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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.
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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.

www,jknpa.org 181



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

£ 4% 24 315004 Ho) 5757 K UE S )
cheloh SEon], AN oS FUe $-2 A8}
& ¥hgo] 7)o] gkl H2: 185014 Hej 335,
BRS Holl Aol A4 28504 Hth 52

b B S =
F7H oA HEARE $A5H: 208 SHs E
9

ABtol A
sestac

A PS FUE FR92goN0) $F A8 B4
o 4 1% APAPORES Folsiele ), 1 A2 wuE

215004 2o} 425,
3354 Hf 6.7

FeoSMsl| 28] ExlE

oo
ok —11;
o
>
¢
It
U
2
it
1o
=
oo
o
£
rir
o,
Ho
=2
I
oX
ot
otk

£ TAIRY nA|, v =AY

2 ikl 22 A8 o 2= Aslefs

X o N o
N
u
bl
r
4
|o

22 oX

TR A T o )

e rlo
oM,
o
=2

31!4
o K
o

_=3
o
ru
ot
oX,
a3
o
.
it
o
£
oyl
o

2 10
i
o

Ay
N
ﬁ
fr

o Kl

B
P
)
lo
fu
=
)
ol
o
r\j
12
-z
Shs
iy
rO
AI‘

o
41 X
ool
o 1Ir
o
N

fa
bt £
By
2o
)
o
fru
)
=
o
_EL o2
N
-
Jluge:)
o
i
rir
oz
Lo
18
o

N
i
©
s
P
lzm
&

20| X Zf2 2| AMEH

Z27] F9-2A Amel AR} Hhg-& HolA| gof thE
FAR WA S A ojutt AR wAE Al
Alof] tiafj A, wkeF 7]&=of] SSRI OF=2 AHS- &<l 7-9-2hd
SNRIA oF=29] WAE TOCRE, SSRIA k& F o} oF
2 3O mirtazapine 2 ®2 WASI= AL 13} Ao m A
Sitt. 71&0l SNRIA| oF =5 AH&-sRaL QIITH, mirtazap-
ineo|L} SSRI 9F&, 3-8 SNRI oF& UlojlA] t}2 oFEE W
A& A& Harstc}, MirtazapineS AR5kl S o=
SNRIA| oF&& wAshH= 2% TOCE HaLskal, SSRI oF&
2 wAlshs A 9] 13} A9 o2 Pugit}, Bupropions
ARESEAL Q1S 75, SSRI Y SNRI Al FE2 2] wA)|7}
TOCH LW, mirtazapines 12 oA =2 YLt
Agomelatines A 50| o= SSRI ¥ SNRIA|
OFE R WA|3H= AL TOCE, mirtazapine ¥ vortioxetine
o290 WA= 12} Aoz P} Vortioxetineo] 4 2]
1A Alefl= SNRI, SSRIE TOCE, mirtazapine= 12} oF&
&2 fagich,

71E AR R FF-2A0l M Fe-EAIR 2

A<

Mo

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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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 2025014 1332 74 4= 9ok
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5 o > =] = =35 [elRe) 5 > >
HEamS da 9 27 AesHA He Aes 258 A9 Hekawo] 7|& 2 dEoA 13} deos M7y
Mild to moderate
1st step AD
Y
2nd step AD ‘ AD+AD ‘ ‘ AD+AAP ‘
Y Y
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
A4
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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