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Treatment guidelines for mania

The treatment of bipolar disorder is
complex and should involve a multidi-
mensional approach, including psy-
chopharmacology, psychoeducation
and psychotherapy. This discussion of
the optimal treatment for mania fol-
lows the steps that are outlined in the
Canadian Network for Mood and Anx-
iety Treatments guidelines (Bipolar Dis-
ord 2005;7[Suppl 3]:5-69).

Mrs. S is a 43-year-old married
mother of 2 preteen children, who re-
cently lost a high-profile job: “I thought
I was very productive and they fired
me.” At the initial assessment, her hus-
band confirmed a history dating back
several years of depressive episodes, as
well as “periods of recklessness and
surges of creativity.” Upon assessment,
Mrs. S presented with expansive mood
and other manic symptoms. She had
been treated with venlafaxine, 225 mg
daily, for the past 5 months.
Step 1: Review general principles and as-
sess medication status. Assessment of
safety (risk to self and others), physical
examination and laboratory investiga-
tions (if the patient is cooperative), and
a decision about ambulatory or inpa-
tient care are priorities. Screening for
substance misuse and strong encour-
agement to discontinue stimulants, in-
cluding caffeine, alcohol or other sub-
stances, are recommended. In general,
antidepressants should be discontin-
ued. In this case, an accelerated taper-
ing of venlafaxine was initiated. The
switch rate into mania with venlafax-
ine appears to be higher than with se-
lective serotonin reuptake inhibitors or
bupropion (Vieta et al, J Clin Psychiatry
2002;63:508-12; Post et al, Acta Psychi-
atr Scand 2004;110[Suppl 423]:32).
Step 2: Initiate or optimize antimanic ther-
apy. Lithium, divalproex and several
atypical antipsychotics (olanzapine,
risperidone, quetiapine) are first-line
antimanic agents. Because the atypical
antipsychotics are commonly adminis-
tered in the emergency department to
manage the acutely agitated state, it
may be logical to continue their use as

antimanic agents and ultimately as
mood stabilizers. Benzodiazepines are
useful adjuncts to provide sedation but
should not be used alone. Because Mrs.
S had received no prior antimanic/
mood-stabilizing treatment, treatment
with lithium was initiated with clon-
azepam on an as-needed basis.

For the patient who presents with a
break-through manic episode during
ongoing treatment with a mood stabi-
lizer, the first step is to check com-
pliance, including serum levels for
lithium or anticonvulsant agents. In
the noncompliant patient, restoration
of adequate dosing is required. If the
patient appears to have been compli-
ant, combination treatment is the next
logical step. There is most evidence to
recommend the use of lithium or di-
valproex in combination with olanza-
pine, quetiapine or risperidone.
Step 3: Add on or switch within first-line
therapies. Patients should be given at
least 2 weeks’ treatment at adequate
dose/serum levels before adding or
switching agents. When a change is
required, consider an alternative
monotherapy or combination from
first-line treatments. Mrs. S was unable
to tolerate lithium because of severe
nausea and tremors. She was switched
to olanzapine, 10 mg daily, and re-
sponded favourably. However, after
6 weeks, she had gained 7 kg and dis-
continued this treatment. A decision
was made to switch to divalproex.
Mrs. S then experienced break-through
manic symptoms during treatment
with divalproex. Quetiapine, 100 mg at
bedtime, was initiated and increased to
300 mg daily; Mrs. S responded well to
the combination of quetiapine and di-
valproex. Had she not responded to
treatment, 2 further treatment steps
could have been considered.
Step 4: Add on or switch to second- or third-
line therapies. This often includes the use
of conventional antipsychotics, cloza-
pine or carbamazepine with a first-line
agent. Concern that patients with bi-
polar disorder have an increased pro-
clivity to experience extrapyramidal
symptoms has tended to limit the use of

conventional antipsychotic medications
such as haloperidol or perphenazine. Al-
though electroconvulsive therapy has
also been advocated in the treatment of
mania, the evidence is mainly anecdotal.
Step 5: Add on novel or experimental ther-
apies. Other novel (levetiracetam) and
established (phenytoin) anticonvulsant
drugs show some evidence of anti-
manic efficacy. There are also prelimi-
nary reports of potential antimanic
efficacy for tamoxifen, mexiletine,
omega-3 fatty acids and calcitonin, but
these should only be considered after
failure to achieve control with estab-
lished therapeutic strategies.

Three anticonvulsant mood stabiliz-
ers have not been recommended in the
treatment of acute mania, but they
may be potentially beneficial in combi-
nation with established treatments. Al-
though gabapentin and topiramate
failed to demonstrate antimanic supe-
riority over placebo, the former may
reduce comorbid anxiety and sub-
stance abuse, whereas the latter may
attenuate the weight gain associated
with atypical antipsychotic agents. Al-
though lamotrigine was not as effec-
tive as lithium in preventing manic re-
currences, it was more effective than
lithium as prophylaxis against depres-
sion and may be combined with effec-
tive antimanic therapies.

Mrs. S’s condition has remained sta-
ble on the combination of quetiapine
and divalproex for more than a year,
and she is now managing several busi-
ness projects.
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TThhee  iinnffoorrmmaattiioonn  iinn  tthhiiss  ccoolluummnn  iiss  nnoott  iinntteennddeedd  aass  aa  ddeeffiinniittiivvee  ttrreeaattmmeenntt  ssttrraatteeggyy  bbuutt  aass  aa  ssuuggggeesstteedd  aapppprrooaacchh  ffoorr  cclliinniicciiaannss  ttrreeaatt--
iinngg  ppaattiieennttss  wwiitthh  ssiimmiillaarr  hhiissttoorriieess..  IInnddiivviidduuaall  ccaasseess  mmaayy  vvaarryy  aanndd  sshhoouulldd  bbee  eevvaalluuaatteedd  ccaarreeffuullllyy  bbeeffoorree  ttrreeaattmmeenntt  iiss  pprroovviiddeedd..
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