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Key Points 
 
 

 
 

 Brief symptom ratings (BDSS, CG) may provide objective data to assist in guiding 
treatment decisions. 

 
 The frequency of visits should be adequate to monitor for symptom changes and 

adverse effects, to adjust doses as necessary to achieve an optimum therapeutic trial, 
and change regimens when suboptimal clinical response is observed after regimen 
optimization. 

 
 Patients being prescribed an atypical antipsychotic should be monitored for possible 

metabolic effects.  (Our guideline “Monitoring Clients on Atypical Antipsychotics 
and Management of Metabolic Effects” is available on the Optima website.) 

 
 If a patient completes trials of two stages of the algorithm without observable positive 

outcomes, he/she should be re-evaluated for accuracy of diagnosis and the presence 
of  

      co-occurring general medical and mental disorders, including substance abuse. 
 

 If co-occurring substance abuse is present, concomitant treatment of both the bipolar 
disorder and the substance abuse disorder should be implemented in order to obtain 
optimal positive patient outcomes. 

 
 Documentation should include the rationale for treatment decisions, prescribed 

medication(s), response to treatment and symptom rating scale information. 
  

 At baseline and throughout treatment, the patient should be evaluated for possible 
psychosocial interventions, including evidence based psychotherapy.  

 
 Patients with bipolar disorder who achieve a satisfactory clinical response (and 

preferably symptom remission) should continue treatment until a full response to 
treatment is sustained for at least four weeks.  At that point, continuation treatment 
should begin.. 

 
 
 
 
 
 
 
 
 
 
 
 



Bipolar Disorder Algorithms

Algorithm for the Treatment of Bipolar Disorder - Currently Depressed
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On no antimanic,
with history of
severe and/or
recent mania

On no antimanic,
without history of

severe and/or
recent mania

On Li On other antimanic

~
Increase to ~ O.8mEq/L

Stage 2

1
Stage 1 Antimanic+ LTG

Full (Response > CONT)

Stage 3

Partial Response
or Nonresponse ...

Combination from Li,
LTG, QTP, or OFC

Full (Response> CONT)

Partial Response
or Nonresponse

CONT = continue treatment

Stage 5

Partial Response
or Nonresponse

MAOls,Tricyclics, Pramipexole, other AAPs",
OXC,Other Combinations of Drugs at Earlier

Stages, Inositol, Stimulants, Thyroid

( CONT )

AAP = atypical antipsychotic
SUP = bupropion
CSZ = carbamazepine
ECT = electroconvulsive

therapy
Li = lithium
LTG = lamotrigine
MAOI = monoamine oxidase

inhibitor
OFC = olanzapinel fluoxetine

combination

OXC = oxcarbamazepine
QTP = quetiapine
SSRI = citalopram,

escitalopram,
fluoxetine,
paroxetine,
sertraline,
fluovoxamine

VEN = venlafaxine
VPA = valproate

Stage 4
((Li, LTGt, QTP, OFC, VPA, or CBZ )+ (SSRI,

BUP, or VEN)) or ECT

* Routine monitoring should occur for patients receiving atypical or typical
antipsychotic treatment

t LT8 has limited antimanic efficacy and in combination with an antidepressant
may requirethe additionof an antimanic.
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Description of Algorithm Stages for Treatment of BDI- Currently 
Hypomanic/Manic 

 
Stage 1 For patients presenting with euphoric mania/hypomania or psychotic mania, 

medication choices are lithium, valproate, aripiprazole, quetiapine, risperidone, 
and ziprasidone.  For dysphoric or mixed mania, the recommendation is to 
choose among valproate, aripiprazole, risperidone or ziprasidone.  Divalproex is 
generally recommended instead of valproate due to better tolerability.  Severe 
clinical presentation may warrant beginning treatment at Stage 2. 

 
 Generally, in the case of partial response with good tolerability, the 

recommendation is to add a second mood stabilizing medication (move to 
combination therapy, i.e., Stage 2) versus switching.  If the patient is intolerant or 
does not respond to the medication used in stage 1, the recommendation is to try 
an alternative mood stabilizer within Stage 1.  This principal applies to all stages 
when more than one treatment option is available.  New trials from each stage 
can be labeled Stage 1-2, Stage 1-3, etc.  When changing medications, the 
recommendation is to cross over (overlap and taper), using abrupt 
discontinuation only when medically necessary.  However, the overlap and taper 
period should be as brief as feasible (please refer to Overlap and Taper 
Guidelines). 

 
Stage 1B The consensus panel placed olanzapine and carbamazapine as potential 

monotherapy options within a sub-stage, titled Stage 1B.  These medications 
have equivalent efficacy to stage 1 medications, but concern about greater 
potential adverse events or complexity associated with treatment places them at 
Stage 1B.  Olanzapine causes significant weight gain in a substantial percentage 
of patients.  Carbamazapine stimulates its own metabolism as well as that of 
numerous other psychotropic medications.  This creates complexity with its own 
dosing as well as concomitant medications. 

 
Stage 2 Stage 2 treatment includes combination treatment with two of the following:  

lithium, valproate, olanzapine, quetiapine, risperidone, or ziprasidone.  The panel 
does not recommend the use of two antipsychotics, but rather suggests the 
combination of lithium plus valproate or lithium or valproate plus an atypical 
antipsychotic (not including clozapine or aripiprazole).  No evidence exists to 
support superior efficacy with the use of two antipsychotics in acute mania.  All 
of the other atypical antipsychotics except aripiprazole and clozapine have 
randomized controlled trial data to support combination use with lithium or 
valproate.  Clozapine is also not recommended here because of its side effect 
profile. 

 
 
Stage 3 In Stage 3, a different two drug combination of medications is recommended, 

drawing from a larger group of medication choices than described in Stage 2.  
Carbamazapine, oxcarbazepine, aripiprazole, and typical antipsychotic agents 
were added as additional choices here.  Again, the panel does not recommend the 
use of two antipsychotic agents during Stage 3.  Preferably, one agent from the 
previous combination would be kept, and change would occur to a different 
second agent.  Clozapine again is not recommended at this stage due to 
monitoring and safety concerns.   
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Stage 4 Stage 4 introduces the option of electroconvulsive therapy (ECT) treatment, as 
well as clozapine or 3-drug combinations.  3-drug combinations would include 
lithium, and an anticonvulsant mood stabilizer (valproate, carbamazapine, or 
oxcarbazepine), plus an atypical antipsychotic.  Clozapine may be added to 
lithium, an anticonvulsant mood stabilizer, or lithium plus an anticonvulsant 
mood stabilizer.  
 
 

Description of Algorithm Stages for Treatment of BDI- Currently Depressed 
 
 
Stage 1:  The first stage has multiple entry points.  First, all patients with bipolar I disorder, 

currently depressed, who are currently receiving a mood stabilizer should have that 
medication dosage optimized before initiation of other medications for bipolar 
depression.  For those patients already taking lithium, it is recommended that the 
lithium dose be optimized to achieve a 12 hour post dose, steady state serum 
concentration ≥ 0.8 mEq/L.  Patients with a history of recent and/or severe mania and 
not currently receiving an antimanic medication should have a mood stabilizer 
initiated (see algorithm for treatment of mania/hypomania and mixed episodes).  If 
depressive symptoms persist after mood stabilizer treatment is optimized, 
lamotritigine is recommended as the Stge 1 medication for depression.  Lamotrigine 
monotherapy is recommended as a first stage option only for those patients without a 
recent and/or severe history of manic symptoms.  Other patients should receive 
lamotrigine plus a mood stabilizer.  

 
Stage 2:  Stage 2 options include quetiapine monotherapy or the olanzapine-fluoxetine 

combination treatment.  An overlap and taper strategy is recommended for mobbing 
from Stage 1 to Stage 2, unless medications are discontinued because of severe 
adverse effects.  In non-responders at Stage 2, the recommendation is to try an 
alternative intervention within Stage 2.  This principal applies to all stages when more 
than one treatment option is available.  New trials from each stage can be labeled 
Stage 2-2, Stage 2-3, etc. 

 
Stage 3:  At this point, the algorithm begins to rely more heavily on open label studies, case 

series, and expert clinical consensus, as only limited data are available on treatment of 
bipolar depression following failure with Stage 2 medications.  Stage 3 treatment 
includes the combination of any two of the four agents already introduced in this 
treatment guideline, namely lithium, lamotrigine, quetiapine, and olanzapine-
fluoxetine combination.  These recommendations are relatively low risk for mania 
induction or cycle acceleration and reflect acute strategies that may be particularly 
effective in longer-term treatment. Once again, two antipsychotics are not 
recommended. 

 
Stage 4:  Stage 4 includes a variety of other treatment options, including ECT and combinations 

that include the use of lithium, lamotrigine, quetiapine, olanzapine-fluoxetine 
combination, valproate, or carbamazapine in combination with an SSRI medication, 
bupropion, or venlafaxine.  SSRI’s include citalopram, escitalopram, fluoxetine, 
paroxetine, sertraline, and fluvoxamine.  SSRI’s are not introduced until Stage 4 
because controlled studies of the use of SSRI’s in patients with bipolar I depression 
are limited, and more recent studies suggest that the efficacy is only modest in this 
population.  Mania induction remains a possibility with SSRI’s and should be 
discussed with the patient.  Given the limited efficacy of lamotrigine in preventing 
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new manic episodes, the addition of an antimanic is recommended when lamotrigine 
is used in combination with a traditional antidepressant (i.e., three-medication 
combination).  The use of two SSRI’s or two antipsychotics is not recommended. 

 
Stage 5:  Stage 5 offers a variety of treatment options with limited empirical evidence in support 

of their use or significant adverse effects.  Stage 5 suggestions include MAOI’s, 
tricyclic antidepressants, other atypical antipsychotics, oxcarbazeine, trials of new 
combinations of drugs included in the algorithm, thyroid supplementation, as well as 
pramipexole, inositol and stimulant adjunctive treatment.  Clinicians may decide to 
use other options from earlier stages not previously used before proceeding to Stage 5.  
Two SSRI’s, two TCA’s, or two antipsychotics are not recommended. 
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