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Objectives To revise Korean Medication Algorithm Project for Depressive Disorder 2017 (KMAP-
DD 2017) guidelines by revising antidepressant choices based on their safety, adverse effects,
comorbid physical illnesses, and the clinical definition of treatment-resistant depression (TRD).
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patients with depression.

Methods A 33-item questionnaire comprised of six parts was developed. A 65-expert consen-
sus (65/97, 67.0%) was obtained on pharmacological treatment strategies regarding antidepres-
sant choice with respect to safety, adverse effects, and comorbid physical illnesses. Multiple re-
sponse sets were subjected to statistical analysis.

Results The results obtained showed that first-line pharmacotherapeutic strategies based on
various clinical considerations were as follows: mirtazapine (for patients with increased suicidality,
Gastrointestinal discomfort, and insomnia), bupropion (for patients with orthostatic hypotension,
history of a safety accident, serotonin syndrome, sedation, sexual dysfunction, and weight gain),
and escitalopram (for patients with anticholinergic side effects). For patients exhibiting comorbid
conditions, duloxetine was the first line pharmacotherapeutic strategy for chronic pain, escitalo-
pram was the first-line pharmacotherapeutic strategy for diabetes, hypertension, liver disease,
Parkinson’s disease, renal disease, epilepsy, and thyroid disease, and sertraline was a first-line
pharmacotherapeutic strategy for arrhythmia and cardiovascular disease.

Conclusion Pharmacological treatment strategy of KMAP-DD 2021 is similar to that of KMAP-
DD 2017. Additional study is required to determine antidepressant choices for TRD and cancer

Keywords Depressive disorder; Safety; Adverse effect; Comorbid physical illness;
Treatment resistant depression.
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Table 1. Choice of antidepressant according to safety in KMAP-DD 2021

, 1t} 9 & milnacipran, venlafaxine
wo Husterh, Yy vEg, M@, s}71, 4]
S, AP RS Fo] FukEl 59-0] 92 ol4

[2 escitalopram= A8} 11, 222 sertraline S

Drug choice KMAP-DD 2021 Response KMAP-DD 2017 Response
according fo safety preferred 3 drugs rate (%) preferred 3 drugs rate (%)

Increased suicidality Mirtazapine 62.3 Mirtazapine 39.5
Bupropion 47.5 Bupropion 19.7
Tianeptine/Agomelatine 31.1 Tianeptine 8.7
Orthostatic hypotension Bupropion 54.4 Escitalopram 35.9
Escitalopram 42.1 Sertraline 23.6
Tianeptine 40.4 Tianeptine/Bupropion 12.7

Safety accident Bupropion 55.9 - -

Escitalopram 45.8 - -

Fluoxetine 42.4 - -
Serotonin syndrome Bupropion 86.4 Bupropion 58.2
Tianeptine 71.2 Tianeptine 33.8
Agomelatine 69.5 Agomelatine 25.8

KMAP-DD, Korean Medication Algorithm Project for Depressive Disorder
Table 2. Choice of antidepressant according to adverse effects in KMAP-DD 2021
Drug choice KMAP-DD 2021 Response KMAP-DD 2017 Response
according to side effect preferred 3 drugs rate (%) preferred 3 drugs rate (%)

Anticholinergic side effect Escitalopram 57.4 Escitalopram 61.0
Bupropion 52.5 Sertraline 30.1
Agomelatine 41.0 Bupropion 21.0
Gl trouble (nausea/vomiting) Mirtazapine 85.2 Mirtazapine 64.9
Tianeptine 57.4 Tianeptine 28.2
Bupropion 42.6 Bupropion 13.3
Insomnia Mirtazapine 98.3 Mirtazapine 21.1
Paroxetine 61.0 Paroxetine 42.7
Agomelatine 55.9 TCA 22.4
Sedation Bupropion 80.6 Bupropion 41.0
Fluoxetine 58.1 Fluoxetine 23.7
Tianeptine 33.9 Escitalopram 14.5
Sexual dysfunction Bupropion 83.9 Bupropion 72.2
Mirtazapine 71.0 Mirtazapine 40.5
Vortioxetine 43.5 Tianeptine 34.3
Weight gain Bupropion 78.7 Fluoxetine 39.7
Fluoxetine 67.2 Bupropion 22.1
Vortioxetine 41.0 Tianeptine 19.1

KMAP-DD, Korean Medication Algorithm Project for Depressive Disorder; Gl, gastrointestinal; TCA, fricyclic antidepressants

270



KMAP-DD 2021 2714, 2218 3l S8 AEE 1 MH Jung, et al.

SFA Al

A worom, oo ‘T2 Aol R 7hK|e] G249 5 7b v e Ao W
A AgSte] HASA MRS S 2 ol 87 AAG A Ro| = Wkl FAHH H97} 19.0%

= uhgo] RAET A9 oF 06%9] OIS Aglon],  olglrhE 4).

Table 3. Choice of antidepressant according to comorbid physical illness in KMAP-DD 2021

. . . KMAP-DD 2021 Response KMAP-DD 2017 Response
Comorbid physical iliness
preferred 3 drugs rate (%) preferred 3 drugs rate (%)
Arrhythmia Sertraline 69.5 Escitalopram 54.5
Escitalopram 61.0 Sertraline 42.7
Fluoxetine 32.2 Tianeptine 16.7
Cardiovascular disease Serfraline 72.9 - -
Escitalopram 71.2 - -
Tianeptine 32.2 - -
Chronic pain Duloxetine 93.3 - -
Milnacipran 68.3 - -
Venlafaxine 50.0 - -
Diabetes mellitus Escitalopram 65.6 Escitalopram 55.1
Serfraline 54.1 Sertraline 36.0
Bupropion 37.7 - -
Hypertension Escitalopram 83.9 Escitalopram 64.1
Sertraline 77.4 Sertraline 49.3
Tianeptine 32.3 Tianeptine 17.5
Liver disease Escitalopram 77.6 Escitalopram 60.3
Serfraline 62.1 Sertraline 44.6
Tianeptine 34.5 Tianeptine 8.4
Parkinson's disease Escitalopram 66,1 - -
Sertraline 52.5 - -
Bupropion 40.7 - -
Renal disease Escitalopram 81.0 Escitalopram 66.7
Serfraline 70.7 Sertraline 52.0
Tianeptine 29.3 Tianeptine 7.0
Epilepsy Escitalopram 85.2 Escitalopram 66.7
Sertraline 70.5 Sertraline 45.8
Tianeptine 31.1 Tianeptine 23.0
Thyroid disease Escitalopram 79.7 Escitalopram 75.6
Serfraline 69.5 Serfraline 11.3
Fluoxetine 28.8 Fluoxetine/Bupropion 6.0

KMAP-DD, Korean Medication Algorithm Project for Depressive Disorder

Table 4. Consensus of clinical definition for treatment resistant depression in KMAP-DD 2021

Definition for freatment resistant depression Response rate (%)
Failure to response to two AD monotherapy with separate pharmacological AD class 20.6
Failure to response to three AD monotherapy with separate pharmacological AD class 9.5
Failure to response to two AD combination treatment of separate pharmacological AD class 1.6
Failure to response to two AD+one AAP combination tfreatment 44.4
Failure to response to two AD+two AAP combination tfreatment 19.0
ECT should be considered for no longer response by medications 3.2
Others 1.6

KMAP-DD, Korean Medication Algorithm Project for Depressive Disorder; AD, antidepressant; AAP, atypical antipsychotic; ECT,
electroconvulsive therapy
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