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PHASES OF TREATMENT

ACUTE Control of acute symptoms

CONTINUATION Maintain control of 
acute episode

MAINTENANCE Prevent or attenuate 
new episodes 

Goodwin FK, Jamison KR: Manic-Depressive Illness; 1990.



PHASES OF TREATMENT

ACUTE MANIC 
EPISODE

ACUTE 
DEPRESSIVE 

EPISODE

CONTINUATION CONTINUATION

LONG-TERM TREATMENT
PREVENTION



ACUTE MANIC EPSIODES

• Most patients with mania will require short term treatment with 
medicines in an appropriate setting. (I)

• Evidence from network meta-analysis is coherent.

• Choice of drug should reflect the balance of benefit and harm 
for a given individual.

• If successful treatment has been initiated for mania, long term 
treatment should be considered. (S)

• Drug discontinuation should be planned in relation to the need 
for maintenance treatment. (S) Remission will often occur 
within 3 months (I) but mood stability may require 6 months or 
more to achieve.

OVERVIEW POINTS



ACUTE MANIC EPSIODES
NOT ALREADY TAKING LONG-TERM TREATMENT

SEVERE MANIC EPISODES

• Oral administration of dopamine antagonist. ****
• Alternatives Valproate

Lithium
Aripiprazole
Carbemazepine

• Parenteral dopamine antagonists/partial agonists and GABA modulator 
use should follow established protocols.

• To promote sleep, consider GABA modulating drugs. ***
• Drugs for depression should usually be tapered and discontinued in a 

manic episode. **

HYPOMANIA

• Treatment can be extrapolated from practice in mania.



ACUTE MANIC EPSIODES

INADEQUATE SYMPTOM CONTROL

•Ensure the highest well-tolerated dose of current treatment offered.

•Increases in dose may be sufficient for those taking dopamine 
antagonists/partial antagonists or valproate.

•Lithium Check serum concentrations.
Consider aiming for higher end of 0·6-0·8 mmol/L.
Concentrations of 0·8-1·0 may be more effective but carry 
risks in the long term.
Consider adding a dopamine antagonist/partial agonist/valproate.

POOR ADHERENCE

•Establish the cause and offer an appropriate intervention.
•With deliberate poor adherence, lithium use may not be indicated.

WHILST TAKING LONG-TERM TREATMENT



ACUTE MANIC EPSIODES

INADEQUATE RESPONSE TO FIRST-LINE MEDICINE

• Consider the combination of lithium or valproate with a dopamine 
antagonists or partial agonist ****

• Consider clozapine in more refractory illness. **

• ECT may be considered for:
Those show express a preference for it.
Patients whose mania is particularly severe or treatment resistant.
Patients with severe mania in pregnancy.***

MIXED FEATURES

• DSM-5 would have us identify mixed features rather than mixed episodes.
• Treatment as for mania would be appropriate.

OTHER CONSIDERATIONS

















This updated network by differential 
exclusion of all add-on or combination 
trials (N = 15 RCTs, 32 study arms, 13 
treatments), and also four apparently 
single-agent trials (N = 4, eight study 
arms, Lerer et al. 1987; Brown et al. 
1989; Ortega Soto, 1993; Pfizer, 2008); 
along with further consideration of three 
recent cariprazine (Knesevich et al. 2009; 
Bose et al. 2012; Calabrese et al. 2013), 
one licarbazepine (Novartis, 2007), two 
tamoxifen (Zarate et al. 2007; Yildiz et 
al. 2008), and one verapamil (Janicak et 
al. 1998) trials (N = 7 RCTs, 13 study 
arms, four new treatments), is different 
than the previous one in 53 data points 
deriving from 29 comparisons (Cipriani et 
al. 2011).

The present total of 57 studies, 
reported up to 15 January 2014, involved 
95 direct comparisons with 14256 
randomized participants.











ACUTE DEPRESSIVE EPSIODES

• The evidence from network meta-analysis of available RCTs 
supports the efficacy of a limited range of individual medicines.

• Networks may not be stable
- rankings strongly influenced by inclusion criteria
- indirect comparisons sometimes contradict direct 
comparisons

• The medicines have different pharmacologies and weights of 
evidence.

• There remains uncertainty over the option of using drugs for 
depression (antidepressants) in bipolar disorder.

• If successful treatment has been initiated for depression, long 
term treatment should be considered. (S)

OVERVIEW POINTS



ACUTE DEPRESSIVE EPSIODES
NOT ALREADY TAKING LONG-TERM TREATMENT

• Consider quetiapine, lurasidone or olanzapine. ***

• Antidepressants have not been adequately studied in bipolar disorder. 
- only olanzapine/fluoxetine in combination has support as a 

specific treatment. ***
- if antidepressants are used, they should be co-prescribed with a 

drug for mania.

• Consider lamotrigine (incremental dosing) usually as an addition to 
agents preventing recurrence of mania.****

• Consider ECT for: high suicide risk
treatment resistance
psychosis
severe depression in pregnancy
life-threatening inanition***

• Lithium may be considered in less severe cases (limited evidence but 
prelude to long-term treatment) **



ACUTE DEPRESSIVE EPSIODES

• Ensure that the current choice of long-term treatment is likely to protect 
the patient from manic relapse.

• Check doses are adequate and that serum concentrations of lithium are 
in the therapeutic range. (S)

• Address current stressors, if any. (S)

• If episode fails to respond to optimisation, follow recommendations 
outlined for depressive episode.

WHILST TAKING LONG-TERM TREATMENT



ACUTE DEPRESSIVE EPSIODES

TREATMENT RESISTANT BIPOLAR DEPRESSION

Treatment resistant bipolar depression lacks operational criteria.

• Known to occur (I) and suggested as a failure to respond not just to an 
antidepressant but also quetiapine, olanzapine, lurasidone and 
lamotrigine singly and in combination.

• Little trial evidence to support options:
- ECT can be considered.***
- Augmentation can be extrapolated from unipolar depression but 

not before evidence based bipolar disorder options exhausted.
- Antimanic cover will be necessary

OTHER CONSIDERATIONS
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LONG TERM TREATMENT

• Consider long-term treatment following a single severe manic 
episode. ***

• Without acceptance of the need for long-term treatment, 
adherence may be poor. (I).

• At present, continuous treatment is preferred to intermittent 
oral medications to prevent new episodes. Consider supplying 
add-on medications for imminent stressors or signs of relapse.

• When a patient has accepted treatment for several years and 
remains well, they should be advised to continue indefinitely 
because the risk of relapse remains high. ***

• Consider extrapolating from bipolar I to bipolar II disorder. **

OVERVIEW POINTS



ILLNESS BURDEN

Angst J et al. Eur Arch Psychiatry Clin Neurosci. 2003;253(5):236‐240.



Wish to stop
prophylactic treatment 

NUMBER OF EPISODES

After the 1st episode After the 2nd episode
>1 manic episode 

After the 3rd episode
>2 manic episodes 

Positive family history
and/or severe episode 

Indication for a prophylactic 
treatment

Consider prophylactic treatment 

No indication for
prophylactic treatment    Only stop through

gradual tapering 

Positive family history
and/or severe episodes 

NOYESNO

YES

Nolen et al, 2009

GUIDELINES – DUTCH ALGORITHM



LONG TERM TREATMENT

• The evidence from network meta-analysis of available RCTs 
supports the efficacy of a limited range of individual medicines. 

• Relatively few patients remain in trials for as long as 6 months.

• Many RCT designs are enriched for acute response to the drug 
under investigation. Lithium is a notable exception to this.

EVIDENCE CAVEATS



LONG TERM TREATMENT

PREVENTION OF MANIA

• Network meta-analysis supports: lithium
olanzapine
quetiapine
risperidone LAI
valproate (marginal)

PREVENTION OF DEPRESSION

• Network meta-analysis supports: lithium
lamotrigine
quetiapine

• Lurasidone prevents relapse to depression

MEDICATION OPTIONS













An observational nationwide register based cohort 
study on lamotrigine versus lithium in bipolar 
disorder 

Kaplan‐Meier curves of time to psychiatric hospitalization in patients with bipolar disorder 
treated with lamotrigine versus lithium

Kessing et al, 2012
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LITHIUM– TUBULE FUNCTION

Impaired ability to concentrate urine, manifested as polyuria
Most common renal effect of lithium
Prevalence of lithium induced NDI 20‐87%

Develops within months, though more common with chronic 
treatment. May become irreversible with prolonged treatment. 

Due to lithium inhibition of G‐protein coupled pathways activated by 
ADH (aquaporin channel expression in the collecting ducts)

DDAVP in principal unlikely to be effective.
Amiloride has some supportive evidence

Azab 2015



Rebecca F McKnight,  Marc Adida,  Katie Budge,  Sarah Stockton,  Guy M Goodwin,  John R Geddes

Lithium toxicity profile: a systematic review and meta-analysis

LITHIUM– TUBULE FUNCTION



Increased creatinine occurs with lithium treatment
GFR impaired by lithium (0‐5 ml/min; mean study 1 year)

Consensus advice is lacking
Mechanism poorly understood

‐ chronic interstitial GN not reliably linked to lithium
‐ numerous confounds (CVS, DM, age, medications)

Rebecca F McKnight,  Marc Adida,  Katie Budge,  Sarah Stockton,  Guy M Goodwin,  John R Geddes

Lithium toxicity profile: a systematic review and meta-analysis

LITHIUM– RENAL GFR












