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Objectives Treatment guidelines or an algorithm can help clinicians implement better practices
and clinical decisions. Therefore, the Korean Medication Algorithm Project for Bipolar Disorder
2022 (KMAP-BP 2022) was revised again through a consensus of expert opinion. The diagnosis
and treatment of mixed features are not simple, and there are many things to discuss. We de-
scribe the preferences and recommendations from KMAP-BP 2022 for the treatment of mood
episodes with mixed features.

Methods We revised the KMAP-BP 2018 questionnaire and conducted the survey with expert
clinicians. Out of ninety-three members of the review committee, eighty-seven completed the
survey. We analyzed the answers, discussed the data, and held a clinician hearing.

Results In first-step strategies for mixed features with more manic symptoms, a combination of
a mood stabilizer and an atypical antipsychotic is the treatment of choice. Mood stabilizer
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tures.

monotherapy and atypical antipsychotic monotherapy are preferred strategies. For mixed fea-
tures with more depressive symptoms, a combination of mood stabilizer and atypical antipsy-
chotic, a combination of atypical antipsychotic and lamotrigine (LMT), atypical antipsychotic
monotherapy, a combination of mood stabilizer and LMT, and mood stabilizer monotherapy are
preferred. For mixed features with similar manic symptoms and depressive symptoms, a combi-
nation of mood stabilizer and atypical antipsychotic, atypical antipsychotic monotherapy, and
mood stabilizer monotherapy are preferred.

Conclusion For mixed features, a combination of mood stabilizer and atypical antipsychotic is
generally preferred, and LMT is preferred for depressive symptoms. Compared with KMAP-BP
2018, more diverse strategies and drugs are being attempted for the treatment of mixed fea-

Keywords Bipolar disorder; KMAP-BP 2022; Pharmacotherapy; Mixed features.
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Table 1. Treatment strategies of acute episodes with mixed features

Episode First-line Second-line
Mixed features with  MS+AAP* MS+MS’
more manic AAP monotherapy AAP+LMT
symptoms MS monotherapy  LMT monotherapy
MS+LMT
TAP monotherapy
MS+AD
Mixed features with  MS+AAP LMT monotherapy
more depressive  AAP+LMT MS+MS’
symptoms AAP monotherapy MS+AD
MS+ LMT AAP+AD
MS monotherapy  TAP monotherapy
Mixed features with  MS+AAP MS+LMT
similar manic AAP monotherapy MS+MS’
and depressive MS monotherapy ~ AAP+LMT
symptoms LMT monotherapy
MS+AD
AAP+AD

TAP monotherapy

*freatment of choice. MS, mood stabilizers including carbamaze-
pine, lithium, and valproate; AAP, atypical antipsychotics includ-
ing aripiprazole, olanzapine, quetiapine, risperidone and ziprasi-
done; LMT, lamotrigine; MS’, alternative mood stabilizer; TAP,
typical antipsychotics; AD, antidepressants
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Table 2. The second-step treatment strategies of acute episodes
with mixed features in case of non-sufficient response for the first-
step treatment: mixed features with more manic symptoms

First-step strategy First-line Second-line
MS monotherapy  MS+AAP* AAP monotherapy
MS+MS’ MS monotherapy
MS+other AAP
MS+LMT
LMT monotherapy
AAP monotherapy AAP+MS AAP' monotherapy
AAP+AAP’ MS monotherapy
Other AAP monotherapy
AAP+other AAP
LMT monotherapy
AAP+LMTH
MS+AAP MS'+AAP MS+MS'’
combination MS+AAP’ MS+AAP+other AAP
MS+AAP+MS’  AAP+LMT
MS+AAP+AAP' MS+LMT
AAP+AAP’ MS+AAP+LMT?

*freatment of choice; Tnon-consensus. MS, mood stabilizers in-
cluding carbamazepine, lithium, and valproate; AAP, atypical
antipsychotics including aripiprazole, olanzapine, quetiapine,
risperidone and ziprasidone; MS’, alternative mood stabilizer;
AAP’, alternative atypical antipsychotics; other AAP, atypical
antipsychotics not approved for treating bipolar disorder by the
Korean Ministry of Food and Drug Safety including amisulpride,
blonanserin, paliperidone, and zotepine; LMT, lamotrigine; AD,
antidepressants
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Table 3. The second-step treatment strategies of acute episodes
with mixed features in case of non-sufficient response for the first-
step treatment: mixed features with more depressive symptoms

First-step strategy First-line Second-line

MS monotherapy MS+AAP

MS’ monotherapy

MS+LMT LMT monotherapy
MS+MS’ AAP monotherapy
MS+other AAP
MS+AD
AAP AAP+MS AAP’ monotherapy
monotherapy  AAP+LMT LMT monotherapy
AAP+AAP’ MS monotherapy
Other AAP monotherapy
AAP+other AAP
AAP+AD
MS+AAP MS+AAP’ AAP+AAP’
combination MS+AAP+MS'  AAP+LMT
MS+AAP+AAP'  MS+LMT
MS+AAP+LMT ~ MS+MS’
MS'+AAP MS+AAP+other AAP
MS+AAP+AD
MS+LMT MS+LMT+AAP  MS'+LMT
combination AAP+LMT MS+AAP
MS+LMT+MS’
MS+MS*
MS+LMT+AD
MS+AD MS+AD+AAP MS’+AD
combination MS+AAP AAP+AD
MS+AD+LMT MS+AD+MS’
LMT+AD
MS+LMT
MS+AD’
MS+MS'’
MS+AD+other AAP
MS+AD+AD’
AAP+LMT AAP+LMT+MS  MS+LMT
combination AAP'+LMT AAP+MS
AAP+LMT+AAP' AAP+AAP’
AAP+LMT+AD
AAP+AD AAP+AD+MS AAP'+AD
combination AAP+AD+LMT  MS+AD
AAP+MS
AAP+AD+AAP’
AAP+LMT
AAP+AD’
AAP+AAP’
AAP+AD+other AAP
AAP+AD+AD’
LMT+AD
LMT LMT+AAP MS monotherapy
monotherapy  LMT+MS AAP monotherapy
LMT+other AAP
LMT+AD

MS, mood stabilizers including carbamazepine, lithium, and
valproate; AAP, atypical antipsychotics including aripiprazole,
olanzapine, quetiapine, risperidone and ziprasidone; LMT, lo-
motrigine; AD, antidepressants; MS’, alternative mood stabilizer;
AAP’, alternative atypical antipsychotics; other AAP, atypical
antipsychotics not approved for treating bipolar disorder by
the Korean Ministry of Food and Drug Safety including amisul-
pride, blonanserin, paliperidone, and zotepine; AD’, alternative
antidepressants
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Table 4. The second-step treatment strategies of acute episodes
with mixed features in case of non-sufficient response for the first-
step treatment: mixed features with similar manic and depressive
symptoms

Second-line

MS+LMT

AAP monotherapy
MS’ monotherapy
LMT monotherapy
MS+other AAP
MS+AD

AAP+LMT

AAP’ monotherapy

MS monotherapy

Other AAP monotherapy
AAP+other AAP

LMT monotherapy
AAP+AD

AAP+AAP’

First-line
MS+AAP
MS+MS'’

First-step strategy

MS monotherapy

AAP+MS
AAP+AAP’

AAP monotherapy

MS'+AAP
MS+AAP’ MS+MS’
MS+AAP+MS’  MS+AAP+Other AAP
MS+AAP+AAP' AAP+LMT
MS+AAP+LMT  MS+LMT
MS+AAP+AD

MS'+LMT
MS+LMT+MS'
MS+MS*
MS+LMT+AD

MS'+AD

MS+MS’
MS+AD+MS’
MS+LMT
MS+AD+LMT
AAP+AD

MS+AD'
MS+AD+other AAP
MS+AD+AD’
LMT+AD

AAP+LMT+AAP’
MS+LMT
AAP+AAP’
AAP+LMT+AD

MS+AD

AAP+AAP’
AAP+LMT
AAP+AD+LMT
AAP'+AD
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