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Objectives The Korean Medication Algorithm Project for Bipolar Disorder (KMAP-BP) is an ex-
pert consensus—based guideline for the pharmacological treatment of bipolar disorder. In re-
sponse to ongoing advances in treatment, the guidelines were revised to provide updated and
clinically relevant recommendations.

Methods A structured questionnaire on the pharmacological treatment of manic and hypoman-
ic episodes was distributed to 90 review committee members, of whom 67 (74.4%) completed
the survey. Each treatment strategy or option was rated on a nine-point scale. The options were
classified as first-, second-, or third-line, based on the lower bound of the 95% confidence inter-
val of the mean score. The executive committee finalized the algorithm after reviewing the statisti-
cal results and available scientific evidence.

This is an Open Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License (https://creativecommons.org/licenses/by-nc/4.0) which
permits unrestricted non-commercial use, distribution, and reproduction in any medium, provided the original work is properly cited.
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Results For mania without psychotic features, the first-line strategies included combination ther-
apy with a mood stabilizer and an atypical antipsychotic, mood stabilizer monotherapy, and atypi-
cal antipsychotic monotherapy. For mania with psychotic features, combination therapy was the
treatment of choice, and atypical antipsychotic monotherapy was also first-line. When the initial
treatment was insufficient, switching to or adding another first-line agent was recommended, with
an earlier transition to combination therapy after an inadequate response to monotherapy. Com-
pared with the previous revision, risperidone received a higher recommendation level, and lurasi-
done was newly added as an alternative atypical antipsychotic. Atypical antipsychotic-based strat-
egies were recommended more broadly across the treatment steps. For hypomania, mood
stabilizer monotherapy, atypical antipsychotic monotherapy, and combination therapy were all
recommended as first-line options.

Conclusion The 2026 KMAP-BP revision maintains a stepwise treatment approach while reflect-
ing updated clinical preferences and newly available medications.

Keywords Bipolar disorder; Manic episode; Hypomanic episode; Pharmacotherapy; Algorithm.
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Episode

First-line

High second-line Low second-line

Manic episode without psychotic features MS+AAP

- MS+MS’

MS monotherapy

AAP monotherapy

Manic episode with psychotic features MS+AAP*

AAP monotherapy

Hypomanic episode

MS monotherapy -

- MS monotherapy
MS+MS’
MS+MS’

AAP monotherapy

MS+AAP

*freatment of choice. MS, mood stabilizer; AAP, atypical antipsychotics including aripiprazole, lurasidone, olanzapine, quetiapine,
risperidone, and ziprasidone; -, not available; MS’, another mood stabilizer.

Table 2. Preferred mood stabilizer and antipsychotics for the treatment of acute manic/hypomanic episode

Episode Treatment

First-line High second-line Low second-line

Manic episode without Monotherapy

psychotic features Combination with LIT
Combination with VAL
Manic episode with Monotherapy
Combination with LIT
Combination with VAL

Monotherapy

psychotic features

Hypomanic episode

VAL, LIT, QUE, OLA, ARI, RIS -
QUE, ARI, OLA, RIS

ARI, QUE, OLA, RIS

OLA, ARI, QUE, RIS, VAL
OLA*, QUE*, ARI, RIS

OLA*, QUE*, ARI, RIS

AR, LIT, VAL, QUE, OLA, RIS

LUR, ZIP, CBZ, oAAP

LUR, ZIP OAAP
LUR, ZIP OAAP
LIT, ZIP, LUR CBZ, oAAP
LUR, ZIP OAAP
LUR, ZIP OAAP
LUR, ZIP CBZ, oAAP

*freatment of choice. LIT, lithium; VAL, valproate; QUE, quetiapine; OLA, olanzapine; ARI, aripiprazole; RIS, risperidone; -, not avail-
able; LUR, lurasidone; ZIP, ziprasidone; CBZ, carbamazepine; oAAP, other atypical antipsychotics including amisulpride, blonanserin,

paliperidone, and zotepine.
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Table 4. Preferred treatment after inadequate response to second-step strategy for manic episode

Initial treatment

Clinical feature First-line High second-line Low second-line
strategy
LIT+VAL+AAP Without psychotic features Switch AAP to AAP’ - Switch LIT/VAL to CBZ
Add AAP’ Apply CLZ
Switch LIT/VAL to AAP’ Apply ECT
Add CBZ
Swifch AAP to CBZ
With psychotic features Add AAP’ Apply CLZ Switch LIT/VAL to CBZ
Switch AAP to AAP’ Apply ECT Add CBZ
Switch LIT/VAL to AAP’ Switch AAP to CBZ
LIT/VAL+2AAPs Without psychotic Switch AAP to AAP’ Add AAP’ Apply CLZ
features Switch AAP to MS’ Add MS’ Apply ECT
Switch MS to MS’ Switch MS to AAP’
With psychotic features Switch AAP to AAP’ Add AAP’ -
Switch MS to MS’ Switch AAP to MS’
Add MS’
Apply CLZ
Apply ECT
Switch MS to AAP’
2AAPs Without psychotic features ~ Add MS - Add AAP
Switch AAP to MS Apply CLZ
Switch AAP to AAP’ Apply ECT
With psychotic features Add MS Add AAP Apply CLZ
Switch AAP to MS Apply ECT
Switch AAP to AAP’
2MSs Without psychotic feafures  Switch MS to AAP Switch MS to MS’ Add MS’
Add AAP Apply ECT
Apply CLZt
With psychotic features Add AAP* - Switch MS to MS’
Switch MS to AAP Apply CLZ
Apply ECT
Add MS’

*freatment of choice; 'Tnon-consensus. LIT, lithium; VAL, valproate; AAP, atypical antipsychotics including aripiprazole, lurasidone,
olanzapine, quetiapine, risperidone, and ziprasidone; MS, mood stabilizer; AAP’, another atypical anfipsychotics; MS’', another
mood stabilizer; -, not available; CLZ, clozapine; ECT, electroconvulsive therapy; CBZ, carbamazepine.
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Manic episode without
psychotic features
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—
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first-line AAP

Switch to an alternate
2nd STEP

first-line agent

Combination of
two first-line agents

Combination of
three first-line agents
(e.g., 2MSs+AAP, MS+2AAPs)

el RN

3rd STEP ‘ LIT/VAL+AAP ‘ ‘ LIT/VAL+AAP ‘ ‘

2AAPs ‘ ‘ LIT/VAL+2AAPs ‘ LIT/VAL+2AAPs

A

Manic episode with
psychotic features

Ist STEP AAP monotherapy

L —

T

LIT/VAL+first-ine AAP

(OLA/QUE/ARI/RIS)

Za-l=aN

(OLA/QUE/ARI/RIS)

Switch to an alternate
first-line AAP

2nd STEP

LIT/VAL+first-line AAP

Combination of
three first-line agents
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L L\

3rd STEP ‘ LIT/VAL+AAP ‘ ‘

2AAPs ‘ ‘ LIT/VAL+2AAPs

‘ LIT+VAL+AAP ‘ ‘LIT+VAL+2AAPS

B

Fig. 1. Korean Medication Algorithm for Bipolar Disorder 2026: manic episode. First-line AAP include QUE, ARI, OLA, and RIS. First-line
agents include VAL, LIT, QUE, OLA, ARI, and RIS. A: Manic episode without psychotic features. B: Manic episode with psychotic features.
Electroconvulsive therapy can be applied by clinician’s decision in anytime. LIT, lithium; VAL, valproate; AR, aripiprazole; OLA, olanzapine;
QUE, quetiapine; RIS, risperidone; AAP, atypical antipsychotics including aripiprazole, olanzapine, quetiapine, lurasidone, risperi-

done, and ziprasidone; MS, mood stabilizer.
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