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Objectives After the Korean Medication Algorithm Project for Bipolar Disorder (KMAP-BP) was
developed in 2002, its fifth revision was completed in 2022 to reflect the recent rapid develop-
ments and research into bipolar disorder and its psychopharmacology.

Methods According to the methodology for previous versions, the depressive episode section
of KMAP-BP 2022 was revised based on a survey consisting of 11 questions. Among ninety-
three experts, eighty-seven members of the review committee (93.5%) completed the survey.
The executive committee analyzed the results and discussed the final production of an algorithm
by considering the scientific evidence.

Results  Overall, the results from this study showed little change in comparison with previous
versions of KMAP-BP. However, there have been significant changes in recommendations over
the span of about 20 years. The preferences for lamotrigine and atypical antipsychotics, especially
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aripiprazole, quetiapine, and olanzapine, have shown a tendency to continuously increase, but
the preferences for risperidone and ziprasidone have not increased, but have decreased. More-
over, the preference for typical antipsychotics has significantly decreased. Additionally, concerns
over the use of antidepressants in bipolar depression have been raised, and their use is not rec-
ommended in KMAP-BP 2022 as a first-line treatment.

Conclusion Pharmacotherapy for acute depressive episodes with various clinical progressions
and various subtypes still shows diversity, compared to pharmacotherapy for mania. We look
forward to the development of bipolar depressive, episode-specific therapeutic drugs in the fu-
ture, and hope the fifth update of KMAP-BP will be a complementary option for clinicians and
their patients with bipolar disorder.

Keywords Bipolar disorder; Depressive episode; Pharmacotherapy; KMAP-BP 2022.
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KMAP-BP 2022 for Depressive Episode without Psychotic Features
Mild to moderate depressive episode ‘ ‘ Severe depressive episode without psychotic features
Ist Monotherapy with
Step LIT/VAL LMT or MS+AAP AAP+LMT MS+LMT
ARI/QUE/OLA
Switch to an Combination of Switch MS o . Switch AAP to Switch
2nd ) Add Add Switch MS to Add
alternate two first-line an alternate AAP an alternate LMT to
an
Step MS or AAP agents LT MS AAP AAP MS an AAP
3rd No first-line strategy was recommended in third-step;
Step Adding clozapine, buspirone, stimulant, or thyroid hormone were recommended as 2nd-line
A If needed, ECT or rTMS can be applied at any step
KMAP-BP 2022 for Depressive Episode with Psychotic Features
Severe depressive episode with psychotic features
1st
MS+AAP* AAP+LMT
Step
2nd Switch MS o Switch MS to Switch AAP to
Step Add LMT an alternate MS an AAP Add AAP an alternate AAP Add MS
3rd No first-line strategy was recommended in third-step;
Step adding clozapine, buspirone, stimulant, or thyroid hormone were recommended as 2nd-line
B If needed, ECT or rTMS can be applied at any step

Fig. 1. Korean Medication Algorithm for Bipolar Disorder 2022 (KMAP-BP 2022): Depressive episode. A: Depressive episode without
psychotic features. B: Depressive episode with psychotic features. *treatment of choice. AAP, atypical antipsychotics including aripipra-
zole, olanzapine, quetiapine, risperidone and ziprasidone; ARI, aripiprazole; ECT, electroconvulsive therapy; LIT, lithium; LMT, lamotrigi-
ne; MS, mood stabilizers including carbamazepine, lithium and valproate; OLA, olanzapine; QUE, quetiapine; rTMS, repetitive transcra-
nial magnetic stimulation; VAL, valproate.
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Y FAAYAER wAsh= Zlo] 12 Ho|qlnt. 7] A=Fo|ar, FE vk uf v E A OHE, lamotrig-
ARt Fe-2A o] WA me| FEREY wio] v]AF 3 ine, Tz THE 7 EREA 7} 1A} Mol Qi) 71 E2 A
AR E= Jamotrigine 57}, 7122 AAS lamotrigi- A2} lamotrigine W&ol Fu-3-d wlof v]HE FAAl
nel® WA, 7| E2HAE thE 7| E2EA R wA7F 1A BHokE 371 lamotrigines BIA R A FER 1A, 7]

Table 1. Initial treatment strategies for bipolar depressive episode

Severity of episode First-line Second-line
Mild to moderate depressive episode MS monotherapy MS+LMT
LMT monotherapy MS+AD
AAP monotherapy AAP+AD
MS+AAP
AAP+LMT
Severe depressive episode without psychotic features MS+AAP MS monotherapy
AAP+LMT LMT monotherapy
MS+LMT AAP monotherapy?
MS+AD
AAP+AD
Severe depressive episode with psychotic features MS+AAP* MS monotherapy
AAP+LMT LMT monotherapy
AAP monotherapy?®
AAP+AD
MS+AD
MS+LMT

*freatment of choice; Tnon-consensus. AAP, atypical antipsychotics including aripiprazole, olanzapine, quetiapine, risperidone and
ziprasidone; AD, antidepressant; LMT, lamotrigine; MS, mood stabilizer including carbamazepine, lithium, and valproate

Table 2. Initial choice of mood stabilizer and atypical antipsychotics as monotherapy or combination therapy for bipolar depressive epi-
sode

Clinical features Treatment strategy First-line Second-line
Depressive episode without psychotic features Monotherapy Lithium Carbamazepine
Lamotrigine Risperidone
Valproate Ziprasidone
Aripiprazole
Quetiapine
Olanzapine
Combination therapy Lithium Carbamazepine
Lamotrigine Risperidone
Valproate Ziprasidone
Aripiprazole Other AAP
Quetiapine
Olanzapine
Depressive episode with psychotic features Monotherapy Lithium Carbamazepine
Lamotrigine Risperidone
Valproate Ziprasidone
Aripiprazole Other AAP
Quetiapine
Olanzapine
Combination therapy Aripiprazole Ziprasidone
(atypical antipsychotics) Quetiapine Other AAP
Olanzapine
Risperidone

‘Other AAP" means 'Other atypical antipsychotics including amisulpride, blonanserin, paliperidone and zotepine’
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