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Objectives The Korean Medication Algorithm Project for Depressive Disorder (KMAP-DD) 2025
was under taken to provide updates of KMAP-DD 2021. This study focused on non-pharmaco-
logical biological treatments.

Methods A total of 136 psychiatrists with vast clinical experience and academic publications in
the non-pharmacological biological treatment of depressive disorder were primarily selected, and
then the survey questionnaire was sent to them via mail, and 97 responses were received.

Results Electroconvulsive therapy (ECT) was recommended as a first-line treatment strategy for
major depressive disorders, severe with/without psychotic features with urgent suicidal risk, se-
vere episodes with psychotic features in pregnant patients, and non-responders to pharmaco-
therapy with moderate episodes, as a second-line strategy for non-responders on antidepressant
monotherapy or combination therapy, and combined with physical illness in severe episodes. For
pregnant women with severe episodes of major depressive disorders, repetitive transcranial mag-
netic stimulation (rTMS) was preferred as a first-line strategy. However, in all other situations inves-
tigated (non-responders on combination therapy of antipsychotics and antidepressants, with co-
morbid physical illness, and initial treatment for antidepressant naive patients) were second-lines.
Complementary or novel treatment was not recommended as the first or second-line treatment
strategy for depressive disorder.

Conclusion ECT and rTMS were the first-line strategies in specific clinical situations. The pref-
erence for ECT and rTMS gradually increased when compared with the previous algorithms.
Complementary or novel treatments such as transcranial direct current stimulation, light therapy,
nutritional therapy, vagus nerve stimulation, and deep brain stimulation were the third-line strate-
gies, and their practical use seems to be still limited.

Keywords Major depressive disorder; Non-pharmacological biological treatments;
Pharmacotherapy; Algorithm.
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Table 1. Treatment strategies of electroconvulsive therapy in ma-
jor depressive disorder

Clinical presentations Treon'enT
strategies
Severe episode without psychotic features
First line tfreatment for AD naive patients Third line
Non-responders on an AD Third line
Non-responders on AD combination therapy  Second line
Urgent suicidal risks First line
Comorbid with physical iliness Second line
Severe episode with psychotic features
First line tfreatment for AD naive patients Third line
Non-responders on AP and AD combination  Second line
therapy
Urgent suicidal risks First line*
Comorbid with physical illness Second line
Non-responders on pharmacotherapy, First line
moderate episode
Severe episode with psychotic features in First line

pregnant patient

*tfreatment of choice. AP, antipsychotics; AD, antidepressant.
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Table 2. Treatment strategies of repetitive transcranial magnetic
stimulation in major depressive disorder

Clinical presentations Treotmc'em
strategies
Mild to moderate episode
First line tfreatment for AD naive patients Second line
Non-responders on an AD Second line
Severe episode without psychotic features
First line treatment for AD naive patients Second line
Non-responders on an AD Second line
Non-responders on AD combination therapy  Second line
Urgent suicidal risks Second line
Comorbid with physical iliness Second line
Severe episode with psychotic features
First line treatment for AD naive patients Second line
Non-responders on AP and AD combination  Second line
therapy
Urgent suicidal risks Second line
Comorbid with physical illness Second line
Non-responders on pharmacotherapy, Second line
moderate episode
Severe episode in pregnant patient First line

AP, antipsychotics; AD, antidepressant.

Table 3. Choice of complementary or novel agents for depressive
disorder

Treatment
Complementary or novel agents .

strategies
tDCS (transcranial direct current stimulation) Third line
VNS (vagus nerve stimulation) Third line
DBS (deep brain stimulation) Third line
Light therapy Third line
NAC (N-acethl cysteine) Third line
SAM (S-adenonyl methionine) Third line
Omego-3 fatty acid Third line
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