https://doi.org/10.4306/jknpa.2025.64.3.178

ORIGINAL ARTICLE s8] L2l kX2 LT2|S 2025 ()):
J Korean $R$%AHI‘§I‘-O—| ilﬂxl_élll:

Neuropsychiatr Assoc
2025;64(3):178-192

Print ISSN 10154817 E|M™ . QM - I 2L - HEMEY - 2] - o™
Online ISSN 2289-0963 QERIQY . MBS . 2MOIT. HHOO . MESO . AME" - DIAF?
www.jknpa.org O|A - MEQI® . REFM - ZURTY - MBAP
vtEeitielm olmihat FAIYolstmal, RN U FAlYolstal,
*stotrstm o|aithst St simE Y HAZolsmAl HREe HAzizolsta}
“OIRCatm olmteiat AAE e HAIZIZolstmAL
POIRICHEIR olBiThat sherhuse HAZiZolstm A,
R ofnielst HFCHE M HAZIZ|stmAl
"ARBHSIE ofafthat T0|EH HAZIYolsmAL
"miZCHstm olateat MRSt mE Y HAIZIZolstma,
°7bERIcEm olaicet AUMERS HAZIZolEm A
"R HSITElm ofntchat MokER FAZIYolstmAL PEYTHSm ofntthst HAIZIZolstmA,
Sstecstm olutrhat itk atm A HAZIZOlSmA, YIRS HAIZIZolstn}

Korean Medication Algorithm Project for Depressive Disorder
2025 (1): Treatment Strategies for Major Depressive Episode

Won-Seok Choi, MD, PhD™, Young Sup Woo, MD, PhD*,

Won-Myong Bahk, MD, PhD'?, Nak-Young Kim, MD?, Sung-Yong Park, MD*,

Won Kim, MD, PhD®, Jung Goo Lee, MD, PhD®, Chan-Mo Yang, MD, PhD’,

Hyung Mo Sung, MD, PhD?, Sheng-Min Wang, MD, PhD’, Young-Eun Jung, MD, PhD?,
Jong-Hyun Jeong, MD, PhD'®, Se-Hoon Shim, MD, PhD", Kyung Joon Min, MD, PhD",
Sang-Yeol Lee, MD, PhD’, Duk-In Jon, MD, PhD'®, Bo-Hyun Yoon, MD, PhD",
Moon-Doo Kim, MD, PhD®, and Jeong Seok Seo, MD, PhD"

'Department of Psychiatry, College of Medicine, The Catholic University of Korea, Seoul, Korea
2Woo and Bahk Psychiatry Clinic, Seoul, Korea

*Department of Psychiatry, Hanyang University Hospital, Seoul, Korea

“Department of Psychiatry, Keyo Hospital, Uiwang, Korea

Address for correspondence *Department of Psychiatry, Sanggye Paik Hospital, College of Medicine, Inje University, Seoul, Korea
Won-Myong Bahk, MD, PhD ®Department of Psychiatry, Haeundae Paik Hospital, College of Medicine, Inje University, Busan,
Woo and Bahk Psychiatry Clinic, Korea

601, 6F, 36, 63-ro, Yeongdeungpo-gu, "Department of Psychiatry, Wonkwang University Hospital, School of Medicine,

Seoul 07345, Korea . .
Tel  +80-0-6950-7571 Wonkwang University, lksan, Korea

Received May 14, 2025
Revised May 18, 2025
Accepted May 20, 2025

Fax +82-2-6952-7581 8Department of Psychiatry, Soonchunhyang University Gumi Hospital, College of Medicine,
E-mail wmbahk@catholic.ac.kr Soonchunhyang University, Gumi, Korea
“Department of Psychiatry, Jeju National University Hospital, School of Medicine,
Jeong Seok Seo, MD, PhD Jeju National University, Jeju, Korea
Department of Psychiatry, "Department of Psychiatry, St. Vincent’s Hospital, College of Medicine,
Chung-Ang University Gwangmyeong The Catholic University of Korea, Suwon, Korea
Hospital, College of Medicine, ""Department of Psychiatry, Soonchunhyang University Cheonan Hospital, College of Medicine,

Chung-Ang University, 110 Deokan-ro,

Soonchunhyang University, Cheonan, Korea
Gwangmyeong 14353, Korea

Tel  +82-2-9610-9015 2Department of Psychiatry, College of Medicine, Chung-Ang University, Seoul, Korea
Fax +82-0-6298-1508 ®*Department of Esyohiatry, Hallym University Sacred Heart Hospital, Hallym University
E-mail sjs52632@hanmail.net College of Medicine, Anyang, Korea

14 ; ; ; i ;
*These authors contributed equally to Department of Psychiatry, Naju National Hospital, Naju, Korea

this work.

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.

178 Copyright © 2025 Korean Neuropsychiatric Association



KMAP-DD 2025 222435 1 WS Choi, et al.

practice patterns.

Objectives The Korean Medication Algorithm Project for Depressive Disorder 2025 (KMAP-DD
2025) was developed to provide updated, consensus-based pharmacological treatment guide-
lines for major depressive disorders in Korea, reflecting recent clinical evidence and domestic

Methods Survey data for the KMAP-DD 2025 were collected through a structured expert con-
sensus process based on the RAND/UCLA appropriateness method. A revised questionnaire
was sent to 206 experienced Korean psychiatrists, and responses from 97 psychiatrists and 42
child/adolescent psychiatry specialists were analyzed to arrive at a consensus on pharmacologi-
cal strategies for major depressive episodes (MDE).

Results For mild-to-moderate MDE, antidepressant (AD) monotherapy was recommended as
the treatment of choice (TOC), with combination therapies involving mood stabilizers or atypical
antipsychotics (AAP) as secondary options. In severe non-psychotic episodes, AD monotherapy,
AD plus AAP, and dual AD therapy were all first-line options, while for severe psychotic episodes,
AD plus AAP was the TOC. Escitalopram was consistently preferred as the first-line AD, and ar-
ipiprazole and quetiapine as leading AAPs. If initial treatments failed, strategies included switch-
ing or augmenting with another AD, AAP, or augmentation agents such as lithium, which re-
mained the preferred third-line option.

Conclusion Compared to the previous editions, KMAP-DD 2025 showed an increased prefer-
ence for early combination therapies, especially in more severe or psychotic depression, and a
higher reliance on AAPs. These recommendations reflect the evolving clinical trends and the
need for practical, context-specific guidance in Korean practice.

Keywords Major depressive disorder; Pharmacotherapy; Algorithm.
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Table 1. Initial treatment strategies for major depressive episode

Episode First line Second line
Mild to moderate AD monotherapy* AD+AD
AD+AAP
AD+MS
Severe without AD monotherapy AD+MS

psychotic features AD-+AAP AAP monotherapy®
AD+AD
Severe with AD+AAP* AAP monotherapy
psychotic features AD+AD
AD+MS

AD monotherapy

*treatment of choice; 'non-consensus. AD, antidepressant;
AAP, atypical antipsychotics; MS, mood stabilizer.

X|E2XEF HPol AF™ AI™E

A5 Ageh -4 dEA R E5ES RS Y
735, ARAZS 7] Ao o= Hr o] 717HE 7ok =
Aof tigh AR HE 9 F5&E A3t A §hgo] A9
U= AFoll= Har 2450004 Hd| 435, FEAQ ¥-S
Hol= 7 HAa 38504 Hd 695, HAHA FS 5
Hiela] ok 25 & AlslollA A& Rhgo] A9 gl
Zdgolli= Fax 1.950004 2 3.6, F2A Q1 WHg-2 Kol

Table 2. Recommended antidepressants for major depressive
episode

Episode First line Second line

Mild to moderate

Escitalopram* Bupropion

Sertraline Agomelatine
Fluoxetine Milnacipran
Desvenlafaxine Tianeptine
Venlafaxine TCAs
Duloxetine

Paroxetine

Vortioxetine
Mirtazapine

Severe without Escitalopram* Vortioxetine

psychotic features Venlafaxine Milnacipran

Sertraline Bupropion

Desvenlafaxine Agomelatine

Mirtazapine Tianeptine
Paroxetine TCAs
Fluoxetine Esketamine®
Duloxetine
Severe with Escitalopram* Vortioxetine
psychotic features Sertraline Milnacipran
Venlafaxine Agomelatine

Desvenlafaxine Bupropion
Fluoxetine TCAs
Mirtazapine Tianeptine
Paroxetine

Duloxetine

*treatment of choice; Tnon-consensus. TCAs, tricyclic antide-
pressants.

Table 3. Recommended antipsychotics for major depressive epi-
sode

Episode First line Second line
Depressive episode Aripiprazole Olanzapine
without psychotic Quetiapine Risperidone
features Ziprasidone
Depressive episode Aripiprazole* Risperidone

with psychotic Quetiapine* Paliperidone
features Olanzapine Ziprasidone
Amisulpride
Blonanserin

*tfreatment of choice.
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Table 4. Second step treatment strategy for major depressive episode

First line

Second line

Non-response to AD monotherapy Adding AAP

Adding AUG

Switching AD to another AD

Adding AD
Adding AAP
Adding AD

Partial response to AD monotherapy

Non-response to AD+AAP
Adding AAP

Switching AD to another AD

Switching AD to another AD
Adding AUG
Adding AAP
Adding AUG

Switching AAP to another AAP

Partial response to AD+AAP Adding AD

Adding AUG

Switching AAP to another AAP

Adding AAP

Switching AD to another AD

AD, antidepressant; AAP, atypical antipsychotics; AUG, augmenting medications (lithium, valproate, carbamazepine, lamotrigi-

ne, buspirone, psychostimulants, thyroid hormone).
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gAY S 71 tiolli= aripiprazole©] TOCE #
e, quetiapine®] 123} Aoz HIE T Olan-
zapine, risperidone, ziprasidone, amisulpride, blonanserin<-
22 A9 oFE = a3}

JARE S T e Al IRt ES

A4

c

2

F7Vok= 7%, 7120 aripiprazoleS A5l % que-
tiapine, olanzapine, risperidone 1A} A&} QF&E =2 Hi1s}H,
olanzapine®|Y} quetiapineS AFE-%21 72-oll+= aripipra-
zole= TOCZ Hargltc}, Olanzapines AHE5-21 79 que-
tiapine, risperidones F=715H= AL 12} gl o2 Ha1s}m,

quetiapineS AFE-=2l 7% risperidone, olanzapine 571&

Table 5. Recommended antidepressants for inadequate response

Treatment Current L .
. First line Second line
strategy anfidepressant
Antidepressant  SSRIs SNRIs* Bupropion
switching Mirtazapine Vortioxetine
Another SSRIs  Agomelatine
Tianeptine
SNRIs SSRIs Vortioxetine
Mirtazapine Bupropion
Another SNRIs  Agomelatine
Tianeptine
Mirtazapine  SNRIs* Vortioxetine
SSRIs Bupropion
Agomelatine
Tianeptine
Bupropion SSRIs* Vortioxetine
SNRIs* Agomelatine
Mirtazapine Tianeptine
TCAs
Agomelatine SSRIs* Bupropion
SNRIs* Tianeptine
Mirtazapine TCAs
Vortioxetine
Vortioxetine ~ SNRIs* Bupropion
SSRIs* Agomelatine
Mirtazapine Tianeptine
Antidepressant  SSRIs SNRIs Vortioxetine
combination Mirtazapine Another SSRIs
Bupropion Tianeptine
Agomelatine  TCAs
SNRIs Mirtazapine Vortioxetine
SSRIs Another SNRIs
Bupropion Tianeptine
Agomelatine  TCAs
Mirtazapine  SNRIs* Vortioxetine
SSRIs* Agomelatine
Bupropion Tianeptine
TCAs
Bupropion SSRIs* Tianeptine
SNRIs TCAs
Mirtazapine
Agomelatine
Vortioxetine
Agomelatine SSRIs* Tianeptine
SNRIs* TCAs
Bupropion
Mirtazapine
Vortioxetine
Vortioxetine  SNRIs Tianeptine
SSRIs TCAs
Mirtazapine
Agomelatine
Bupropion

*freatment of choice. SSRIs, selective serotonin reuptake inhibi-
tors; SNRIs, serotonin-norepinephrine reuptake inhibitors; TCA,
fricyclic antidepressants.
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Table 6. Recommended antipsychotics to switch for inadequate
response

Current L X

X . First line Second line

antfipsychotics
Antipsychotics  Aripiprazole  Quetiapine Olanzapine
switching for Risperidone
MDE without Ziprasidone
psychotic Paliperidone
features Amisulpride
Blonanserin
Quetiapine  Aripiprazole*  Olanzapine
Risperidone
Ziprasidone
Paliperidone
Amisulpridet
Blonanserin
Antipsychotics  Aripiprazole  Quetiapine Paliperidone
switching Olanzapine Ziprasidone
for MDE with Risperidone Amisulpride
psychotic Blonanserin
features Olanzapine  Aripiprazole Paliperidone
Quetiapine Amisulpride
Risperidone Ziprasidone
Blonanserin
Quetiapine  Aripiprazole Paliperidone
Olanzapine Amisulpride
Risperidone Ziprasidone
Blonanserin

*freatment of choice; fnon-consensus. MDE, major depressive
episode.
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Table 7. Recommended antipsychotics to add for inadequate re-
sponse

Current L .
. X First line Second line
anfipsychotics
Adding Aripiprazole* Olanzapine
antipsychotics Quetiapine  Risperidone
for MDE without Ziprasidone
psychotic Blonanserin
features Amisulpride
Adding Aripiprazole Quetiapine  Paliperidone
antipsychotics Olanzapine  Amisulpride
for MDE with Risperidone  Ziprasidone
psychotic Blonanserin
features Olanzapine  Aripiprazole*  Amisulpride
Quetiapine  Paliperidone
Risperidone  Ziprasidone
Blonanserin
Quetiapine  Aripiprazole* Paliperidone
Risperidone  Amisulpride
Olanzapine  Ziprasidone
Blonanserin

*tfreatment of choice. MDE, major depressive episode.
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Table 8. Third step treatment strategies for major depressive episode without psychotic features

Current 2nd step strategy First line Second line
AD monotherapy after switching to another AD Adding AAP* Adding AUG
Adding another AD Switching AD to another AD
Combination of two ADs Adding AAP Adding AUG

Switching AD fo AAP
Switching AD fo another AD
Switching AAP to another AAP
Adding another AD

Switching AD to another AD

Combination of AD and AAP

Combination of AD and AAP after switching AD
to another AD

Switching AAP to another AAP
Adding another AD
Adding another AAP

Switching AD to AUG
Adding another AD

Adding AUG

Adding another AAP
Switching AAP to MS
Switching AAP to AD
Switching AD to another AD
Switching AAP to AD
Switching AAP to MS

Adding AUG

Combination of AD and AAP after switching AAP
to another AAP

Adding another AD
Switching AAP to another AAP

Switching AAP to MS
Switching AAP to AD

Switching AD to another AD
Adding another AAP
Adding AUG

Combination of two ADs and AAP

Switching AAP to another AAP
Adding AUG

Switching AD to another AD
Adding another AAP

Switching one AD to AUG
Switching AAP to MS
Adding another AD
Switching AAP to AD

*tfreatment of choice. AD, antidepressant; AAP, atypical antipsychotics; AUG, augmenting medications (lithium, valproate, car-
bamazepine, lamoftrigine, buspirone, psychostimulants, thyroid hormone); MS, mood stabilizers.
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Table 9. Third step treatment strategies for major depressive episode with psychotic features

Current 2nd step strategy First line Second line
Combination of AD and AAP after switching AD Switching AAP to another AAP Switching AD to another AD
to another AD Adding another AAP Adding AUG

Adding another AD

Combination of AAP and two ADs

Switching AAP to another AAP
Adding another AAP

Switching one AD to MS
Adding another AD

Switching AD to another AD
Adding AUG

Combination of AD and AAP after switching AAP
to another AAP

Adding another AAP
Adding another AD

Switching AAP to another AAP
Switching AD to another AD
Adding AUG

Combination of AD and two AAPs

Switching AAP to another AAP
Adding another AD

Switching one AAP to MS
Adding another AAP

Adding AUG
Switching AD to another AD

AD, antidepressant; AAP, atypical antipsychotics; AUG, augmenting medications (lithium, valproate, carbamazepine, lamotrigi-
ne, buspirone, psychostimulants, thyroid hormone); MS, mood stabilizers.

Table 10. Recommended augmenting medication

First line Second line
Depressive episode without Lithium Lamotrigine
psychotic features Buspirone
Valproate
Methylphenidate
Depressive episode with Lithium Valproate
psychotic features Lamotrigine
Buspirone

Carbamazepine
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143),® 183 o] KMAP-DD 2025914 1332 74 4= 9ok

=] =] = > [e) =] o = =
sh= o2 YEh, 7HE0l 53] 55 Afehe] A 7oA A A Fe US| o2 55 ABtelA 27H4] &
5 o > =] = =35 [elRe) 5 > >
HEamS da 9 279 AesHA He Aoz 258 A9 Wekawo] 7|& 22 AdEoA 13} dejos M7
Mild to moderate
1st step AD
A
2nd step AD ‘ AD+AD ‘ ‘ AD+AAP ‘
Y 4
3rd step AD+AD AD+AAP 2ADs+AAP
A
Severe episode without psychotic features
1st step AD ‘ AD+AAP ‘ ‘ AD+AD ‘
2nd step AD ‘ AD+AAP ‘ ‘ 2ADs+AAP ‘
3rd step AD+AD AD+AAP ‘ 2ADs+AAP ‘ ‘ AD+2AAPs ‘ ‘ 2ADs+AAP+AUG ‘ ‘ 2AD+2AAPs
B
Severe episode with psychotic features
\ 4
1st step
2nd step AD+AAP
3rd step AD+AAP H AD+2AAPs H 2ADs+AAP H AD+AAP+AUG H 2ADs+2AAPs H 2ADs+AAP+AUG H AD+2AAPs+AUG

Fig. 1. Korean Medication Algorithm Project for Depressive Disorder 2025. A: Mild to moderate episode. B: Severe episode without
psychotic features. C: Severe episode with psychotic features. AD, antidepressant; AAP, atypical antipsychotics; AUG, augmenting
medications (lithium, valproate, carbamazepine, lamotrigine, buspirone, psychostimulants, thyroid hormone).
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