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Objectives The Korean Medication Algorithm Project for Depressive Disorder (KMAP-DD) has
been continuously revised. The sixth edition reflected new findings and the latest trends in the
areas of pharmacological treatment. This study aimed to suggest strategies and treatment op-
tions according to the subtype of depression using data from the KMAP-DD-2025.
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Methods A total of 136 psychiatrists with clinical experience in depressive disorders were se-
lected. The questionnaires for KMAP-DD 2025 were sent to these participants via mail. The
KMAP-DD 2025 comprises overall treatment strategies and treatment options under specific cir-
cumstances. Each treatment strategy or treatment option was evaluated with an overall score of
nine and was divided into three phases of recommendation.

Results For persisting depressive disorder, antidepressant monotherapy including selective se-
rotonin reuptake inhibitor (SSRI), serotonin-norepinephrine reuptake inhibitor (SNRI), bupropion,
agomelatine, vortioxetine, and mirtazapine, and combination therapy of antidepressants with
atypical antipsychotics were recommended as first-line medications. For melancholia of major
depressive disorder, SSRI, SNRI, mirtazapine, vortioxetine, milnacipran, bupropion, and agomel-
atine were recommended as first-line medications. For mixed features, escitalopram, sertraline,
desvenlafaxine, fluoxetine, paroxetine, bupropion, aripiprazole, quetiapine, olanzapine, valproate,
lithium, and lamotrigine were recommended as first-line medications. For anxious distress, esci-
talopram, sertraline, paroxetine, desvenlafaxine, venlafaxine, mirtazapine, fluoxetine, duloxetine,
aripiprazole, quetiapine, and olanzapine were recommended as first-line medications.

Conclusion The preferences of experts regarding antidepressants, mood stabilizers, and anti-
psychotics differed according to the subtype of depression. These findings suggest that experts
treat patients with a major depressive disorder after considering the depression subtype.

Keywords Korean Medication Algorithm Project; Major depressive disorder;
Persistent depressive disorder; Subtype.
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Table 1. Treatment strategy in patients with persisting depressive
disorder

First line Second line
AD monotherapy AD+AD
AD+AAP AD+MS

AAP monotherapy

AD, antidepressant; AAP, atypical antipsychotics; MS, mood
stabilizer.
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First line Second line
AD+AAP AAP monotherapy
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MS monotherapy
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AD+AD
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Table 4. Treatment options (antipsychotics and mood stabilizers)
in patients with major depressive disorder, mixed features

First line Second line Third line
Aripiprazole Risperidone Clozapine
Quetiapine Ziprasidone Typical antipsychotics
Olanzapine Other AAP*

Valproate Carbamazepine
Lithium
Lamotrigine

*amisulpride, blonanserin, paliperidone. AAP, atypical antipsy-
chofics.

Table 5. Treatment strategy in patients with major depressive dis-
order, anxious distress

First line Second line
AD monotherapy AD+AD
AD+AAP AD+MS

AAP monotherapy

AD, antidepressant; AAP, atypical antipsychotics; MS, mood
stabilizer; TAP, typical antipsychotics.

Table 3. Treatment options (antidepressants) in patients with ma-
jor depressive disorder, mixed features

AD, antidepressant; AAP, atypical anfipsychotics; MS, mood
stabilizer.

Table 6. Treatment options (antidepressants) in patients with ma-
jor depressive disorder, anxious distress

First line Second line Third line

First line Second line Third line

Escitalopram Venlafaxine Tianeptine

Sertraline Desvenlafaxine  Esketamine (nasal spray)
Fluoxetine Agomelatine

Bupropion Duloxetine

Paroxetine Mirtazapine

Vortioxetine
Milnacipran
TCAs

Escitalopram Vortioxetine Esketamine (nasal spray)

Sertraline Agomelatine
Paroxetine Milnacipran
Desvenlafaxine Bupropion
Venlafaxine Tianeptine
Mirtazapine TCAs
Fluoxetine

Duloxetine

TCAs, tricyclic antidepressants.
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Table 7. Treatment options (antipsychotics and mood stabilizers)
in patients with major depressive disorder, anxious distress

First line Second line Third line
Aripiprazole Risperidone Clozapine
Quetiapine Lithium
Olanzapine Valproate

Lamotrigine
Ziprasidone
Other AAP*

Carbamazepine

*amisulpride, blonanserin, paliperidone. AAP, atypical antipsy-
chotics.
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