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Symptom-based selection of antidepressants

Seon-Cheol Park, MD
Department of Psychiatry, Inje University Haeundae Paik Hospital, Busan, Korea

Most evidence-based pharmacological guidelines recommend selective serotonin reuptake inhibitors, serotonin-
norepinephrine reuptake inhibitors, norepinephrine-dopamine reuptake inhibitors or norepinephrine and specific
serotonin antidepressants as the first-line treatment for major depression. Since the clinical factors associated with
treating patients with depression are relatively complex, it can be challenging to apply the recommendations of
evidence-based medicine verbatim. Furthermore, the diagnostic criteria of major depressive disorders, which are
defined in a polythetic and operational manner, inevitably result in their heterogeneity. Studies have inferred that
depressive syndrome may be connected with “family resemblance” rather than being shared with a neurobiological
essence. Therefore, the symptom-based selection of antidepressants can be supported by a network analysis
that provides a novel perspective on the symptom structure of major depression. The symptom-based treatment
algorithm suggests treatment options that can be applied to the symptoms that are included in and excluded from
the diagnosis criteria of major depressive disorder. The symptom-based selection of antidepressants and other
psychotropic agents involves matching the deconstructed symptoms of depression to the specific neuroanatomical
regions and neurotransmitters. This ensures timely and optimized treatment options for patients with depression.
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Figure 1. Classification and nomenclature of antidepressants according to the Anatomical Therapeutic Chemical classification index. ADHD, attention deficient hy-
peractivity disorder. Adapted from the WHO Collaborating Centre for Drug Statistics Methodology. Anatomical Therapeutic Chemical (ATC) classification system:
structure and principles [Internet]. Oslo: WHO Collaborating Centre for Drug Statistics Methodology; 2018, according to the Creative Commons license) [3].
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Table 1. Drugs for depression in the Neuroscience-based Nomenclature

Indication-

based Pharmacology Mode of action Drugs
TCA Norepinephrine Reuptake inhibitor (NET) Desipramine, protriptyline, nortriptyline
Norepinephrine, serotonin Reuptake inhibitor (NET and SERT) Lofepramine, amoxapine
Serotonin, norepinephrine Reuptake inhibitor (SERT and NET) Imipramine, dosulepin, clomipramine
Serotonin, norepinephrine Reuptake inhibitor (SERT and NET), receptor antagonist (5-HT2) Amitriptyline
Norepinephrine, serotonin Reuptake inhibitor (NET and SERT), receptor antagonist (5-HT2) Doxepin
Serotonin, dopamine Receptor antagonist (5-HT2 and D2) Trimipramine
MAOQI Serotonin, norepinephrine, dopamine  Enzyme inhibitor (MAO-A and -B) Isocarboxazid, phenelzine
Reversible enzyme inhibitor (MAO-A) Moclobemide
Enzyme inhibitor (MAO-A and -B), releaser (DA, NE) Tranylcypromine
Dopamine, norepinephrine, serotonin - Enzyme inhibitor (MVAO-B and -A) Selegiline
SSRI Serotonin Reuptake inhibitor (SERT) Citalopram, escitalopram, fluoxetine,
fluvoxamine, paroxetine, sertraline
SNRI Serotonin, norepinephrine Reuptake inhibitor (SERT and NET) Venlafaxine, duloxetine, milnacipran

Adapted from the European College of Neuropsychopharmacology. Neuroscience-based Nomenclature, second edition, revised (NDN2R) [Internet]. Utrecht: European College
of Neuropsychopharmacology; c2017, according to the Creative Commons license [10].

TCA, tricyclic antidepressant; NET, norepinephrine transporter; SERT, serotonin transporter; 5-HT2, 5-hydroxytryptamine 2; D2,dopamine 2; MAQI, monoamine oxidase inhibitor;
DA, dopamine; NE, norepinephrine; SSRI, selective serotonin reuptake inhibitor; SNRI, serotoin-norepinephrine reuptake inhibitor.
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Table 2. Recommendations regarding antidepressant selections in the ‘Evidence-based, pharmacological

guideline for depression in Korea, revised edition
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