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Objectives The Korean Medication Algorithm Project for Depressive Disorder (KMAP-DD) is a
consensus-based medication guideline. To reflect advances in pharmacotherapy for depressive
disorders, we have undertaken a fourth revision of the KMAP-DD.

Methods The review committee for the new version of the KMAP-DD (KMAP-DD 2021) includ-
ed 143 Korean psychiatrists with clinical experience in the field of depressive disorders. Each
treatment strategy or treatment option was evaluated with an overall score of nine, and the treat-
ment option was categorized into the three levels of recommendation of primary, secondary, and
tertiary.
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er AD was recommended.

Results The first-line pharmacotherapeutic strategy for mild to moderate major depressive epi-
sodes (MDE) was antidepressant (AD) monotherapy. For severe MDE without psychotic features,
AD monotherapy or the combination of AD and atypical antipsychotics (AAP) was the first-line
strategy. The combination of AD and AAP was recommended as the first-line for the MDE with
psychotic features as well. When treatment response to initial AD monotherapy was insufficient,
a combination of AAP or another AD was recommended. In the case of unsatisfactory response
to initial treatment with an AD and AAP combination, switching to another AAP or adding anoth-

Conclusion Generally, there were no significant changes in the recommendations for MDE
management in the KMAP-DD 2021 compared to previous versions. However, it was notable
that the preference for the use of AAP and AD with the novel mechanism of action including vor-
tioxetine and agomelatine increased.

KEYWORDS Major depressive disorder; Pharmacotherapy; Algorithm.
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reuptake inhibitor, ©]5} SSRI)J+= escitalopram, fluoxetine,
paroxetine, sertraline®| Z3E A3, A ZEY -2 ofujy|
2 &4 A A (serotonin—norepinephrine reuptake inhib-
itor, ©|3} SNRI)9Jl+= duloxetine, venlafaxine, milnacipran,
desvenlafaxine®|, 484 3F9--&A(tricyclic antidepressant,
0]} TCA)ofl+= amitriptyline, clomipramine, imipramine,
nortriptyline®], B] & T2 Al¥H k= (atypical antipsychot-
ics)oll+= amisulpride, aripiprazole, blonanserin, clozapine,
olanzapine, paliperidone, quetiapine, risperidone, ziprasi—
done®], 12|31 7]€} 7}8loFEofl = lithium, valproate, car—
bamazepine 5 7] Z&A(mood stabilizer), lamotrigine,
buspirone, ZAIA=A|(methylphenidate, modafinil, ar-
modafinil), thyroid hormone (©]3} T3) 5©°] Z3E it
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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+AAPT
Severe without AD monotherapy AD+AD
psychotic features ~ AD+AAP AD+MS
AAP monotherapy
Severe with AD+AAP* AAP monotherapy
psychotic features AD+MS
AD+ADt

AD monotherapyt

«treatment of choice; thon-consensus. AD, antidepressant;
AAP, atypical antipsychotics; MS, mood stabilizer

Table 2. Recommended medications for major depressive episode
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Episode First line

Second line

Mild to moderate

Escitalopram?*, sertraline, desvenlafaxine,

Milnacipran, agomelatine, bupropion, tianeptine

fluoxetine, venlafaxine, vortioxetine,

duloxetine, mirtazapine, paroxetine

Severe without psychotic
features

Escitalopram*, desvenlafaxine, venlafaxine,
sertraline, mirtazapine, fluoxetine,

Milnacipran, esketamine, bupropion, agomelatine,
TCA, tianeptine

duloxetine, paroxetine, vortioxetine

Aripiprazole

Severe with psychotic
features
paroxetine, duloxetine

Aripiprazole*, quetiapine, olanzapine

Escitalopram*, venlafaxine, desvenlafaxine,
sertraline, mirtazapine, fluoxetine,

Quetiapine, olanzapinet, risperidone, ziprasidone,
amisulpride

Vortioxetine, milnacipran, esketamine,
agomelatine, bupropion, TCA, tianepftine

Risperidone, paliperidone, blonanserin,
ziprasidone, amisulpride, clozapine

*freatment of choice; tTnon-consensus. TCA, fricyclic antidepressants

www,jknpa.org 177



J Korean Neuropsychiatr Assoc I 2021;60(3):174-185

HA Y ALY RS 7ok AL 1A A8l o2 Y3
S 2= lithiume 233 7] 2244, buspi-
=)

g}, 224 Al
rone, psychostimulant, T3 52| 7 E}ka?é —%7 s

TE= Aow 1,}5}141:} 27] Z]E’aOﬂ

rr
O>'i

1% Ho of T flo

2
rEi
olo

o
N
)
ol
_‘d
rir
P
E
o
20
E
O
u
)
\_
ol
_,a
_E,
NS} —Q Ol
g
o ook > M

0
-

o} =
1Y AR A, G G- F
=)

4515} The o

ox,

oo ol
I fo ru oot TLorlr e

2Tt X|22f= | MEH

Z27] A A= AAg vhg-S HolR] ¢ot thE &
A2 A off ojE F-SA R AT AAX]of T
A JFeF 7]&of| SSRI a5 AR 3¢l 73921, SNRIA| oF
=0|Y mirtazapine©. 2 WA|SH= A& (A} Ago 2 Harst
t}. SSRI oF& Ylof|A] th& oFo & WA, vortioxetine, bu-
propion, agomelatine, tianeptine, TCAZ2] WA= 22} A€
o2 nHE 4= 9l 7]Eofl SNRI oF&-S ARE-3FaL QL 3ict
M, mirtazapine®]4 SSRI 9FE, 2-& SNRI 2F= oA ot
£ FEE AT AS daugith wAE o 23 A9 o R 11
3 = Q1= ==& vortioxetine, bupropion, agomelatine,
tianeptine, TCAZ} 21t} Mirtazapine= A3l -2 W

o= SSRI 2F2¥} SNRI FEE WA|oH=
2 Hishy, I2th2- 2 2 vortioxetine, bupropion, agomel-
atine, tianeptine, TCAS 22} 2F=2 112{3c} Bupropions
AREEL Q%S wofl= SSRI Al k=R ] A7} 294
22 o SNRI A ¥ 2FE, mirtazapine, vortioxetine= 12}
A oFE= Yirsict 224 AH-S agomelatine, tianeptine,
TCA 2F&E0]%ic). Agomelatmeg ARg Zo]d -2 SNRI
OFE R WA|Sl= AL FAl X]®E, SSRI, mirtazapine,
vortioxetine 2. 22| WS 12} Agjo g @t} Bupro-
pion, tianeptine, TCA= 22} A8i o2 1183}, Vortiox—
etineo]| 412} 1A Alofl= SNRI, SSRI, mirtazapine= 12} F
== 313}, bupropion, agomelatine, tianeptine, TCA+=
22} oFE2 1T 4 0 2 YETE Esketamine & & 2] WA
= A7) B Aol 22F Adg o yepgon), il

A5 O] F A= KIIAUTHEE 4).
7|1 AHE 9 A E‘r% 735 A& 71 oo
© &2 AL WM 7tk 4 ﬂﬂé} SSRI, SNRI,
bupropion SE% 0 &2 12} ok‘ji ;q—'—ﬁ t}. o, vortiox—
etineoll F715k= 92412 bupropion 22} == 117
3tc}. Vortioxetine< SNRI, mirtazapine, bupropion, agomel—-
atineX} W= A2 12} A O 2 agomelatine> SSRI,
vortioxetine?} &} ’6‘]-% AL 12} Ao &7 Y}, Esket—
= ol 22} el o 2 Uehte

A2 13} Hgo

amines F7}1ok= A2 X
o]F

L, gzl golE A= FSHATHGE 4).
A A HOFES. WS Wi AAIHA oFAlo] EulE o

24F8ko] 7%, aripiprazoles AE-8FATHH quetiapine©] Lt
olanzapine ®. 2, olanzapine®l| 4= aripiprazole, quetiapine,
risperidone 2. &2 WA AL 1x} A&Ho 2 U3} Que-
tiapineS ARSI THH aripiprazole22] A7} FHA X
290M olanzapineC. & WA|Sh= A2 1A Aoz Y1

Table 3. 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 fo AD+AAP
Adding AD

Switching AAP to another AAP

Switching AD to another AD
Adding AUG
Adding AAP
Adding AUG

Switching AD to another AD

Partial response to AD+AAP Adding AD

Switching AAP to another AAP

Adding AAP
Switching AD to another AD
Adding AUG

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

ne, buspirone, psychostimulants, thyroid hormone)
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Table 4. Recommended antidepressants for inadequate response
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113}, olanzapine®] Lt

5ol 48 34
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Treatment Current L i
. First line Second line
strategy antidepressant
Antidepressant  SSRI SNRI, mirtazapine Vortioxetine, another SSRI, bupropion,
switching agomelatine, esketaminet, fianeptine, TCA
SNRI Mirtazapine, SSRI, another SNRI Vortioxetine, bupropion, agomelatine,
tianeptine, esketaminet, TCA
Mirtazapine SNRI, SSRI Vortioxetine, bupropion, agomelatine,
esketaminet, tianeptine, TCA
Bupropion SSRI*, SNRI, mirtazapine, vortioxetine Agomelatine, esketaminet, tianeptine, TCA
Agomelatine SNRI*, SSRI, mirtazapine, vortioxetine Bupropion, fianeptine, esketaminet, TCA
Vortioxetine SNRI, SSRI, mirtazapine Bupropion, agomelatine, esketaminet,
fianeptine, TCA
Antidepressant  SSRI Mirtazapine, SNRI, bupropion, agomelatine Vortioxetine, another SSRI, tianepftine, TCA,
combination esketaminet
SNRI Mirtazapine, SSRI, vortioxetine, bupropion Agomelatine, another SNRI, tianeptine,
esketaminet, TCA
Mirtazapine SSRI, SNRI, vortioxetine, bupropion Agomelatine, tianeptine, esketaminet, TCA
Bupropion SSRI, SNRI, mirtazapine, vortioxetine Agomelatine, fianeptine, esketaminet, TCA

Agomelatine
Vortioxetine

SSRI, SNRI, mirtazapine, vortioxetine, bupropion

SSRI, SNRI, mirfazapine, agomelatine

Tianeptine, esketaminet, TCA
Bupropion, fianeptine, TCA, esketaminet

«tfreatment of choice; Tnon-consensus. SSRI, selective serotonin reuptake inhibitor; SNRI, serotonin-norepinephrine reuptake inhibi-
tor; TCA, tricyclic antidepressants

Table 5. Recommended antipsychotics for inadequate response

Treatment strategy

Current antipsychotics

First line

Second line

Antipsychotics switching

for MDE with psychotic

features

Adding antipsychotics

for MDE with psychotic

features

Aripiprazole Quetiapine, olanzapine

Olanzapine Aripiprazole, quetiapine, risperidone
Quetiapine Aripiprazole*, olanzapine
Aripiprazole Quetiapine, olanzapine

Olanzapine Aripiprazole*, quetiapine
Quetiapine Aripiprazole*

Adding antipsychotics

for MDE without

psychotic features

Aripiprazole, quetiapine

Risperidone, amisulpride, paliperidone,
blonanserin, ziprasidone, clozapine

Amisulpride, paliperidone, blonanserin,
Ziprasidone, clozapine

Risperidone, amisulpride, paliperidone,
blonanserin, ziprasidone, clozapine

Risperidone, amisulpride, paliperidone,
blonanserin, ziprasidone, clozapine

Risperidone, amisulpride, blonanserin,
paliperidone, ziprasidone, clozapine

Risperidone, amisulpride, olanzapine,
blonanserin, paliperidone, ziprasidone,
clozapine

Olanzapine, risperidone, ziprasidone,
blonanserin, amisulpride, paliperidone

«treatment of choice. MDE, major depressive episode
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Table 6. Third step treatment strategies for major depressive episode without psychotic features

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

Switching AD to AAP

Combination of AD and AAP

Adding AUG

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

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

Adding another AAP
Switching AAP to AUGt
Switching AAP to AD

*treatment of choice; fnon-consensus. AD, antidepressant; AAP, atypical antipsychotics; AUG, augmenting medications (lithium,
valproate, carbamazepine, lamotrigine, buspirone, psychostimulants, thyroid hormone)
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Table 7. 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 AAP to another AAP Switching AD to another AD
switching AD to another AD Adding another AAP Adding AUG

Combination of AAP and two ADs

Adding another AD

Adding another AAP

Switching AAP to another AAP

Switching AD to another AD

Adding AUG
Combination of AD and AAP after Adding another AD
switching AAP to another AAP Switching AD to another AD

Combination of AD and two AAPs

Switching AAP to another AAP

Adding another AAP
Adding AUG

Adding another AD

Switching AAP to another AAP

Switching AD to another AD

Adding AUG

Adding another AD

Adding another AAP

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

Mild to moderate episode

Severe episode without

psychotic features

1st AD

step
2nd '

‘ 1AD ‘ ‘ 2AD ‘ ‘AD+AAP‘
step 2nd
‘ 1AD ‘ ‘ 2AD ‘ ‘ AD+AAP ‘ ‘2AD+AAP

step
3rd
) 20 | [ 1aD+1a4P | | 2aD+AAP | [AD+AAP+AUG] v
step 3rd ’4

2AD 1AD+1AAP 2AD+AAP AD+AAP+AUG
step
A B
Severe episode with psychotic features
1st
S
step
2nd
" AD+APP 2AD+AAP
step
3rd \ 4 \ 4
! 1AD+2AAP ‘ ‘ 1AD+1AAP ‘ ‘ AD+AAP+AUG ‘ ‘ 2AD+AAP ‘ ‘ 2AD+2AAP ‘ ‘ 2AD+AAP+AUG
step
(o

Fig. 1. Korean Medication Algorithm Project for Depressive Disorder 2021 (KMAP-DD 2021). 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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