2009), in the prevention of relapse to either pole of the illness. Enhanced relapse prevention for bipolar disorder by community mental health teams: cluster feasibility randomised trial. We highlight these limitations here so what
follows is informed by this perspective.Drug trials are usually conducted by companies seeking to register new compounds. 2015;83:564–577. The data for long-acting injectable risperidone is consistent in being positive for preventing mania, not depression (Quiroz et al., 2010; Vieta et al., 2012).When switching from an oral drug to an LAI form, it is
good practice to start with the oral antipsychotic for the length of time required to establish the effective, best tolerated dose before switching to the LAI form (Llorca et al., 2013).Long-term treatment with antidepressants Whether or not antidepressants should be used long term in bipolar disorder remains uncertain. [PubMed] [Google Scholar]Jones
L, Metcalf A, Gordon-Smith K, et al. [PubMed] [Google Scholar]Torrent C, Amann B, Sanchez-Moreno J, et al. Treatment non-adherence in affective disorders. [PubMed] [Google Scholar]Sajatovic M. One small trial in a relevant population supports the combination of valproate with lithium rather than lithium alone (Kemp et al., 2009).There is very
limited evidence on the treatment of borderline personality disorder especially when co-morbid with bipolar disorder. It therefore merits first line status. The state of assessment for pediatric bipolar disorder: it is time to throw away the old textbook. [PubMed] [Google Scholar]Vazquez GH, Tondo L, Undurraga J, et al. 2007;1:2–13. Treatmentresistant bipolar depression: a randomized controlled trial of electroconvulsive therapy versus algorithm-based pharmacological treatment. 2010;122:1–9. 1999;175:56–62. Acta PsychiatrScand. However, studies have never been large enough (and so included too few cases) to be decisive (McKnight et al., 2012).Many of the risks for bipolar patients
may be unavoidable, because population figures of 30% are given for unplanned pregnancy, and this rate may be higher again in patients with mania. NICE2014 recommended measurement every 3 months for the first year of treatment and every 6 months thereafter (with a number of exceptions). 2008;10:511–519. Epilepsy Res. [PubMed] [Google
Scholar]Lehman D, Meyer JM. 1999;33:145–158. Evidence for efficacy in bipolar depression has been published (Durgam et al., 2015a; Durgam et al., 2015b).Antidepressants Antidepressants are commonly prescribed for people with bipolar depression (35–40% prevalence in the POMH-UK audit). Starting lithium prophylaxis early v. Secondary mania
with focal cerebrovascular lesions. [PubMed] [Google Scholar]Colom F, Vieta E. This has been echoed more dogmatically in recent NICE guidance. Compared with treatment as usual, such enhancement of clinical care appeared to be helpful. The consensus around the common elements of promising psychological interventions seems more convincing
than specific therapies, and more immediately applicable through a broadly understood goal of psychoeducation for all patients.NICE2014 made more specific recommendations for psychological treatment of bipolar depressive episodes:‘a psychological intervention that has been developed specifically for bipolar disorder and has a published
evidence-based manual describing how it should be delivered or a high-intensity psychological intervention (cognitive behavioural therapy, interpersonal therapy or behavioural couples therapy) in line with the NICE clinical guideline on depression.’We are not convinced that extrapolation from unipolar depression is justified (IV).The commonest comorbidity of bipolar disorder is alcohol or substance use disorder. [PMC free article] [PubMed] [Google Scholar]Faurholt-Jepsen M, Ritz C, Frost M, et al. The British Journal of Psychiatry : the journal of mental science. Acta psychiatrica Scandinavica Supplementum. 1996;37:1–11. 2002;324:61–62. For olanzapine (Tohen et al., 2004) and aripiprazole
(Marcus et al., 2011), a single RCT has shown that, when the combination of either drug with lithium or valproate is effective in treating acute mania, then continuing the combination is associated with a lower risk of manic relapse than switching to lithium or valproate alone. [PubMed] [Google Scholar]Cleare A, Pariante CM, Young AH, et al.
2013;170:852–859. 2000;2:249–255. [PubMed] [Google Scholar]Okuma T, Kishimoto A. The required duration will often be of the order of 12 weeks although higher doses may be reduced earlier (IV).Key uncertaintySwitch to depression after mania may occur in any illness course: it is not established which treatments, if any, make this more
likely.Dopamine antagonists/partial agonists (Antipsychotic drugs) Mania can develop extremely quickly and incur risks both for the patient and for others. Relative effects on the manic and depressive poles of the illness appear to depend on the complex pharmacology of the drugs but may be predicted by acute treatment effects.Antidepressants to
which patients have shown an acute treatment response may, appropriately, be continued long term when the risk of a severe depressive relapse is high (III). Prevalence of psychopathology in children of a bipolar parent. The Expert Consensus Guideline Series. The problems describe include lowered IQ and development disorders.Lamotrigine
appears not to increase the risk of foetal malformation in the epilepsy population (Vajda et al., 2014).Lithium’s potential teratogenicity remains less well characterized, because it is a less common prescription (and is probably often avoided in pregnancy). 1987;43:499–513. [PMC free article] [PubMed] [Google Scholar]Geller B, Sun K, Zimerman B, et
al. 2006;92:205–214. The International Society for Bipolar Disorders (ISBD) consensus on the use of antidepressants in bipolar patients highlighted the clinical consensus discouraging their use in patients with rapid cycling, depressive episodes with mixed features and as monotherapy (Pacchiarotti et al., 2013).Discontinuation of long-term treatment
for depression There is uncertainty about the value of long-term treatment with antidepressants, so it is frequently implied that early discontinuation is desirable ((Montgomery et al., 2000)). 2003;5:115–122. Pilot data in an early onset group also weakly support this conclusion (Jones et al., 2015b). Negative findings for CBT include evidence for
equivalence to a cheaper group psychoeducational approach (Parikh et al., 2012) and a simpler supportive individual approach (Meyer and Hautzinger, 2012).Resources for complex psychotherapy are always likely to be limited and provision should be focused on those patients most likely to benefit. 2007;100:279–281. 2005;186:258–259. Pre-term
babies are at particular risk if breast-fed due to reduced hepatic capacity. Acamprosate should be offered if naltrexone has not been effective (IV). [PMC free article] [PubMed] [Google Scholar]Albert U, Rosso G, Maina G, et al. 2013;28:297–304. It may apply to young people with possible diagnoses of bipolarity, mild symptoms (and a good prognosis).
2015 [PMC free article] [PubMed] [Google Scholar]Cross-Disorder Group of the Psychiatric Genomics C. 2008;46:1251–1258. Assessment of suicide risk should be as for other depression diagnoses and should follow widely accepted principles of good clinical practice (Hawton, 1987). The figure from the UK Health Improvement Network primary care
database was almost 70% by the 6th week of pregnancy. 2006;163:247–256. [PubMed] [Google Scholar]McElroy SL, Keck P-EJ, Strakowski SM. Comparative efficacy and acceptability of antimanic drugs in acute mania: a multiple-treatments meta-analysis. The risk of violence and offending more generally (by the patient) is also increased in bipolar
disorder (I) and assessment should address this risk (S).Carefully document your decisions in formulating a care plan (S).The fractionation of clinical services, for example between in and out patients, ‘assessment’ and ‘treatment’ runs counter to the needs of bipolar patients in all stages of their treatment but particularly in managing follow up (IV).
Have some guidelines for the treatment of acute bipolar depression gone too far in the restriction of antidepressants? The comorbidity of bipolar disorder and axis II personality disorders: prevalence and clinical correlates. 2001;104:163–172. 2015;2:218–228. There are supportive chart reviews for patients with bipolar disorder (Santos Pina et al.,
2015).Suicide As a rule, suicide is associated with depression, and risk assessment should always be emphasized during acute episodes of depression in bipolar patients. [PMC free article] [PubMed] [Google Scholar]Mt-Isa S, Hallgreen CE, Wang N, et al. A randomised controlled trial of time limited CBT informed psychological therapy for anxiety in
bipolar disorder. There was no excess of depressive episodes in lithium treated patients nor manic episodes in lamotrigine treated patients compared with placebo. Hence, prevention and treatment of osteoporosis must become a target for improvement in physical health of potentially neglected populations of patients.Tardive dyskinesia (TD) remains
a concern for patients treated long term with dopamine antagonists/partial agonists (Keck et al., 2000). However, the quality and scale of some routinely collected data sets can provide relatively unbiased and reliable evidence for the effectiveness and safety of a treatment. This obviously avoids concerns about drugs in breast milk and means
adherence to drug treatment may be more likely. Curr Opin Psychiatry. [PubMed] [Google Scholar]Baldessarini RJ, Hennen J, Wilson M, et al. Pooled analysis of these two similar trials, together randomizing nearly 1000 patients, showed effects in bipolar I and bipolar II participants (with slightly lower response rates to active treatment in the latter
subgroup) (Weisler et al., 2008). 2000;16:165–177. An open-label study of lamotrigine adjunct or monotherapy for the treatment of adolescents with bipolar depression. The use of muscarinic antagonists (antiparkinsonian medication) provides a proxy for clinically significant EPS. The American journal of psychiatry. [PubMed] [Google Scholar]Lloyd T,
Jones PB. A reevaluation of risk of in utero exposure to lithium. Such studies compare the effect of double blind continuation of an active drug with its discontinuation to placebo. Benzodiazepines may depress neonatal respiration or cause drowsiness, hypotonia, or withdrawal symptoms. Their efficacy in treating depressed episodes with mixed
features remains unclear.The demise of the mixed state diagnosis in favour of the extended specifier description will have implications for future trials, but as yet little has emerged that is of relevance to choice of treatment.There is no indication to either start or continue treatment with an antidepressant in a mixed state (IV).Electroconvulsive
therapy Electroconvulsive therapy (ECT) may be considered for manic patients who are severely ill, whose mania is treatment-resistant (including mixed states (Valenti et al., 2008)), who express a preference for ECT and patients with severe mania during pregnancy. Sexual function and gonadal hormones in patients taking antipsychotic treatment
for schizophrenia or schizoaffective disorder. [PubMed] [Google Scholar]Mendez MF. As we argue in the preceding paragraph, practice can be underpinned by the knowledge that the efficacy of the treatment choices has been established in RCTs with a coherent network. Tracking Mental Well-Being: Balancing Rich Sensing and Patient Needs.
Comorbidities and mortality in bipolar disorder: a Swedish national cohort study. Cognitions in bipolar affective disorder and unipolar depression: imagining suicide. [PMC free article] [PubMed] [Google Scholar]Anderson IM. Randomized controlled trial to assess reduction of cardiovascular disease risk in patients with bipolar disorder: the SelfManagement Addressing Heart Risk Trial (SMAHRT) J Clin Psychiatry. Lithium versus carbamazepine in the maintenance treatment of bipolar disorders--a randomised study. [PubMed] [Google Scholar]Howes OD, Lim S, Theologos G, et al. The relative risk of relapse on lithium over a year or more was 0.6 compared with placebo. Because effective in
the short term, this may lead to their preferential use; active consideration of lithium as a better alternative should be promoted.Comparison with NICE guidelines: long-term treatmentNICEBAPOffer lithium as a first-lineConsider lithium as first line treatment in adherent patientsIf lithium is ineffective, consider adding valproateIf lithium alone is

ineffective consider combination treatment (depression predominant: ADD lamotrigine, quetiapine or lurasidone to lithium; mania predominant: ADD valproate or a dopamine antagonist/partial agonist to lithium)if lithium is poorly tolerated or unsuitable, consider valproate or olanzapine or (if acutely effective) quetiapineIf lithium is poorly tolerated or
unsuitable, consider other options: valproate, dopamine antagonists/partial agonistsConsider lamotrigine as monotherapy in bipolar II disorder when depression is the major burdenWithin 4 weeks of resolution of symptoms, discuss …. 2006;63:500–508. 2015 [Google Scholar]Sproule BA, Hardy BG, Shulman KI. Where the index episode is depression,
the data will support efficacy in depression. [PubMed] [Google Scholar]Scott J. 2002;181:94–95. [PubMed] [Google Scholar]Post RM, Denicoff KD, Frye MA, et al. Electroconvulsive therapy in 197 patients with a severe, drug-resistant bipolar mixed state: treatment outcome and predictors of response. 2004;56:54–60. Uncritical endorsement of CBT as
a generic method for relapse prevention in bipolar disorder is not justified.Interpersonal and social rhythm therapy (IPSRT) The principles of IPSRT derive from interpersonal therapy (IPT), which has never itself been studied in bipolar patients (Frank et al., 2000). Indeed, up to 10% of individuals develop bipolar disorder over the age of 50, an
increasing number as population longevity increases (Sajatovic, 2002). [PubMed] [Google Scholar]Stratford HJ, Cooper MJ, Di Simplicio M, et al. In addition, full disclosure of all analysed data has long been required by the regulatory authorities and this information is usually accessible if not actually published.The quality and reproducibility of
individual trials is critical. Contested boundaries of bipolar disorder and the limits of categorical diagnosis in psychiatry. The mechanisms are unclear but are clearly attributable to toxicity, withdrawal, or a combination of factors (Haddad et al., 2005). [PubMed] [Google Scholar]Staring ABP, Van der Gaag M, Koopmans GT, et al. In the case of the
latter two compounds, there is almost no reliable evidence at all favouring their use either in acute mood episodes or to prevent relapse. 2015b;206:58–66. Topic 7d. Optimisation is favoured if symptoms are not severe, the history suggests that lithium or valproate has been effective until the current ‘breakthrough’, the current treatment is well
tolerated and in the case of lithium the most recent plasma level suggests that a dose increase will not push the level above the upper limit of the normal therapeutic range. The impact of unrecognized bipolar disorders among patients treated for depression with antidepressants in the fee-for-services California Medicaid (Medi-Cal) program: A 6-year
retrospective analysis. Short-term treatments will refer to episodes and will often imply the intention to discontinue a medicine on recovery. There is wide consensus that research and development is required (Mitchell, 2015).As discussed above, in youth prodromes the earliest symptoms may be anxiety (NICE 2014 p. We have phrased such
recommendations without qualification and marked (S), so ‘Clinicians should …… (S)’.Throughout, a particular recommendation will imply an estimation of average benefit/risk. [PubMed] [Google Scholar]Harvey AG, Soehner AM, Kaplan KA, et al. Indeed, if there are differences in the responsiveness to antidepressants between bipolar and unipolar
groups, it provides a starting point for further dissection of how antidepressants work. Take the time to listen to what is bothering the patient (S).Very disorganized psychotic patients with bipolar disorder will have social needs that merit assertive management (IV).b) Educate the patient and his or her family about the disorder Doctors, patients and
carers tend to bring different experiences and beliefs to the therapeutic relationship (II) and make different estimates of future risks. A formal trial of CBT for currently euthymic bipolar patients produced important reductions in rates of syndromal relapse, depression symptom reduction, less mania symptom fluctuation and higher social functioning
over a one-year period compared with treatment as usual (Lam et al., 2003). Women need to decide about using medication in pregnancy and during breastfeeding (or whether to breast feed), bearing in mind the very high risk of severe illness at this time (S). [PMC free article] [PubMed] [Google Scholar]Crowe M, Inder M, Carlyle D, et al. The
BALANCE trial specifically compared valproate, lithium and the combination in a randomized, non-blind maintenance study with a run in on the combination treatment to minimize drop-outs after randomization. Unblinding could lead to inflation of effect sizes by biasing assessment. 2006b;57:937–945. Nevertheless, observational data supports an
effect for valproate not much less than lithium’s in practiceCarbamazepine Carbamazepine was the first agent after lithium to be advocated for long-term treatment of bipolar disorder (II, review by (Okuma and Kishimoto, 1998)). Meta-analysis a decade ago compared the few drugs tested, as a group, versus placebo (imipramine, fluoxetine and
tranylcypromine). Quetiapine and its metabolite norquetiapine: translation from in vitro pharmacology to in vivo efficacy in rodent models. NMN demonstrated an order of relative superiority that ranked risperidone, olanzapine, quetiapine and haloperidol at the top; haloperidol was less well ranked for acceptability (drop outs from trials). CEQUEL
also demonstrated benefit over 12 months for combination treatment with lamotrigine (Geddes et al., 2015).Long-term treatment with Dopamine antagonists/partial agonists Dopamine antagonists/partial agonists have long been used in bipolar outpatients as long-term treatment. Formal evidence for efficacy in mania is limited; patients with severe
mania are difficult to enter into trials. Clinical outcome in a randomized 1-year trial of clozapine versus treatment as usual for patients with treatment-resistant illness and a history of mania. Divalproex sodium treatment of women with borderline personality disorder and bipolar II disorder: a double-blind placebo-controlled pilot study. Cambridge:
Cambridge University Press; 2006. Most patients included in trials which have compared combination/augmentation therapy versus monotherapy with lithium or valproate had prior treatment with lithium or valproate, whereas most participants in trials comparing combination/augmentation therapy versus dopamine antagonist as monotherapy had
not been on medications or were washed out from their previous medication before randomization (Ogawa et al., 2014). The case is based primarily on extrapolation. [PubMed] [Google Scholar]Bond DJ, Pratoomsri W, Yatham LN. Most new studies were conducted in the USA and will have included patients with broadly defined bipolar disorder, so the
diagnosis of mania may have had limited validity. Interventions for helping people recognise early signs of recurrence in bipolar disorder. [PubMed] [Google Scholar]American Psychiatric Association. 2010;70:433–442. Caffeine (in coffee and other drinks) may significantly disturb sleep and exacerbate anxiety symptoms in sensitive individuals (III).h)
Consider risks for various adverse outcomes, including self harm, suicide, victimization, violence and criminality Bipolar patients are at substantially increased risks of self harm, suicide, victimization, violence and criminality (I).Risk factors whose modification could reduce the risks of suicide and criminal outcomes include comorbid drug and alcohol
use disorders and illness severity (II).i) Increase the focus of care planning in women of child-bearing potential The postpartum period is one of very high risk for relapse in women with bipolar disorder (I). [PubMed] [Google Scholar]Blader JC, Carlson GA. Monitoring of patients prescribed lithium: Supplementary report. [PubMed] [Google
Scholar]Strakowski SM, MeElroy SL, Keck P-WJ, et al. Arch Dis Child Fetal Neonatal Ed. 2000;83:F124–F129. Effect of prophylactic treatment on suicide risk in patients with major affective disorders. Schizophrenia Research. Thus, the use of alternatives to carbamazepine represents a plausible extrapolation, not well supported by direct
evidence.GABA modulators (benzodiazepines) Diazepam, lorazepam, clonazepam and related agents are useful in the management of acutely agitated manic states (Allen et al., 2001). It supports the recommendation that monotherapy with antidepressants is unwise in patients with bipolar I disorder.Long-term treatment of bipolar I patients with
antidepressants is common in clinical practice. Lithium in the prevention of suicide in mood disorders: updated systematic review and meta-analysis. Oxidative stress markers in bipolar disorder: A meta-analysis. [PubMed] [Google Scholar]Bauer MS, McBride L, Williford WO, et al. Relapse prevention studies offer supporting evidence for acute
efficacy. [PubMed] [Google Scholar]Rogers R, Goodwin G. Evidence to support their use in bipolar disorder is very limited (Bond et al., 2007; Gigante et al., 2012). [PubMed] [Google Scholar]Grande I, Balanza-Martinez V, Jimenez-Arriero MA, et al. Indeed, the International Society for Bipolar Disorders Task Force report recommended to continue
antidepressants over the long term in those who had had a relapse in depression after stopping antidepressants (Pacchiarotti et al., 2013).Both the antimanic and the antidepressant medicines should be terminated together if the intention is that treatment should be simply for an acute episode. 2003;64:506–515. Antipsychotics, mood stabilisers, and
risk of violent crime. [PubMed] [Google Scholar]Mitchell PB, Wilhelm K, Parker G, et al. Diagnostic and Statistical Manual for Mental Disorders (DSM-IV) Washington, DC: American Psychiatric Association; 1994. Where reported, psychological therapy appeared acceptable and safe, but more systematic collection and reporting of safety and
acceptability information is needed.Development of specific psychological models and treatment protocols for anxiety in bipolar disorders may help improve outcomes. These and the few other relevant findings are far from compelling (Ghaemi et al., 2001; Pacchiarotti et al., 2013). World Psychiatry. Evidence-based mental health. BAP updated
guidelines: evidence-based guidelines for the pharmacological management of substance abuse, harmful use, addiction and comorbidity: recommendations from BAP. Understanding medication non-adherence in bipolar disorders using a Necessity-Concerns Framework. Suicide in subtypes of major affective disorder. Int Rev Psychiatry. There is a high
risk of relapse in affective disorder if medication is discontinued. [PubMed] [Google Scholar]Schoeyen HK, Kessler U, Andreassen OA, et al. It is usual to caution that while efficacy may be extrapolated for classes of drugs, adverse reactions may be less predictable. They are adjunctive, so are indicated when sedation or tranquillisation is a priority and
when there is a pressing need to induce sleep. Spina bifida in infants of women treated with carbamazepine during pregnancy. Topiramate monotherapy in the management of acute mania: results of four double-blind placebo-controlled trials. 2003;23:370–376. A preliminary trial in 42 subjects suggested that CBT could speed recovery from
depression and prevents the cascade of isolated manic symptoms into full-blown episodes (Scott et al., 2001). 1999;318:593–596. The usual criticisms are either that antidepressants lack efficacy in bipolar depression or they destabilize mood and cause switch to mania. 2014;16:214–215. 1996;39:896–899. However, high doses of dopamine
antagonists, especially those with high affinity for dopamine receptors may cause akathisia and dysphoria and should be avoided (Mizrahi et al., 2007).Discontinuation of short-term treatments Doses of drugs used in short-term treatment of mania, particularly dopamine antagonists/partial agonists, should be reduced only after complete remission of
symptoms, and preferably after 8 or more weeks of euthymia. [PubMed] [Google Scholar]Suppes T, Baldessarini RJ, Faedda GL, et al. Br J Gen Pract. 2000;59:107–117. This approach serves two purposes: the individual is more likely to comply with the treatment regimen if they feel they have greater control, and they can also take immediate action,
when it may otherwise take too long to get an appointment with their psychiatrist.Finally, if a patient has accepted treatment for several years and remains well, they should still be strongly advised to continue indefinitely, because the risks of relapse remain high. A 7-week, randomized, double-blind trial of olanzapine/fluoxetine combination versus
lamotrigine in the treatment of bipolar I depression. 2004;80:269–271. Valproate for the treatment of acute bipolar depression: systematic review and meta-analysis. 91). Mobile Apps for Bipolar Disorder: A Systematic Review of Features and Content Quality. [PubMed] [Google Scholar]Ghaemi SN, Lenox MS, Baldessarini RJ. Nonadherence with mood
stabilizers: prevalence and predictors. Patience may be required to establish that lower doses are effective (IV).d) Promote awareness of stressors, sleep disturbance, early signs of relapse, and regular patterns of activity Sleep disruption is often the final common pathway triggering manic episodes and is also associated with depression: stressors that
lead to reduced sleep may contribute to relapse (II).Regular patterns of daily activities should be promoted (II). Absence of evidence is not evidence of absence, in this case, of short-term benefit (see also below). 1993;242:209–217. [PubMed] [Google Scholar]Castberg I, Skogvoll E, Spigset O. [PMC free article] [PubMed] [Google Scholar]Shah A,
Carreno FR, Frazer A. Continuation and maintenance electroconvulsive therapy for mood disorders: review of the literature. [PubMed] [Google Scholar]Durgam S, Starace A, Li D, et al. [PMC free article] [PubMed] [Google Scholar]Calabrese J, Pikalov A, Cucchiaro J, et al. Clinical factors associated with treatment noncompliance in euthymic bipolar
patients. 2013b;159:130–137. One worry has been such extrapolation to children falsely diagnosed with ‘bipolar disorder’. Factors associated with suicide attempts in 648 patients with bipolar disorder in the Stanley Foundation Bipolar Network. This seems to support the pharmacological argument that dopamine agonism (or partial agonism)
contributes to antidepressant action.Dopamine antagonists should not be regarded as potential options for the treatment of bipolar depression in the absence of appropriate trials.Finally, lamotrigine has supportive data for an acute effect, notably from two independent adjunctive studies, which together with longer term data, should make it a more
widely used option. The other two are considered to be cognitive-behavioral in nature: dialectical behavioral therapy and schema-focused therapy (Zanarini, 2009). [PMC free article] [PubMed] [Google Scholar]Schalkwijk S, Undurraga J, Tondo L, et al. The patient and clinician may decide to continue the drug that proved effective in the treatment of
acute mania; this will often be a dopamine antagonist/partial agonist. Sustained attention deficit in bipolar disorder. Risk of puerperal and non-puerperal recurrence of illness following bipolar affective puerperal (post-partum) psychosis. 2014;130:452–469. Monitoring lithium therapy: the impact of a quality improvement programme in the UK.
2007;62:107–114. This may contribute to its antidepressant action (Cross et al., 2015).If norquetiapine is the active antidepressant agent, implications follow from the polypharmacy common in bipolar disorder. In bipolar I disorder, they should be used in combination with a medicine that has long-term antimanic efficacy (II).Discontinuation of longterm treatment is not indicated when there is good clinical control of the illness. There remains some interest in using topiramate for weight reduction in obese bipolar patients (Chengappa et al., 2006).Valproate Valproate is often referred to, with lithium, as a mood stabilizer. This is an area that merits further investigation, as the diagnostic issues
become more widely understood.The comparative efficacy and acceptability of different drugs for long-term treatment Network meta-analysis of long-term treatments suggests comparable efficacy for most of the drugs described above (Miura et al., 2014). This severely reduces the power to detect effects, so trial methodology is probably as likely to
under-estimate drug effect as to magnify it.Substantial drop out rates are common even in quite short-term RCTs. The right to drop out of studies is actually emphasized in the information given to participants in trials! However, high attrition rates have negative consequences for the power to detect effects and obviously defeat the purpose of longerterm studies. Personality and Mental Health. [PubMed] [Google Scholar]Scott J, Colom F, Vieta E. However, lamotrigine is of particular interest since it may offer important clues to common or unique mechanisms of action relevant to the development of new treatments.Lamotrigine Lamotrigine inhibits voltage-sensitive sodium channels in the brain,
which may limit cell firing. 2015;40:S479–480. 2002;51:288–297. Residual symptom recovery from major affective episodes in bipolar disorders and rapid episode relapse/recurrence. The primary care companion for CNS disorders. 2009;118:118–123. The risk of congenital abnormalities is dose related with valproate (blood concentrations over 70
micrograms/ml are implicated) and increases with the number of antiepileptic agents prescribed (II, (Samren et al., 1999)). Journal of psychopharmacology (Oxford, England) 2012;26:899–952. A comparison of IPSRT with ‘intensive clinical management’ suggested benefit from this approach. In one, the index episode was mania and, in the other,
depression. However, audit findings of clinical practice support high rates of response and remission (Mukherjee et al., 1994). Comparison of rates of hospital admission on and off treatment over four years, are strongly supportive of efficacy for lithium (Hazard Ratio (HR): 0.66, 95% CI: 0.62; 0.70), valproate (HR: 0.72, 95% CI: 0.67; 0.79),
lamotrigine (HR: 0.79, 95% CI: 0.73; 0.84), olanzapine (HR: 0.77, 95% CI: 0.71; 0.82), and quetiapine (HR: 0.82, 95% CI: 0.75; 0.89)(Joas et al., 2016). [PubMed] [Google Scholar]Crump C, Sundquist K, Winkleby MA, et al. One small maintenance study (II, (Prien et al., 1984)) has had an important influence because it suggested that the treatment of
bipolar patients with imipramine alone resulted in an unacceptable number of manic relapses over a one to two year follow up period. Bipolar Disorders. [PubMed] [Google Scholar]Browne R, Byrne M, Mulryan N, et al. Standards are intended to apply rigidly. This may occur as a consequence of illness course or because some treatments have a
greater potential to cause switching than others. 2008;28:203–209. The quality of information on monitoring for haematological adverse drug reactions. Fluoxetine plus olanzapine was effective in reducing depressive symptoms without provoking manic relapse (Tohen et al., 2003). It does not follow that practice be dominated by evidence that one
effective treatment is, on average, slightly better than another. Olanzapine (in combination with fluoxetine and to a lesser extent as monotherapy) and lurasidone also have data supporting acute efficacy.Antidepressant drugs approved for unipolar depression may be effective for treating depression in bipolar disorder but the evidence base is very
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interventions for the earliest stages of bipolar disorder. [PubMed] [Google Scholar]Vieta E, Angst J, Reed C, et al. The Expert Consensus Guideline Series: Medication Treatment of Bipolar Disorder 2000. However, RCTs are essentially experiments; their results are most plausible when confirmed by large scale, independent, pragmatic RCTs
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this has traditionally been a cosmetic concern, strongly felt by patients, it has important medical implications particularly related to the risk of future cardiovascular disease (see BAP guideline on the management of weight gain and metabolic disturbances associated with psychosis and antipsychotic drug treatment).A rise in serum prolactin caused
by dopamine receptor antagonism, is a frequent and neglected problem (Pacchiarotti et al., 2015). Adverse subjective experience with antipsychotics and its relationship to striatal and extrastriatal D-2 receptors: A PET study in schizophrenia. 2012;345:e4692. Suicide in bipolar patients is a risk that persists across the lifespan.There have been reports
of suicidal acts in association with antidepressant treatment in younger people. Predictors of switching from mania to depression in a large observational study across Europe (EMBLEM) Journal of Affective Disorders. [PubMed] [Google Scholar]Goodwin GM. 2015;18:1–39. Unfortunately, there is a real dearth of placebo controlled trials on which to
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convincing than any but the highest quality RCTs, and with superior external validity. A relapse prevention study against placebo also supported efficacy against depressive relapse (Tohen et al., 2006).Olanzapine is accordingly an option for the treatment of bipolar depression: its combination with fluoxetine will be discussed below. [PubMed] [Google
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caused neonatal bleeding and is an indication for prophylactic vitamin K.In the case of antidepressants, which are prescribed in as many as 6.5% of women delivering babies, revised class labelling has emphasized an increased risk of jitteriness, poor feeding, crying, and seizures. In large part this is driven by weight gain. 2005;76:131–133. Some
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of research in psychological and psychosocial treatments is as regrettable as for the other domains of treatment. Historical perspectives and natural history of bipolar disorder. It is unclear whether the common failure to do any monitoring at all in some services is affected by what frequency is actually recommended.Vigilance and increase monitoring
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1999;29:221–223. 2015;27:144–148. This suggests an absolute risk reduction of about 15%, numerically comparable with lithium (22%) but statistically non-significant. 2001;63:79–83. Cognitive-behavioural therapy for severe and recurrent bipolar disorders - Randomised controlled trial. We agree with the NICE guidelines 2014 (p. The disinhibition of
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Chart Review. It is uncertain whether this is mitigated by concurrent anti-manic medication.The role of psychological treatments in bipolar depression remains uncertain, in the absence of replicated good quality evidence. [PubMed] [Google Scholar]Grunze H, Kotlik E, Costa R, et al. 2004;79:297–303. The data from the lamotrigine/lithium/placebo
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Scholar]Blacker D, Tsuang MT. [PubMed] [Google Scholar]Pavlova B, Perlis RH, Alda M, et al. Less positively, audit data from a very large Taiwanese database suggested that a poor response (usually to SSRIs) in first episodes of depression was predictive of a subsequent bipolar diagnosis (Li et al., 2012). How can a drug prevent relapse to
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anxiety respectively) (Holmes et al., 2008; Holmes et al., 2011). 2003;160:1252–1262. Lancet (London, England) 2010;375:385–395. However, it is recognized that much of the difference between active treatment arms and placebo are due to early events, and dropout rates tend to be very high. 2003;183:279–281. [PMC free article] [PubMed] [Google
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controlled data to show that the older dopamine antagonists (“first generation” antipsychotics) were effective in mania were very limited before the turn of the century (e.g. II, (Johnstone et al., 1988)). Patients very often stop taking lithium; the median time to discontinue was only 6 months in Denmark (Kessing et al., 2007). However, a broader metaanalysis of the available data reached the pessimistic conclusion that drugs for unipolar depression may produce switching even in the presence of mood stabilizers, although the study could not exclude confounding effects as an alternative explanation (Tondo et al., 2010).Venlafaxine may also increase the risk of switching patients, perhaps because
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symptoms.There are four approaches to psychological treatment of borderline personality; two are considered psychodynamic in nature: mentalization-based treatment and transference-focused psychotherapy. In the case of lithium there is a specific risk of manic relapse if it is discontinued within a two-week interval (I). Most randomized data were
obtained in patients also receiving lithium or valproate and, in aggregate, comparison with placebo supported efficacy for antidepressants in general (Gijsman et al., 2004).
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