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ABSTRACT oxidase inhibitors (MAOI) have shown the most prominent efficacy

. S . . . . compared to placebo. In melancholic depression, the response to
This guideline article comprehensively examines pharmacological P p P ’ P

approaches and psychosocial interventions for depression subtypes and
special patient groups in the treatment of major depressive disorder 1Y .
(MDD), along with their levels of evidence. Among depression subtypes, inhibitors (SNRI) stand out, and electroconvulsive therapy (ECT) plays

selective serotonin reuptake inhibitors (SSRI) has been found to be low.
Tricyclic antidepressants (TCAs) and serotonin noradrenaline reuptake

the approach with the highest level of evidence for psychotic depression @ more important role in this population due to the low antidepressant
is the combination of an antipsychotic with an antidepressant, whereas response. For mild depression in children and adolescents, the first
in atypical depression, despite a lack of new research, monoamine step is evidence-based psychotherapies (cognitive behavioral therapy
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[CBT], interpersonal psychotherapy [IPT]). When pharmacotherapy is
necessary, the U. S. Food and Drug Administration (FDA)-approved
SSRIs are recommended as the first-line agent for those aged 8 and
above; however, close follow-up is essential during the first weeks of
treatment due to the increased risk of suicidal ideation. In the elderly,
antidepressant efficacy decreases after age 65. Cognitive behavioral
therapy and life review therapy, along with ECT and transcranial
magnetic stimulation (TMS), are important treatment options. For
perinatal depression, psychotherapy (CBT) is recommended for mild
to moderate depression during pregnancy or lactation, depending on
the mother’s preference. When deciding on pharmacotherapy, the risk-
benefitbalance of untreated depression and medications must be carefully
considered. Comorbid conditions are another group of depression
warranting attention regarding treatment options. In cases of comorbid
anxiety disorders, SSRI/SNRIs and CBT stand out as the first choices.
For comorbid alcohol/substance use disorder, SSRIs are recommended
first-line in most cases. Concurrent psychosocial interventions such as
CBT or motivational interviewing should be added to pharmacotherapy.
For comorbid physical illnesses, medication selection depends on the
affected organ system. Examining psychotherapy options, Cognitive

INTRODUCTION

Although antidepressants have generally been shown to be
effective in the treatment of depression (Cipriani et al. 2018),
certain medications are more prominent in specific subtypes
of depression and in some special clinical populations.
The first section of this article discusses the selection
of antidepressants for different subtypes of depression,
supported by evidence. The treatment of depression in specific
groups is then addressed. The second section of the article
presents psychotherapies used in depression, along with the
supporting evidence. Finally other psychosocial interventions
for depression are reviewed.

TREATMENT IN DIFFERENT SUBTYPES OF
DEPRESSION

Depression with psychotic features

Although depression with psychotic features is the most
extensively studied group among depression subtypes, its
treatment has not received sufficient attention in research.
A recent meta-analysis reviewed the results of randomized
controlled trials in psychotic depression (Oliva et al. 2024).
This meta-analysis indicated that the most effective treatment
options for psychotic depression may be a combination of
selective serotonin reuptake inhibitors (SSRIs) with a second-
generation antipsychotic, particularly the combination of
fluoxetine and olanzapine. Due to the scarcity of placebo-
controlled studies, there is insufficient evidence regarding
the efficacy of other treatments. In studies comparing
active treatments, the combination of amitriptyline with
perphenazine was more effective than perphenazine alone;
the combination of fluoxetine with olanzapine was found
to be more effective than olanzapine alone. Venlafaxine, as
well as the combination of venlafaxine with quetiapine and
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Behavioral Therapy (CBT) and Interpersonal Psychotherapy (IPT) are
the approaches with the highest level of evidence in MDD treatment.
Cognitive behavioral therapy is similar in efficacy to pharmacotherapy
in the acute phase but is more protective in the long term. Cognitive
Behavioral Analysis System of Psychotherapy (CBASP) is recommended
for chronic depression, and Mindfulness-Based CBT (MB-CBT) is
suggested for recurrence prevention. Suicide is the most important issue
in depression. The patient’s suicide risk should be routinely assessed;
antidepressants, proven to reduce suicidal behavior, must be used under
close surveillance during the first weeks in young people due to the
increased risk. Lifestyle adjustments also support existing treatment.
Lifestyle modifications such as the Mediterranean diet, regular exercise,
and sleep hygiene are fundamental components of depression treatment.
Recently introduced telemedicine applications show similar efficacy to
face-to-face treatments and improve access to care.

Keywords: Depression subtypes, major depressive disorder treatment,
treatment in comorbid conditions, treatment in special groups,
psychotherapy interventions

Table 1. Treatment options in psychotic depression

Efficacy Treatment
High Antidepressant + Antipsychotic
Fluoxetine + Olanzapine
ECT
Medium Venlafaxine, imipramine
Low SSRI or antipsychotic monotherapy

Differences in treatment compared to non-psychotic depression

ECT: electroconvulsive therapy; SSRI: selective serotonin reuptake inhibitor

For optimal treatment, ECT or the combination of antipsychotics and antidepressants
are needed.

Venlafaxine, imipramine and other antidepressants might be more important for
optimal treatment but further research is needed in this subject.

Table 2. Treatment options in atypical depression

Efficacy Treatment
Medium Phenelzine
Low Sertraline, moklobemid, fluoxetine and imipramine, CBT

Differences in treatment compared to typical depression

CBT: cognitive behavioral therapy. MAO inhibitors appear to be the preferred option
for optimal treatment; however, the lack of studies on newer-generation antidepressants
and issues regarding the quality of existing studies mean that the situation remains
unclear.

imipramine, has also been found to be effective compared
to other treatment options. In general, combinations of
antipsychotics with antidepressants are more effective than
the use of antipsychotics or antidepressants alone (Kruizinga
etal. 2021, Oliva et al. 2024).

Itis known that the presence of psychotic features in depression
is a significant predictor of response to electroconvulsive
therapy (ECT). A meta-analysis has shown that depression
with psychotic features is associated with an increased
response to ECT compared to non-psychotic depression (van
Diermen et al. 2018).
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Depression with atypical features

Interest in treatment studies for depression with atypical
features has declined in recent years, and the number of newly
published studies is limited. A recent meta-analysis reviewed
the results of randomized controlled trials for depression with
atypical features (Fornaro et al. 2025). In placebo-controlled
trials, the most pronounced efficacy was observed for
phenelzine. Phenelzine, sertraline, moclobemide, fluoxetine,
and imipramine are associated with higher response
rates compared to placebo. Phenelzine, moclobemide,
isocarboxazid, imipramine, selegiline, sertraline, and
fluoxetine were found to be more effective than nortriptyline.
However, the quality of existing studies is low. There is a
significant lack of studies on newer antidepressants regarding
the treatment of depression with atypical features. Cognitive-
behavioral therapy (CBT) may also be effective in depression
with atypical features, but there are very few studies on this

topic (Cuijpers et al. 2017).

Depression with melancholic features

A study involving approximately 4.000 participants, the
STAR*D trial, demonstrated that the response rate to
citalopram at 4 months was significantly lower in depression
with melancholic features (26.9%) compared to non-
melancholic depression (53.9%) (Szmulewicz et al. 2024). A
meta-analysis conducted by Valerio et al. (2018) demonstrated
that the remission rate in depression with melancholic features
was significantly lower than in non-melancholic depression.
Additionally, findings suggest that patients with depression
exhibiting melancholic features respond to ketamine infusion
at a lower rate compared to those without such features

(Wang et al. 2019).

The same meta-analysis showed that SSRIs are associated with
lower remission rates in melancholic depression compared to
tricyclic antidepressants (TCAs). A small number of studies
have shown that venlafaxine is more effective than fluoxetine
in melancholic depression (Clerc et al. 1994, Tzanakaki et
al. 2000). It has been suggested that duloxetine may be as
effective in depression with melancholic features as it is in non-
melancholic depression (Mallinckrodt et al. 2005). Cognitive
behavioral therapy may also be effective in depression with
melancholic features; however, the number of studies on this
topic is quite limited (Cuijpers et al. 2017).

Electroconvulsive therapy is also effective for melancholic
depression. However, a meta-analysis of seven studies did not
support the notion that melancholic features are associated
with an enhanced response to ECT (van Diermen et al. 2018).
Nevertheless, given the low response rates to antidepressants
in this population, ECT is still considered an important

option for melancholic depression.

On the other hand, there are differences among studies
regarding how melancholic depression is defined, and this
might affect the results.

Table 3. Treatment options in melancholic depression

Efficacy Treatment

High ECT

High Tricyclic antidepressants

Low-Medium Venlafaxine, Duloxetine, CBT

Low Antidepressants
Citalopram
Ketamine

Differences in treatment compared to non-melancholic depression

ECT: electroconvulsive therapy; CBT: cognitive behavioral therapy. The response to
antidepressants is relatively low. ECT, however, is as effective as it is in non-melancholic
depression. For this reason, ECT is relatively more important.

Tricyclic and potent antidepressants may offer a relative advantage for optimal
treatment. However, further studies are needed for SNRI medications.

TREATMENT OF DEPRESSION IN
SPECIAL POPULATIONS

Treatment of depression in children and adolescents

In the diagnostic and treatment processes for depression in
children and adolescents, it is of great importance to consider
the patients’ developmental stages. Unlike in adults, careful
review of family and social environment histories is required
(Tao et al. 2010). Treatment for depression should not be
limited solely to managing depressive symptoms; it must
also aim to enhance young people’s social and emotional
development, thereby improving their academic and
social adjustment. For cases of mild depression, first-line
interventions should include information provision, guided
self-help, psychoeducation, and supportive psychotherapy
(Luxton and Kyriakopoulos 2022).

In cases of non-treatment-resistant depression, as no significant
superiority has been observed between pharmacotherapy and
psychotherapy, evidence-based psychotherapeutic approaches
(Cognitive [CBT],
Therapy [IPT]) are recommended as the first-line treatment
for mild depression (Walter et al. 2023). For children and
adolescents with moderate depression, current guidelines
present different treatment sequences; therefore, a patient-
centered, individualized approach to care should be adopted.
While psychotherapeutic interventions are prioritized,

Behavioral Therapy Interpersonal

pharmacological support may be provided when necessary
(MacQueen et al. 2016).

When pharmacological treatment is required, fluoxetine is
recommended as the first-line pharmacological agent. It has
been shown to be superior to placebo in the pediatric population
and is approved by the U. S. Food and Drug Administration
(FDA) for use in individuals aged 8 and older (Cipriani et
al. 2016). However, due to the risk of increased suicidal



thoughts during the initial weeks of SSRI treatment, close
monitoring, ideally on a weekly basis, is essential, particularly
during the first four weeks of treatment (Bridge et al. 2007,
Hetrick et al. 2012b). Since untreated depression can lead
to more setious psychiatric risks, pharmacotherapy should be
administered with careful monitoring when indicated. During
pharmacotherapy, a minimum of four weeks should elapse
before considering dose escalation. If there is no response
after 12 weeks of treatment at an adequate dose, a change
in the pharmacological agent should be considered. In cases
of treatment-resistant or severe depression, Electroconvulsive
Therapy (ECT) is recommended as an option that can be
used cautiously in adolescents aged 12 and older (Gautam et
al. 2019).

It is recommended that treatment for depression be continued
for at least 6 to 12 months. Discontinuation of treatment
should be gradual and planned during periods when stressors
are relatively minimal (NICE, 2019). In cases of treatment
resistance, it is necessary to review the current diagnosis,
assess for comorbid mental disorders, and address factors such
as family dynamics, peer bullying, and concerns related to
sexual identity (Walter et al. 2023).

It should be remembered that childhood and adolescence
may represent a prodromal phase for psychiatric disorders
that can emerge in adulthood. Current depression treatment
guidelines do not sufficiently address the possibility that the
presenting depression may be the initial episode of a potential
bipolar disorder. Furthermore, adolescent depression has
been shown to be a strong predictor of depression in early
adulthood (MacQueen et al. 2016). Therefore, effectively
treating depression and minimizing functional impairment
are critically important for enabling adolescents to complete
their developmental processes healthily. The transition period
from adolescence to adulthood is a phase that must not be
overlooked in depression treatment. To prevent treatment
interruption and relapse, a personalized treatment plan
should be developed for each patient, and the coordination of

the treatment process should be tailored to individual needs
(NICE 2019, Luxton and Kyriakopoulos 2022).

Old age and the treatment of depression

Depression remains one of the leading causes of morbidity
in old age. Since depression in old age is thought to have
unique characteristics, it is often described using terms
such as “depression in old age,” “geriatric depression,” and
“late-life depression.” The concept of depression in the
elderly encompasses a heterogeneous clinical group that
includes both early-onset and late-onset cases. Early-onset
depression in the elderly is not etiologically distinct from
adult depression; however, it may require a different approach
due to age-specific issues such as coexisting physical illness,
loss, grief, and loneliness. Late-onset depression in the elderly
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may differ etiologically from adult depression. Late-onset
depression is frequently associated with vascular changes and
neurodegenerative processes and is characterized by more
pronounced and persistent cognitive impairment and apathy.

Pharmacological treatments for late-life depression

Evidence from meta-analyses on depression in older adults
indicates that antidepressants are effective when the cutoff
age in studies is set at 55. Stll, their efficacy decreases
significantly when the cutoff age is set at 65 (Tedeschini et
al. 2011, Mallery et al. 2019). In older adults, only about
half of patients experience partial or full recovery following
antidepressant treatment (Kok et al. 2012, Gutsmiedl et
al. 2020). There is evidence that a long-standing history of
depression (early-onset) in older adults is associated with
a good response to antidepressants, whereas short-term
(new-onset) depression does not respond to antidepressants
(Nelson et al. 2013). There is meaningful but weak evidence
that ketamine and aripiprazole increase the remission rates of
ongoing treatments in treatment-resistant depression (Larsen

et al. 2025).
Psychotherapies for late-life depression

Cognitive behavioral therapy and similar approaches,
mindfulness therapy, and life review therapy are effective and
highly acceptable for treating late-life depression (Jietal. 2023,
Lin et al. 2024). In terms of evidence level, psychotherapies
appear to be as effective for late-life depression as they are for
depression in adults. The most significant difference specific
to older adults is that life review therapy is one of the primary
psychotherapies used in this age group. Given that there is a
lower response rate to antidepressants in late-life depression
and that the risk of side effects from psychopharmacological
adults,
should be considered a relatively more prominent option,

treatments increases in older psychotherapies
particularly for mild-to-moderate depression. However,
the shortage of trained personnel to provide psychotherapy
services in older adults is a practical barrier to implementing

this recommendation.
Brain stimulation treatments for late-life depression

Studies indicate that ECT is notably effective in the
treatment of late-life depression and is more effective than
psychopharmacological treatment. The response to ECT
appears to be associated with a better outcome compared to
depression in older adults (Meyer et al. 2018, Lisanby et al.
2020). This effect can be partially explained by the presence
of psychotic symptoms and psychomotor retardation (Jelovac
et al. 2025). Although ECT in older adults is associated with
a short-term risk of delirium and cognitive side effects, it is
not associated with permanent cognitive impairment in the

long term (Osler et al. 2018).
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When reviewing meta-analysis-based evidence for depression
in older adults, transcranial magnetic stimulation (TMS)
treatment was found to be effective and highly tolerable
(Zhang et al. 2023). The level of evidence regarding the use of
TMS treatment for depression in older adults is comparable
to that for depression in adults.

Table 4. Treatment of late-life depression

Efficacy Treatment
High ECT
Medium Antidepressants (in early-onset cases or
when cut off age is 55 for late-onset)
TMS
CBT, Life Review Therapy
Low Antidepressants (Late-onset cases when cut off age is 65)
Ketamine
Aripiprazole

Differences in treatment compared to adult depression

Better response to ECT.
Among psychotherapies, life review therapy is relatively more important in older patients.
Poorer response to antidepressants (Particularly in late-onset cases).

Treatment of major depression during pregnancy and
breastfeeding

The treatment of major depressive disorder (MDD) in
women of reproductive age should be addressed separately
across three periods: preconception, during pregnancy, and
the postpartum period. Depression during pregnancy and
after childbirth is highly significant because it affects both
the mother and the fetus/infant. When making treatment
decisions, the risks and benefits of untreated depression
(including emotional and developmental effects on fetus/
infant) must be weighed against the potential effects of
treatment interventions. Treatment planning should consider
the patient’s history, family history, risk factors, support
systems, and both mental and obstetric conditions, and may
include pharmacotherapy and/or psychotherapy.

Screening and Assessment: During pregnancy and the
postpartum period, depression screening is commonly
assessed by using the Edinburgh Postnatal Depression Scale
and the Patient Health Questionnaire-9 (PHQ-9) (Falek et
al. 2022, COPE 2023, Simas et al. 2023, Vigod et al. 2025).

Treatment: Many expecting mothers prefer psychotherapy
due to concerns that medications may harm the baby.
Clinical guidelines also recommend psychotherapy for mild
depression, or regardless of severity if preferred by the mother.
Pharmacological treatment is recommended for moderate to
severe depression or when psychotherapy is not accessible
(ACOG 2023). Tables 5 and 6 summarize data on depression
treatment during pregnancy and breastfeeding.

Psychotherapies: According to treatment
cognitive behavioral therapy (CBT) has the strongest
evidence base and is considered first-line treatment (Molenaar

et al. 2018, COPE, 2023). CBT, which is the most effective

guidelines,

psychological intervention for postpartum depression, can be
delivered individually, in groups, or via internet-based formats
(Branquinho et al. 2021, Vigod et al. 2025). Other therapies
(e.g., interpersonal therapy and third-wave therapies) are not
recommended as first-line treatments due to lower levels of
evidence (Vigod et al. 2025).

Pharmacological Treatments: The benefits and risks of
treatment must be carefully balanced. Abrupt discontinuation
of medications in unplanned pregnancies may lead to
complications. During pregnancy, medications without
teratogenic risk are preferred, and during breastfeeding,
medications with minimal or no adverse effects on the infant
are recommended. Table 5 provides a detailed analysis of the
risks and benefits of antidepressants. The most significant
concern is the association between first-trimester exposure to
paroxetine and cardiac malformations (Fabiano et al. 2025).
The relationship between psychotropic medications and
autism is more complex and is generally considered to be more
strongly associated with maternal depression itself, as well as
genetic and environmental factors, rather than medication
use alone (Heuvelmen et al. 2023, Lee et al. 2024).

Synthetic allopregnanolone derivatives such as brexanolone
(intravenous) and zuranolone (oral) have been shown to be
effective in treating postpartum depression (Oliveira et al.
2024). However, due to insufficient data to date, they are not
yet included in treatment guidelines.

Other
stimulation (rTMS) is a rapid and safe option for patients who

Treatments: Repetitive transcranial magnetic
prefer not to use psychotropics; however, as noted in many
treatment guidelines, the level of evidence remains limited
(Miuli et al. 2023, COPE 2023, Riseup -PPD 2023, Vigod
et al. 2025). In cases of severe depression with or without
psychotic features, electroconvulsive therapy (ECT) is both
rapid and effective and is included in all major depression
treatment guidelines to date (NICE 2020, ACOG 2023,

COPE 2023, Vigod et al. 2025).

Conclusion: Given the limitations of available evidence,
current data should be carefully reviewed in each individual
case when evaluating treatment recommendations.

Depression among refugees

Forced migration is a complex stressor that exposes individuals
to repeated trauma, significantly affecting their mental health.
Depression is among the most common psychiatric disorders
in refugee populations, and it frequently co-occurs with
anxiety and post-traumatic stress disorder (Bedaso and Duko,
2022). Previous meta-analyses have shown that depressive
disorders are much more prevalent among refugees and
asylum seekers than in the general population, with global
estimates approaching 30% (Bedaso and Duko, 2022).
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Table 5. Benefits and risks of antidepressant treatment during pregnancy and breastfeeding (Desaunay et al. 2023, Eleftheriou et al. 2024, Fabiano et al. 2025,

Vigod et al. 2025)

Medication Benefits Risks
During pregnancy Lower relapse rates in those who continue It is not possible to conclude that there is no risk based on current data
antidepressant (AD) treatment during pregnancy ~Pregnancy complications: spontaneous abortion, postpartum hemorrhage
Risk of congenital anomalies comparable to Congenital malformations: particularly cardiac malformations associated with first-
those not using medication trimester exposure to paroxetine
Long-term follow-up studies have not Fetal growth: slight reduction in gestational duration (approximately 1 week) and a
demonstrated neurodevelopmental problems decrease in birth weight of less than 100 grams
Neonatal complications: rarely observed in third-trimester exposure to SSRIs or
SNRIs, including neonatal withdrawal or serotonergic syndrome
During breastfeeding  Infant exposure via breast milk is lower Higher likelihood of adverse effects in premature infants

compared to in utero exposure during pregnancy
Effective treatment of maternal depression
supports healthy mother—infant bonding
Considered safe if the milk/plasma ratio is below
1% (e.g., sertraline, fluoxetine, paroxetine,
duloxetine)

Possible irritability, sedation, or increased risk of infant colic
Case reports associated with fluoxetine

Restlessness reported with paroxetine and sertraline
Hypotonia reported with venlafaxine

Not recommended or requires close monitoring if the
relative infant dose (RID) exceeds 10%

SSRI: selective serotonin reuptake inhibitor, SNRI: serotonin noradrenaline reuptake inhibitor

The causes of depression among refugees are complex and
involve both pre- and post-migration stressors. Experiences
such as violence, displacement, and loss before migration,

combined with challenges such as unemployment,

discrimination, social marginalization, and ongoing

increase vulnerability to
depression (Strupf et al. 2023). Sociodemographic and

uncertainty after migration,

psychosocial factors, including age, sex, and social support,
significantly affect the onset and severity of depressive
disorders. Evidence indicates that female refugees and those
with limited social support have higher rates of depression
(Bedaso and Duko, 2022). For younger refugees, educational
disruption and exclusion from the labor market are key risk
factors, whereas for older refugees, comorbid physical illnesses
and social isolation are more strongly linked to depression
(Kuittinen et al. 2017, Hodes 2023).

Several evidence-based interventions have been developed
to address depression in refugees. Multicenter randomized
controlled trials have shown that stepwise care models and
group-based psychotherapeutic interventions
reduce depressive symptoms (Boge et al. 2022). Group
interventions that target social isolation also improve

effectively

psychological well-being and support social integration
(Strupf et al. 2023). The World Health Organization’s
low-intensity psychological interventions, especially the
Problem Management Plus program, are scalable, cost-
effective, and adaptable to various settings, including those
with limited resources (WHO, 2016). Systematic reviews
have confirmed that culturally adapted cognitive behavioral
therapies significantly reduce depressive symptoms in refugee
populations (Uhr et al. 2025).

In summary, depression among refugees is common, complex,
and influenced by cultural factors. Addressing this issue
requires the integration of culturally sensitive approaches into
mental health services, expanding access to evidence-based

psychosocial interventions, and strengthening social support
systems. These actions are essential to reduce negative mental
health outcomes in this vulnerable population.

TREATMENT OF DEPRESSION IN
COMORBID CONDITIONS

Comorbidity of depression and anxiety disorders

Comorbidity of depression and anxiety disorders has been
shown to negatively affect several clinical parameters, including
suicide risk, treatment adherence, time to response, and overall
treatment effectiveness (van Bronswijk et al. 2018).

Table 7 below aims to guide clinicians in developing
individualized and stepped-care approaches by classifying
interventions according to their order of recommendation.
The ranking of recommendations was determined not only
by the level of evidence, but also by considerations such as
clinical applicability, generalizability, safety profile, and local
regulatory approval status. Thus, the approach is grounded
not only in scientific evidence but also in considerations of
integration into the local healthcare system, ensuring that it
remains both realistic and applicable.

For example:

* Quetiapine (augmentation): Supported by placebo-
controlled randomized controlled trials (RCTs) (level of
evidence [LoE]=1); however, due to sedative and metabolic
side effects and limited clinical applicability, it was assigned a
recommendation level of 2.

* Pregabalin (augmentation): Although supported by a
high-quality RCT (LoE=1), the evidence is limited to SSRI
non-responders and to its use as an augmentation strategy,
which restricts its generalizability; therefore, it was assigned a
recommendation level of 2.
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Table 6. International treatment guidelines for perinatal depression (guidelines published between 2020-2025)

Preparation Preconception Recommendations during Recommendations after
Treatment guidelines Content methods recommendations pregnancy childbirth
Canadian Network Diagnosis, Canada Pregnancy should Psychotherapy: CBT, Medication used during
for Mood and Anxiety assessment, A treatment be planned behavioral activation, pregnancy should be
Disorders (CANMAT) intervention, guideline interpersonal therapy and continued in the postpartum
2024 (Vigod et al. 2025) and treatment developed and mindfulness based therapies  period.
of peripartum refined through (First line recommendation  First-line pharmacological

depression and
anxiety disorders
Recommendations
regarding the
mental health of

fathers as well

discussion by 15
experts

and the evidence level is
high)

With moderate and severe
depression: pharmacotherapy
is recommended.

First line: sertraline,
citalopram, escitalopram
With psychotic features and
high risk of suicide ECT is
the first line treatment.
rTMS: not enough evidence
therefore it is not among the
treatment options.

Even though evidence

level is low, yoga is among

options are sertraline
(higher level of evidence),
escitalopram, and citalopram.
ECT is indicated in cases
with psychotic features

or suicide risk; it is not

a contraindication to
breastfeeding.

Repetitive TMS may be
considered as an adjunct to
antidepressant medication
(low level of evidence).

recommendations.
French Society for Preconception, France Selecting non- Suicide risk and substance Medication selection should
Biological Psychiatry and pregnancy, after Expert opion teratogenic use should be assessed be based on Hale’s lactation
Neuropsychopharmacology  childbirth of 61 French medications for both  Medications with the lowest  risk categories
and French speaking Marce psychiatrists acute and maintenance  teratogenic risk should be First-line options should be
Society guidelines 2024 treatment preferred medications in categories L1
(Belzeaux et al. 2024) Providing information ~ Medication should not and L2
to the patient and be discontinued abruptly Both mother and father
their partner about in cases of unplanned should be informed about the
contraception methods ~ pregnancy transfer of medications into
and medications ECT: first-line in cases of breast milk
Pregnancy testing depression with catatonic
prior to prescribing features or treatment resistant
any medication
American College Screening, USA General principles: use the The mother should be
of Obstetricians and assessment, The American lowest effective dose, avoid encouraged to breastfeed.
Gynecologists (ACOG) maintenance College of polypharmacy, and exercise ~~ When initiating medication,
Clinical Practice Guideline  and treatment of Obstetricians and caution when switching the degree of transfer into
2023 depression, anxiety ~ Gynecologists medications. breast milk should be
disorders and Clinical Practice Evaluate the potential risks of considered.
bipolar disorder Guideline untreated illness. Psychotherapy should be the
during perinatal Development Psychotherapy should be the  first-line treatment for mild to

period

Committee, along
with two external
subject-matter

first-line treatment for mild
to moderate depression.
For pharmacotherapy, prefer

moderate depression.
Medication should be selected
based on the RID (relative

experts an SSRI that has previously ~  infant dose).
been effective (if initiating Brexanolone can be used in
treatment for the first time,  the last trimester of pregnancy
sertraline or escitalopram). and in the postpartum period.
Centre of Perinatal Pregnancy Australia Preconception Screening for depression and  Screening for depression
Excellence (COPE) 2023 planning, illness Recommendations  screening for anxiety during pregnancy and anxiety at 6-12 weeks

Mental health care in
perinatal period
Australian Clinical Practice

Guideline

assessment during
pregnancy, and
treatment for
women with
depression,
anxiety disorders,
bipolar disorder,
schizophrenia,
and borderline
personality
disorder

are presented based
on evidence and
expert consensus

depression and anxiety
Discussion of the
management of pre-
existing mental illness
before pregnancy

Psychoeducation
Psychotherapy: CBT and
IPT are first-line
Omega-3 has no proven
benefit

An SSRI that has previously
been effective should be
selected

Benzodiazepine use: prefer
short-acting agents

For hypnotic use:
doxylamine

postpartum

Difficulties in mother—infant
bonding should be identified
and appropriate guidance
provided

Suicide risk should be assessed
CBT and IPT are first-line
treatments

SSRIs are the first-line
antidepressants

ECT: for those not
responding to antidepressant
treatment, with psychotic
features, or at high suicide risk
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Treatment Preparation Preconception Recommendations Recommendations
guidelines Content methods recommendations during pregnancy after childbirth
NHS Scotland Care and treatment of ~ Scotland Education on effective ~ Screening for depression and anxiety In medication

Perinatal Health
Conditions
(SIGN) 2023

women with mental
illness during their
reproductive years,
including pregnancy
and the postpartum
period

Treatment of
individuals with
depression,

anxiety disorders,
bipolar disorder,
schizophrenia, and
borderline personality

Perinatal and
Infant Mental
Health Programme
Board

contraception methods
Planning of pregnancy
and breastfeeding

disorders should be conducted during
pregnancy

Birth trauma, borderline personality
disorder, suicide risk, and psychosocial
factors should be assessed

Clinicians should keep themselves
updated on medication side effects
Close collaboration with primary care
physicians

In medication selection: choose the
lowest-risk option, use the lowest effective
dose, and prefer monotherapy

Infants exposed to medication should be

selection, the baby’s
development and the
stage of pregnancy
should be taken into
account

ECT: for severe cases
and patients with high
suicide risk

disorder closely monitored at birth
PanEuropean Assessment, European Union Prevention of CBT is the first-line treatment with the CBT is the first-
Network in prevention, and Project depression in high-risk  highest level of evidence line treatment with
Peripartum treatment of Experts in the field groups Although the level of evidence is low, the highest level of
Depression peripartum depression  from all European antidepressants may be used in selected evidence
Disorder Neurophysiological Union countries patients Antidepressants may
(RISEUP-PPD)  and imaging studies Six working groups In patients with severe and recurrent be used when necessary
2023 depression, antidepressants should not be  with close monitoring

discontinued

Prefer monotherapy and low-dose
antidepressants

Due to low level of evidence, rTMS is a
weak recommendation

Pregnant patients receiving medication
should be monitored closely and
thoroughly

If depression is severe and life-threatening,
ECT is the first-line treatment

Bright light therapy is not recommended
due to insufficient evidence

Due to the low level

of evidence, rTMS is a
weak recommendation
ECT is the first-line
treatment in life-
threatening situations
Bright light therapy is
not recommended due
to insufficient evidence

National Institute ~Preconception
for Health and Pregnancy
Care Excellence  Postpartum

(NICE) 2020 Monitoring and
treatment of mental
disorders

Specialist training in
the management of
mental disorders

United Kingdom  All women with
Prepared by a mental illness should
group called be educated about

the National contraception methods
Collaborating

Centre for Mental

Health

Data on the safety are limited and
insufficient

Psychotherapy: CBT

Psychotherapy: CBT
(first-line)

Data on medication
safety during
breastfeeding are
limited

CBT: cognitive behavioral therapy; ECT: electroconvulsive therapy; IPT: interpersonal therapy; RID: relative infant dose; SSRI: selective serotonin reuptake inhibitor; TMS: transcranial

magnetic stimulation.

* Brexpiprazole: Although supported by Phase 3 RCT data
(LoE=1), the available evidence is based on analyses focusing
on dimensional anxiety symptoms rather than on patients
with a diagnosed comorbid anxiety disorder, resulting in a
recommendation level of 2.

* Cariprazine: Although supported by level 1 evidence, only
individuals with high anxiety symptoms were included in the
study, without formal comorbid anxiety disorder diagnoses;
therefore, it was assigned a recommendation level of 2.

* Tandospirone: Despite evidence from a RCT (LoE=2), it is
not licensed or available in Tiirkiye; therefore, it was assigned
a recommendation level of 3.

* ECT and tDCS: Direct RCT evidence is lacking in
patients with depression and comorbid anxiety disorders.

Accordingly, these interventions were classified as LoE=3 and
recommendation level=3, and are suggested only as adjunctive
options in treatment-resistant and individualized cases.

Conclusion and recommendations

Findings from the literature review indicate that SSRI/SNRI
antidepressants and CBT stand out as effective interventions
targeting both depressive and anxiety symptoms.

However, in many studies conducted in individuals with
depression, anxiety symptoms were either not assessed or
were addressed only in subgroup analyses. In some studies,
participants with depression and co-occurring anxiety
symptoms, rather than those with a formal comorbid anxiety
disorder diagnosis, were included. This limits the number
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Table 7. Treatment of depression with comorbid anxiety symptoms/anxiety disorders

Recommendation level Level of evidence (LoE) Intervention Tolerability
1 1 Escitalopram Good
1 Sertraline Good
1 Fluoxetine Good
1 Paroxetine Moderate
1 Venlafaxine XR Moderate
1 Aripiprazole (augmentation) Good
1 rTMS Good
1 Cognitive Behavioral Therapies (face-to-face, Good
transdiagnostic, rumination-focused, internet-based)
2 Duloxetine Moderate
2 1 Bupropion Good
1 Quetiapine (augmentation) Moderate
1 Pregabalin (augmentation) Good
1 Brexpiprazole (augmentation) Good
1 Cariprazine (augmentation) Good
2 Citalopram Good
2 Mirtazapine Good
2 Vortioxetine Good
2 Agomelatine Good
2 Reboksetine Moderate
2 Ketamine (monotherapy) Moderate; monitoring required due to
dissociation and cardiovascular effects
2 Esketamine (augmentation) Moderate; monitoring required due to
dissociation and cardiovascular effects
2 Benzodiazepines (monotherapy/augmentation) Good; use with caution due to risk of dependence
2 Aerobic exercise Good
3 Fluvoxamine Good
3 Buspirone (augmentation) Good
3 Mindfulness-based therapies Good
3 1 Lavender oil extract (silexan) Good
2 Tandospirone (augmentation with SSRI) Good
2 Psilocybin and serotonergic psychedelics Good
3 Esketamine (monotherapy) Moderate; monitoring required due to
dissociation and cardiovascular effects
3 tDCS Good
3 ECT Moderate
3 Yoga/breathing-based relaxation therapies Good
= Chamonmile extract (matricaria chamomilla L.) Good

of studies that explicitly examine comorbid depression and
anxiety disorders at the diagnostic level, making it difficult to
clearly delineate treatment effects specific to this population.

Treatment of depression in comorbid alcohol and
substance use disorders

The co-occurrence of depression and alcohol or other
substance use disorders is common in clinical practice, and
it is well known that both disorders negatively influence one
another. Epidemiological studies have found that 18-31% of
individuals with major depressive disorder have experienced a
concurrent alcohol or substance use disorder at some point in
their lives. When evaluated by substance type, the prevalence
of co-occurrence is 20% for alcohol use disorder (Boschloo
et al. 2011, Carton et al. 2018), 16-34% for cocaine use
(Vergara-Moragues et al. 2012, Alfas-Ferri et al. 2021),

13.5-38% for cannabis use disorder, (Cuenca-Royo et al.
2013), and 43.2-61.2% for tobacco use (Jiménez-Trevifio
et al. 2019). When alcohol and substance use co-occur with
depression, the diagnosis and course of the depression require
careful assessment to determine whether it is “depression
independentofalcohol and substance use.” In particular, heavy
alcohol or substance use can lead to depressive symptoms,
and depressive symptoms that develop as a result of substance
use may improve partially or completely once substance
use is discontinued. In contrast, in cases where alcohol and
substance use disorders co-occur with depression, the course
of the illness becomes significantly more severe; the risk of
suicidal behavior increases, and chronicity, relapse, treatment
resistance, and significant impairment in functioning are
observed more frequently. Additionally, it has been reported
that exposure to childhood trauma and comorbid anxiety
disorders are also significantly higher in this patient group.



In most cases, the treatment of depression and alcohol and
substance use disorders should be addressed concurrently.

Assessment and diagnosis

In the treatment of depression, the patients alcohol and
substance use must be systematically assessed during the
initial evaluation, and information should be obtained from
family members and caregivers when necessary. In clinical
practice, reliable screening scales (e.g., the Alcohol Use
Disorders Identification Test (AUDIT), CAGE test) should
be used, and liver function tests (LFTs) (AST, ALT, GGT,
Bilirubin), complete blood count (CBC), renal function tests
(RFTs), and TSH levels should be screened. The frequency
of follow-up should be determined based on the hepatotoxic
potential of the selected medication and the patient’s stability.
A more rigorous monitoring schedule should be followed,
particularly when agents with a high risk of hepatotoxicity
(e.g., agomelatine, duloxetine, or tricyclic antidepressants) are
used. A detailed history of substance use should be obtained;
the type of substances used, duration of use, time of last use,
and attempts to quit should be assessed. Additionally, the
patient’s physical health status should be assessed (particularly
liver function in relation to the hepatotoxic effects of alcohol,
history of infectious diseases in cases of intravenous substance
use, etc.) and risks should be identified. As part of the
assessment, the legal, social, and family-related issues that
may arise from the diagnosis (e.g., loss of functioning, family
conflicts) should also be addressed; the treatment plan should
be structured within this broader framework.

Pharmacotherapy

When planning pharmacotherapy for depression in the
presence of comorbid alcohol and substance use disorders,
treatment choices must take into account both the alleviation
of depressive symptoms and the course of alcohol and substance
use. SSRIs are among the top recommendations in this group
in terms of safety and tolerability. Randomized controlled
trials and meta-analyses have shown that antidepressants
(particularly SSRIs) reduce the severity of depression to
some extent compared to placebo and increase the rate of
alcohol abstinence in patients with depression and alcohol
dependence (Agabio et al. 2018). The type of co-occurring
substance use should also be considered when selecting an
antidepressant. For example, a review published in 2022
reported that SSRIs were insufficient in alleviating depressive
symptoms in patients with both depression and cocaine use;
therefore, antidepressants other than SSRIs (e.g., TCAs, agents
with dual mechanisms of action) may be preferred (Torrens
et al. 2022). However, due to their high risk of side effects
and overdose, antidepressants in the TCA and MAOI classes
should generally be considered as a second-line option in
patients with comorbid alcohol and substance use disorders.
Other antidepressants, such as mirtazapine and bupropion,
may also be considered in eligible patients, particularly when
there is no response to SSRI/SNRI treatments. Bupropion
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is also an effective agent in smoking cessation treatment; it
can reduce both depression and cigarette use in patients with
depression who have severe nicotine dependence. However, it
should be noted that bupropion lowers the seizure threshold
in patients at high risk of alcohol withdrawal seizures or those
using stimulant medications concurrently, and should be
used with caution. In addition, a randomized controlled trial
has reported that venlafaxine is less effective than placebo in
individuals who also use cannabis. (Levin et al. 2013)

In this patient group, drug interactions and specific
circumstances may guide the treatment plan. For example,
smoking induces the CYP1A2 enzyme in the liver, thereby
accelerating the metabolism of certain antidepressants.
Serum levels of medications metabolized by CYP1A2,
such as duloxetine and mirtazapine, have been found to be
significantly lower in patients with depression who smoke
compared to those who do not (Fric et al. 2008). Therefore,
dose adjustment may be necessary in these patients, as the
drug’s efficacy may be reduced. The risk of hepatotoxicity
should also be taken into account: In patients with liver
damage, particularly those with active alcohol use, agents
such as duloxetine, agomelatine, and nefazodone should not
be preferred or should be used only with frequent monitoring
of liver function tests. Similarly, extreme caution is warranted
when prescribing benzodiazepines to patients with alcohol use
disorder; due to the increased risk of central nervous system
depression and respiratory depression, benzodiazepines should
be avoided except for short-term, low-dose use. For alcohol
use disorder, naltrexone (oral or depot form) and acamprosate
are first-line agents for relapse prevention; both are expected
to be safely used in patients with comorbid depression and
to indirectly support mental well-being by increasing rates of
alcohol abstinence. Recent evidence suggests that naltrexone
and acamprosate can be safely used in combination with
SSRIs such as sertraline and escitalopram, as well as with
ketamine (Pettinati et al. 2010, Witte et al. 2012, Yoon et al.
2025).

Monitoring and safety recommendations

The frequency of monitoring should be determined based
on the hepatotoxic potential of the selected medication and
the patient’s stability. A more rigorous monitoring schedule
should be followed particularly when using agents with a
high risk of hepatotoxicity (e.g., agomelatine, duloxetine,
or tricyclic antidepressants). If an increase in liver enzymes
(particularly AST/ALT) exceeding 3—5 times the upper limit
of normal is detected during monitoring, medications with
hepatotoxic potential should be discontinued immediately or
the dose reduced, and the patient should be placed on weekly
monitoring (SAMHSA 2015, NCBI 2024). In patients with
active cirrhosis or chronic liver disease, it is recommended to
reduce maintenance doses by 50% and to prefer agents with
minimal hepatic metabolism (e.g., escitalopram) or those
excreted via the renal route (Menon et al. 2022).
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Table 8. Recommended follow-up schedule for co-occurring alcohol use disorder and depression (NCBI 2024, SAMHSA 2015)

Treatment phase Recommended tests

Frequency of follow up and criteria

Liver Function Tests (AST, ALT,
GGT, Bilirubin), CBC, Kidney
Function Tests, TSH

Baseline

Before starting treatment (Day 0)

Liver Function Tests (AST, ALT,
GGT)

Early treatment /
active alcohol use

Every 2 to 4 weeks for the first 2 months

High-risk medication
monitoring

Agomelatin, Duloxetine or

agents with high hepatic burden

At weeks 6, 12, and 24 (Dodd et al. 2011)

Liver Function Tests and
metabolic panel

Stabilization phase

Every 3 to 6 months

Dose increase / relapse Liver Function Tests

When clinically indicated or when increasing the dose

If there is concurrent Liver Function Tests

alcohol use disorder

Before starting treatment (Day 0), at 1 month after initiation, and every 3 months thereafter. For
disulfiram, monitoring should begin in the second week, followed by monthly monitoring for the first

3 months. Renal function should be monitored in patients taking acamprosate. (Mason and Heyser

Psychosocial interventions, psychotherapies, and follow-up

Psychoeducation and psychosocial interventions are essential
for effective treatment of depression comorbid with alcohol
or other substance use disorders. In this patient group, it is
strongly recommended that a psychosocial intervention be
implemented in addition to pharmacological treatment. In
particular, CBT and motivational interviews can be used to
both improve depressive symptoms and reduce substance use
(Grant et al. 2021). Adherence to treatment and the course
of substance use should be closely monitored. Signs of relapse
and triggers related to substance use (e.g., social environment,
stressors) should be assessed at every follow-up visit. Because
the risk of suicide increases particularly during the early stages
of treatment and during the withdrawal phase, it should be
assessed at every visit. Changes in the amount of cigarette
smoking in patients who smoke should be taken into account
due to their pharmacokinetic effects on antidepressant
therapy (decrease/increase in CYP1A2 induction).

Approach to depression in medical illness

The prevalence of depression, particularly in association with
cardiovascular, neurological, pulmonary, and gastrointestinal
diseases, is significantly higher compared to the general
population. Findings from a comprehensive systematic review
(including 52 meta-analyses covering 27 different physical
disease groups) indicate that antidepressants are effective
at small to moderate levels in the treatment of comorbid
depression. The greatest treatment effects were observed in
myocardial infarction, functional chest pain, and coronary
artery disease, whereas effectiveness remained limited in
chronic low back pain and traumatic brain injury. Tolerability
was also found to be lower than placebo (Kéhler-Forsberg et al.
2023). These findings highlight that both drug-specific risk—
benefit balance and an individualized treatment approach
should be fundamental in treatment selection.

2010, Winslov et al. 2016)

Coronary artery disease

Treatment of depression in individuals with cardiovascular
disease can reduce depressive and anxiety symptoms in the
short term, as well as improving quality of life. SSRIs in
particular reduce the risk of myocardial infarction following
acute coronary syndrome. However, they have no significant
effect on overall mortality or other major cardiac outcomes.
Psychological interventions provide short-term benefits but
do not appear to have long-term cardiac benefits. The most
effective therapeutic approach has yet to be established.

Hypertension

Although SSRIs generally have little effect on blood
pressure, they have been shown to reduce diastolic blood
pressure in patients with hypertension. Compared with
SSRIs and placebo, SNRIs have been associated with more
pronounced increases in blood pressure. Psychological
interventions, particularly CBT, and algorithm-supported
integrated approaches, have demonstrated significant
improvements in depressive symptoms, blood pressure, and
cardiometabolic parameters. These approaches have been
found to be more effective in individuals with hypertension.
Combined treatment approaches have been found to be
more effective in lowering blood pressure, particularly in
younger patients.

Heart failure

SSRIs are generally considered safe. However, the effects of
SSRIs on depression and quality of life remain inconsistent
and limited. In patients with heart failure and comorbid
depression, CBT, particularly when combined with exercise,
has been shown to improve depressive symptoms and quality
of life and to reduce hospitalisation rates in some studies.
Nevertheless, these results should be interpreted with caution
due to the heterogencity of the evidence and the studies’
methodological limitations.



Chronic obstructive pulmonary disease (COPD)

Although sertraline has produced some positive results, the
evidence concerning SSRIs and tricyclic antidepressants
(TCAs) is limited, inconsistent, and of poor quality. Cognitive
behavioral therapy and certain psychological interventions
have been shown to significantly improve depressive and
anxiety symptoms in patients with COPD. However,
telehealth interventions have been found to be ineffective
in reducing depressive symptoms, though they have been
associated with modest reductions in anxiety levels.

Liver failure

SSRIs during antiviral therapy has been shown to reduce
the risk of interferon-induced major depression and to
improve depressive symptoms; however, in some studies, the
prophylactic effect of citalopram has been found to be limited.
Although SSRIs are generally well tolerated, their superiority
over placebo in terms of treatment adherence and prevention

Table 9. Treatment of depression in medically ill
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of depression remains unclear. In patients with cirrhosis,
social service interventions may have the potential to improve
clinical outcomes; however, the lack of detailed information
regarding intervention content makes comparisons difficult.

Inflammatory bowel disease (IBD)

In patients with IBD, SNRIs have demonstrated significant
improvements in depression, anxiety, and quality of life, and
have been associated with reductions in certain inflammatory
markers; however, their long-term effects remain uncertain.
Psychotherapy, patient education, and relaxation techniques
have also shown similar short-term benefits, but the evidence
regarding their effects on disease activity is limited and
heterogeneous. Cognitive behavioral therapy has likewise been
shown to provide short-term improvements in psychological
well-being, although its long-term effects have not been
adequately evaluated.

Study type
Number of included studies
Study characteristics Sample size Results
Coronary artery disease

Fernandes et al. 2021

Akosile et al. 2023

Meta-analysis

8 RCTs

n=1148
Systematic review

19 RCTs

The use of SSRIs in post—acute coronary syndrome depression significantly reduces the risk
of recurrent MI, but does not significantly affect overall cardiac mortality or other clinical
outcomes.

CBT, IPT, and SSRIs reduce short-term depressive symptoms in patients with CAD, but do
not significantly affect cardiovascular outcomes.

Hypertension
Wang et al. 2022

Zhang et al. 2023

Meta-analysis
27 RCTs
n=2606
Meta-analysis
6 studies
n=149

Combined treatment* is associated with greater reductions in blood pressure compared with
standard antihypertensive therapy, particularly in patients under 65 years of age.

SSRIs generally do not significantly affect blood pressure, but reduce diastolic blood pressure
in patients with HT.

Heart failure
Das et al. 2019

Ishak et al. 2020

Chernoff et al. 2022

Meta- analysis

21 RCTs

n=4563
Systematic review
27 studies
Meta-analysis

15 RCTs

n=1370

Exercise and CBT significantly reduce depressive symptoms, whereas antidepressants show
no significant effect.

SSRIs (except paroxetine) are not superior to placebo; collaborative care including
antidepressants and CBT significantly improves depressive symptoms.

CBT and stress management interventions reduce depression and anxiety; longer CBT
duration is associated with greater treatment success.

Chronic obstructive pulmonary disease

Pollok et al. 2018

Zhang et al. 2020

Zhang et al. 2025

Liver failure and cirrhosis

Udina et al. 2014

Ufere et al. 2022

Systematic
Review

4 RCTs n=201
Meta-analysis
10 RCTs
n=1278
Meta-analysis
7 RCTs
n=1174

Meta-analysis

7 RCTs

n=591
Systematic review

6 Studies

Nortriptyline reduced depression in a small study; SSRI use did not improve quality of life
but increased exercise tolerance.

CBT reduces depression and anxiety in patients with COPD; short-term interventions are
more effective for depression, whereas long-term interventions are more effective for anxiety.

Telehealth-based interventions show no effect on depression but produce small yet
significant reductions in anxiety.

SSRIs during antiviral therapy reduce interferon-associated depression in chronic hepatitis C
but do not affect virological response.

Social service—based interventions benefit patients with cirrhosis, particularly in alcohol-
related liver disease and transplantation settings; however, results are limited due to poorly
defined interventions.
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Table 9 continues. Treatment of depression in medically ill

Study characteristics

Results

Inflammatory bowel disease

Liang et al. 2022

Weston et al. 2024

Study type
Number of included studies
Sample size
RCT
n=45

Meta-analysis

Venlafaxine improves quality of life and disease severity and reduces inflammatory markers
at 6 months in patients with IBD, but does not affect endoscopic, biochemical, or relapse
outcomes.

Antidepressants, particularly SNRIs, reduce depression and anxiety and improve quality of

11 studies life in patients with IBD.
(3 RCTs)
n=327
Fibromyalgia
Bidari et al. 2019 RCT Duloxetine and pregabalin similarly reduce depression; duloxetine provides better pain

Vilarino et al. 2024

Cojacaru et al. 2024

n=66 female patients
RCT

n=69

(38 patients, 31 healthy
controls)

Meta-analysis

17 RCTs

n=1499

control but has higher discontinuation rates due to adverse effects.

Eight weeks of resistance exercise does not reduce depression in patients with fibromyalgia;
however, low-intensity training at 4 weeks improves depressive symptoms.

CBT and ACT significantly reduce depression and anxiety in patients with fibromyalgia.

Chronic kidney disease
Palmer et al. 2016

Ling et al. 2020

Yang et al. 2024

Meta-analysis

4 RCTs

n=170 dialysis patients
Meta-analysis

n=479

Meta-analysis

19 RCTs

Fluoxetine, sertraline, citalopram, and escitalopram show limited antidepressant effects in
dialysis patients; nausea is more frequent, but other adverse effects and discontinuation rates
are similar to placebo.

CBT reduces depression more than standard care and counseling in hemodialysis patients
but is less effective than sertraline.

Psychosocial interventions in patients with CKD show generally limited effects on
depression and quality of life; however, significant improvements are observed in HADS
and Kidney Disease Quality of Life scores, with no differences detected in other measures.

Cancer
Lietal. 2017

Serfaty et al. 2020

Vita et al. 2023

Meta- analysis
25 RCTs

RCTs n=230

Meta- analysis
14 RCTs
n=1364

Collaborative care is more effective than standard care, with benefits maintained at 12
months; pharmacological and psychological interventions provide only short-term benefits.
CBT shows limited effectiveness in advanced cancer; further research is needed in specific
subgroups and alternative interventions.

Antidepressants reduce acute-phase depression vs placebo, with no significant differences
between drug classes.

Cerebrovascular events
Wang et al. 2018

Niu et al. 2022

Yan et al. 2024

Meta-analysis

23 RCTs

n=1973

RCT

n=104

RCT

n=60

Sertraline (n=30) vs
Escitalopram (n=30)

Most studies are of low quality, but CBT reduces depressive symptoms in PSD; CBT alone
or combined with antidepressants increases remission and response rates.

ACT significantly reduces depressive symptoms in post-stroke patients, with benefits
maintained at 3 months.

Both sertraline and escitalopram reduce depressive symptoms in PSD at 8 weeks;
escitalopram is superior, and both are similarly well tolerated.

Parkinson’s disease, Huntington’s disease, and other movement disorders

Mills et al. 2018

Dobkin et al. 2020

Zadegan et al. 2024

Zhang et al. 2024

Sugar and Richardson, 2025

Meta-analysis

20 RCTs

n=1893

RCT

n=72

Systematic review
41 studies

Meta-analysis

51 studies

n=673
Systematic review
89 studies

MAO-B inhibitors, SSRIs, and TCAs are effective for depression in PD, with the greatest
efficacy observed with MAO-B inhibitors.

Telephone-based CBT improves depression, anxiety, and quality of life in PD vs standard
care, with benefits maintained up to 6 months.

Evidence for depression treatment in Huntington’s disease is limited and mostly based on
case reports; data are insufficient to determine treatment effectiveness.

DBS improves tic symptoms in Tourette syndrome and has beneficial effects on comorbid
obsessive—compulsive symptoms, depression, and anxiety.

Botulinum toxin injections in dystonia consistently improve depression.

ACT: acceptance and commitment therapy; CAD: coronary artery disease; CBT: cognitive behavioral therapy; CKD: chronic kidney disease; COPD: chronic obstructive pulmonary
disease; DBS: deep brain stimulation; HADS: hospital anxiety and depression scale; HT: hypertension; IBD: inflammatory bowel disease; IPT: interpersonal therapy; MAO-B inhibitors:
monoamine oxidase-b inhibitors; MI: myocardial infarction; n: sample size; PD: Parkinson’s disease; PSD: post-stroke depression; RCTs: randomized controlled trials; SNRI: serotonin-
norepinephrine reuptake inhibitor; SSRI: selective serotonin reuptake inhibitor; TCA: tricyclic antidepressant.

* Combined treatment: antihypertensive therapy plus antidepressant treatment and/or psychotherapy.



Fibromyalgia

In patients with fibromyalgia, duloxetine and pregabalin
have been shown to reduce depressive symptoms by a similar
amount. However, duloxetine is more effective overall,
although it is associated with a higher rate of adverse effects.
Psychotherapies such as CBT, acceptance and commitment
therapy (ACT) and personal construct therapy (PCT) have
been shown to significantly reduce depressive and anxiety
symptoms, with no clear differences observed between the
different approaches. While exercise interventions have
generally not been found to effectively reduce depression,
low-intensity exercise has demonstrated greater short-term
benefits.

Chronic kidney disease (CKD)

Antidepressants (particularly SSRIs) have shown limited
effects in reducing depressive symptoms in CKD, supported
by low-quality evidence; however, their impact on quality
of life remains uncertain. Gastrointestinal adverse effects,
such as nausea, have also been reported more frequently.
Cognitive behavioral therapy has been found to be
effective in reducing depressive and anxiety symptoms and
in improving quality of life in CKD. Although CBT has
demonstrated superiority over standard care in some studies,
it has been reported to be less effective than sertraline when
directly compared.

Cancer

Although antidepressants may reduce symptoms in the
acute phase, no significant differences have been observed
between antidepressant classes and the available evidence
is of low certainty. Collaborative care has been shown to
have long-term effects on depressive outcomes, whereas
pharmacological and psychological interventions generally
only provide short-term benefits. In patients with advanced
cancer, psychotherapeutic interventions may moderately
alleviate depressive symptoms. However, their impact on
quality of life remains unclear, and the overall quality of the
evidence is low. The CanTalk trial also showed that CBT
did not provide any extra clinical benefit for people with
advanced cancer.

Cerebrovascular events

In the (PSD),
antidepressants have been found to be more effective than a

treatment of post-stroke depression
placebo at reducing depressive symptoms. However, they have
also been associated with an increased risk of adverse effects.
CBT, particularly when combined with antidepressants,
has been shown to alleviate PSD symptoms and enhance
functional outcomes. Acceptance and commitment therapy
and SSRIs, particularly escitalopram, have also been shown
to significantly reduce depressive symptoms. However, the
effects of ACT on functional gains diminish over time.
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Parkinson’s disease, Huntington’s disease and other
movement disorders

In treating depression in patients with Parkinson’s disease,
monoamine oxidase B (MAQO-B) inhibitors, SSRIs and TCAs
have been found to be effective. The greatest treatment effects
have been observed with MAO-B inhibitors. Telephone-
based CBT and transcranial magnetic stimulation (TMS)
interventions have also been shown to significantly improve
depression, anxiety and quality of life. However, evidence
regarding the treatment of depression in Huntington’s
disease is limited and largely based on case reports. Deep
brain stimulation (DBS) has been shown to improve motor
and psychiatric symptoms in tic disorders. Botulinum toxin
treatment for dystonia has also demonstrated consistent
benefits for depressive symptoms, but the effects of other
treatments are less clear.

PSYCHOTHERAPIES AND PSYCHOSOCIAL
INTERVENTIONS IN THE TREATMENT OF
MAJOR DEPRESSIVE DISORDER

Psychotherapies are also available for the treatment of
major depressive disorder (Malhi et al. 2021, Lam et al.
2024). Among psychotherapy types, CBT and IPT have
the highest evidence value and consensus. When applying
a psychotherapy, one should work according to needs with
“flexibility within the school” instead of a “one size fits all”
method (Malhi et al. 2021, Lam et al. 2024).

Cognitive behavioral therapy in the treatment of
major depressive disorder

Cognitive behavioral therapy for depression is based on the
dominance of negative automatic thoughts and the decrease
in reinforcement and participation in pleasurable activities
(McQuaid and Thase 2017). Underlying negative thoughts
and beliefs become dominant and sustain the depression.
While the patient’s self-efficacy is increased with CBT,
negative thoughts or beliefs are reduced. Some models
prioritize social skills and problem-solving skills, while others
prioritize increasing positive activities and reducing cognitive
symptoms or vulnerabilities.

Effectiveness depends on the collaboration and feedback
between the therapist and the patient. Skills should be adapted
to life through the implementation of homework (McQuaid
and Thase 2017). More than the determined number of
sessions is ineffective, and application less frequent than once
a week is not recommended (Cuijpers et al. 2013a, Lam et al.
2024). Twice-weekly application is more effective than once a
week (Cuijpers et al. 2013b).

Cognitive behavioral therapy is effective regardless of the
application format and the characteristics of the patient
(Cuijpers et al. 2023). When CBT is compared with other
psychotherapies, the difference in effect size disappears
(Cuijpers et al. 2023). Individual, group, and self-help
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applications of CBT are all effective (Cuijpers 2017). Group
therapies are prominent among all applications (Cuijpers et
al. 2023). Therapies using Beck’s manual are more effective
(Cuijpers et al. 2023). No difference was found between
the effectiveness of face-to-face CBT and internet-based
CBT (iCBT) (Mathiasen et al. 2022). Even unguided iCBT
application is effective, inexpensive, and feasible (Zhou et
al. 2025). Cognitive behavioral therapy effectiveness is not
affected by the characteristics of the therapist (Bergvall et al.
2024). Effectiveness is not affected by sociodemographic or
clinical variables (mild, moderate, or severe severity; with
melancholic, atypical, or anxious specifiers) (Cuijpers 2017).

While there was no difference in short-term effectiveness
between CBT and pharmacotherapy, CBT is more effective
in 6-12 month results (Cuijpers et al. 2013b, Cuijpers et al.
2023). While CBT with pharmacotherapy is no different
from CBT alone, it is superior to pharmacotherapy alone
(Cuijpers et al. 2013a, Cuijpers et al. 2023). The order of
adding the other method on top of CBT or pharmacotherapy
made no difference (Dunlop et al. 2019). The tolerability of
the combination of the two is higher than pharmacotherapy
alone (Cuijpers et al. 2020).

Although pharmacotherapy and CBT are equally effective in
severedepressions, theircombined applicationisrecommended
(Cuijpers et al. 2013a, Cuijpers et al. 2020). Cognitive
behavioral therapy reduces suicide attempts (Gotzsche and
Gotzsche 2017). According to a Cochrane Database review,
adding psychotherapy to pharmacotherapy is beneficial in
the long term, whereas switching to psychotherapy instead of
pharmacotherapy is ineffective (Ijaz et al. 2018).

There are two therapies based on CBT for chronic and
recurrent depression: Cognitive Behavioral Analysis System
of Psychotherapy (CBASP) for chronic depression and
Mindfulness-Based CBT (MBCT) against recurrences.
Compared to usual treatment and IPT, CBASP is superior
in chronic depression; however, it is not superior to
pharmacotherapy. Adding CBASP to pharmacotherapy is
more effective than antidepressants alone (Negt et al. 2016).
The CANMAT (Canadian Network for Mood and Anxiety
Disorders) 2023 major depressive disorder treatment update
recommends CBASP in chronic depression (Lam et al. 2024).

Mindfulness-based CBT against recurrences gives good results
in studies and in real life (Teasdale et al. 2000, Kuyken et al.
2016, Geurts, Compen et al. 2020). Mindfulness-based CBT
is also effective during the index period and in difficult-to-
treat depression (Goldberg et al. 2019, Lubbers et al. 2024,
Barnhofer et al. 2025).

In summary:

* CBT is effective in all types of application and
sociodemographic or clinical features do not make a difference.

* CBT is more effective in prevention than pharmacotherapy
in the long term, and the combined application of CBT and
pharmacotherapy is superior to pharmacotherapy alone.

* In chronic depression, CBASP with pharmacotherapy and
MBCT for recurrences are effective.

Interpersonal psychotherapy (IPT)

Promising results have been obtained from the addition of
psychotherapeutic interventions to psychopharmacological
treatments in depression (Ravitz et al. 2019). This is not
surprising since depression arises from biopsychosocial factors
and therefore a meaningful treatment aims to address both its
biological aspects and also its psychosocial components. The
foundation of IPT lies in the demonstration to the patient of
the reciprocal interaction between interpersonal relationships
and depression (Klerman et al. 1984).

The development of IPT can be traced as far back as the
1970’s when Gerald Klerman and Eugene Paykel recognized
the necessity of adding psychotherapy to medication in
the maintenance treatment of depression (Markowitz and
Weissman 2012). Among those who inspired this time-
limited, supportive therapy model are Harry Stack Sullivan
(1953), who focused on the patient’s current interpersonal
context, Adolph Meyer (1957), who emphasized the
importance of social relationships; and John Bowlby (1969),
who highlighted the importance of attachment and suggested
that separation and the threat of separation trigger stress and
therefore depression. Observations by Myrna Weissman and
Eugene Paykel (1974) that patients receiving treatment for
depression most frequently complained about problems in
their social relationships, were also influential in shaping the
therapy. After extensive studies, the manualized book on IPT
was published under the title Interpersonal Psychotherapy of
Depression (Klerman et al. 1984).

Basic principle

Interpersonal psychotherapy is based on the idea that depressive
symptoms, social relationships, and life events mutually
influence one another. Problems in relationships and life
events can trigger depressive mood in vulnerable individuals.
Depressive mood can, in turn, lead to problems in interpersonal
relationships. An effective social support system is protective
against depression, and facilitates overall recovery.

Techniques

Interpersonal psychotherapy is held over sixteen sessions and
deals with a specific interpersonal problem area. The work
focuses on one of four areas: i) grief; ii) assumption of new roles
due, for instance, to relocation, divorce, or retirement; iii) role
disputes in interpersonal relationships such as conflicts with a
spouse, friend, or family member; or iv) general difficulties in
establishing and maintaining relationships.



e Although IPT emphasizes social relationships, it views
depression as a medical illness and assigns the patient a “sick
role” at the beginning of treatment. The purpose of this is to
reduce the patient’s feelings of guilt due to loss of functioning
and to help them focus on recovery by receiving support from
close others.

* It focuses on the patients current social environment
and relationships that trigger the depressive episode. While
collecting information to create an interpersonal inventory,
past relationships and patterns are also reviewed. The therapist
is aware of the patient’s internal conflicts, personal traits, and
relational patterns but does not focus on them during the work.

* IPT focuses on what the patient feels when addressing
problems in the context of relationships and helps the patient
understand the interaction between their social relationships
and mood.

* Some patients have such limited social environments that
they appear to have no social problems due to the absence
of close relationships. For such patients, role-playing and
directive techniques can be used to improve social functioning.

* It uses many therapeutic techniques familiar to therapists
practicing psychodynamic and cognitive behavioral therapies,
making it a model that experienced therapists can easily
grasp. Individuals psychotherapy
can visit the following website for training: (hteps://
interpersonalpsychotherapy.org/).
therapists should note that IPT does not focus on distorted

without experience

Cognitive-behavioral

thought patterns and cognitions; psychodynamic therapists
should note that the therapist takes an active stance and does
not focus on dreams or unconscious processes.

® The IPT therapist maintains a supportive, optimistic, and
nonjudgmental stance. To prevent regression, the therapist
adopts an active role rather than a quiet, passive, neutral
stance.

¢ IPT is not suitable for patients with depression so severe that
they cannot focus on psychotherapy, those with suicide risk
or psychotic symptoms, or those with alcohol and substance
misuse or dependence.

Stages of IPT

The first phase of therapy spans over three sessions. After
psycho-education about depression and its treatment, the
patient is given the sick role to enhance motivation for
therapy. The most important task in this phase is completing
the interpersonal inventory, in which close relationships,
patterns, and problems in the patient’s current and past social
network are examined in detail. A formulation is developed
by evaluating factors that trigger depression in relationships
along with current relational problems; this is shared with the
patient, and the problem area to be addressed is determined
collaboratively.
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In the second phase, consisting of ten sessions, one of the
following problem areas is addressed:

1. In the area of grief, the focus is on accompanying the
patient in processing the loss, addressing especially ambivalent
aspects of the lost person, and helping the patient develop
new attachments and interests.

2. In the area of role disputes in interpersonal relationships,
conflicts arising from differing expectations between the patient
and a significant other are addressed. First, communication
problems are explored, and the patient is supported in clearly
expressing their expectations as well as those of the other
person. Examining dialogues from a sample conflict and the
patients emotions in detail can be helpful. The patient is helped
to recognize and express the emotions that trigger responses
such as anger, withdrawal, or distancing; for example, anger
may be rooted in fear, sadness, or helplessness (Jones, 1929).
Planning ways to resolve the conflict, reassessing expectations,
and addressing communication problems are key goals (Alkan
and Gakalp, 2008).

3. In the area of role transitions, the focus is on issues such as
relocation, divorce, retirement, job loss, receiving a diagnosis of
a chronic illness, and aging—situations that may lead to the loss
of familiar social supports. Work involves expressing emotions
while mourning the old role, adapting to the requirements of
the new role, and developing new social supports.

4. In the area of interpersonal deficits, work is done with
patients who lack close relationships and have difficulties
forming attachments. Directive techniques and role-playing
can be used to develop social skills and reduce isolation;
however, IPT may be insufficient for patients with pronounced
social skill deficits (Weissman et al. 2018).

The final three sessions are devoted to termination. The
protective effect of close relationships against depression is
emphasized, gains from therapy are reviewed, and the padents
sense of competence is supported. If no improvement in
depressive symptoms is observed at the end of IPT, it is explained
that this is a limitation of the therapy method rather than the
patient, in order to prevent feelings of guilt and inadequacy,
and the patient is referred to another therapeutic approach.

Interventions targeting cognitive and
motivational deficits

Impairments in attention, memory, and executive functions are
common in depression and may adversely affect both treatment
response and functioning (Colwell et al. 2022). However, it
is difficult to assess the effects of medications on cognitive
functioning independently of mood symptoms. Vortioxetine,
bupropion, modafinil, and SNRIs have been reported to have
beneficial effects on cognitive functioning (Raskin et al. 2007,
Herrera-Guzmdn et al. 2008, Greer et al. 2014, Mclntyre et
al. 2014, Kaser et al. 2016, Tian et al. 2016, Mahableshwarkar
et al. 2025). Cognitive remediation therapy is a structured
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psychosocial intervention aimed at rehabilitating cognitive
deficits in depression. It aims to improve cognitive functioning
through repeated practice and structured exercises. Meta-
analytic findings indicate that cognitive remediation therapy
leads to improvements in global cognition, verbal memory,
attention/processing speed, working memory, and executive
functions (Thérond et al. 2021). However, these findings
are limited by the small number of studies, heterogeneity in
outcome measures, and the limited ability of these measures to
capture real-world functioning.

Anhedonia is one of the core symptoms reflecting the
motivational dimension of depression. The consummatory
component of anhedonia refers to deriving direct pleasure
from an activity, whereas the motivational component
reflects reward anticipation and the drive to seek rewards.
Among pharmacological approaches targeting anhedonia,
agents acting on the dopaminergic system have received
particular attention. Studies examining the effects of various
pharmacological agents on anhedonia suggest that ketamine,
methylphenidate, psilocybin, and some monoaminergic
antidepressants may be effective in reducing the severity of
anhedonia. The effects of escitalopram and riluzole have
been found to be limited (Cao et al. 2019, Kwasny 2024).
However, the number of studies directly examining the effects
of pharmacological interventions on anhedonia remains
quite limited, and in the vast majority of existing studies,
anhedonia has been assessed as a secondary outcome variable;
this limits both the strength of the available evidence and its
translational value for clinical practice.

Key recommendations for the management of
suicidal behaviour in major depressive disorder

Approximately 90% of people who die by suicide have one
or more psychiatric disorders, and 59%-87% of these cases
involve major depressive disorder (MDD) (Dong et al. 2019).
Therefore, the assessment of suicide risk in MDD should
be a routine clinical practice. During this assessment, each
patient should be directly asked whether they have thoughts
of passive death or suicide, the persistence of these thoughts,
whether they have made plans, and whether they have
previously attempted suicide. Patients who have previously
attempted suicide, have had suicidal thoughts for a long time,
are making plans for suicide, are considering more lethal
methods, are making preparations prior to death, or who
speak to or imply to those around them about their suicidal
thoughts or that their death would be better for everyone, as
well as those with a family history or a close social circle with
a history of suicidal behaviour, are at the highest risk.

Discussing life events with patients at risk of suicide is crucial,
as crisis intervention approaches targeting these issues can help
the patient. It is important to address symptoms that increase
the risk of suicide, such as anxiety, hopelessness, impulsivity,
anger, psychotic symptoms, insomnia and intense feelings of
guile.

As alcohol/substance misuse, post-traumatic stress disorder,
Cluster B personality disorders, chronic and/or terminal
illnesses, and chronic severe pain are comorbid conditions
that increase the risk of suicide, interventions targeting these
conditions alongside depression treatment may reduce the
risk of suicide.

Furthermore, identifying the patient’s strengths, reasons for
living, and other protective factors, and mobilising their social
support networks, will be highly beneficial in developing a
safety plan.

Hospital admission and electroconvulsive therapy (ECT)
should be considered for patients at high risk of suicide. If
hospitalization is not feasible, the patient should be closely
monitored at frequent intervals, and relatives should be
advised not to leave the patient alone, to remove any potential
means of suicide, and to provide emotional and practical
support.

Suicide risk assessments should be repeated in both inpatient
and outpatient settings, as suicide risk may fluctuate over
time.

Various studies have shown that suicide contracts with
patients are not effective (Rudd et al. 2006, Garvey et al.
2009, Edwards and Sachmann 2010). However, emergency
action plans are effective; an emergency action plan should
be drawn up with each patient for situations where the risk
of suicide increases. This plan should include warning signs,
what to do when the risk increases (e.g. not being left alone,
informing relatives, etc.), who to contact, and the professionals
or organisations to contact (Moscardini et al. 2020).

The evidence supports the view that antidepressants used in
MDD treatment reduce suicidal behaviour (Isacsson et al.
2005, Gibbons et al. 2007). However, there are also publications
suggesting that antidepressants may increase the risk of suicidal
tendencies, particularly in young patients and during the first
few weeks of treatment (Bridge et al. 2007, Stone et al. 2009,
Hetrick et al. 2012a, Coupland et al. 2015, Li et al. 2022). In
2004, the FDA issued a ‘black box’ warning regarding suicidal
thoughts and behaviours associated with selective serotonin
reuptake inhibitors (SSRIs) in children and adolescents, and
in 2007, this warning was extended to include young adults
(aged 18-24). When an antidepressant is initiated in a patient,
it must be ascertained whether suicidal thoughts have emerged,
whether they have increased, and, if so, the nature of this
increase. Potential warning signs of antidepressant-related
suicidal behaviour include agitation, ego-dystonic suicidal
thoughts and increased impulsivity (Stiibner et al. 2018).
Patients should be made aware of this, and in such a situation,
they should contact their doctor immediately and the treatment
should be reviewed (Stiibner et al. 2018). However, it must not
be forgotten that avoiding antidepressant use due to a potential
side effect may increase the overall risk of suicide, and that a
patient with MDD who is at risk of suicide must be treated
with a suitable antidepressant.



Lifestyle (diet, exercise, sleep) modifications

Lifestyle modifications have become increasingly important in
the management of depression, and treatment guidelines also
support lifestyle-based approaches (Malhi et al. 2021, NICE
2020, Marx et al. 2023). The main domains that constitute
lifestyle are commonly defined as nutrition, exercise, and
sleep (Firth et al. 2019a).

When research on the benefits of dietary changes in depression
is considered, there is evidence supporting a “Mediterranean
diet,” which is particularly rich in vegetables, fruits, fish, and
whole grains (Marx et al. 2017, Parletta et al. 2018, Firth et
al. 2019b, Bayes et al. 2022). Although further clinical studies
are needed in this area, the available evidence suggests that a
dietary pattern based on nutrient-dense, minimally processed

foods may be effective in reducing depressive symptoms
(Marx et al. 2023).

Research also demonstrates the effectiveness of regular exercise
in depression while improving quality of life (Carter et al.
2019, Sarris et al. 2020). The World Health Organization
recommends 150-300 minutes of moderate-intensity or
75-150 minutes of vigorous-intensity physical activity per
week; however, guidelines emphasize that these targets may
be difficult to achieve for many individuals with depression,
and the best exercise prescription is the one that is sustainable

(Bull et al. 2020, Teychenne et al. 2020).

There is a bidirectional relationship between depression
and sleep: sleep disturbances contribute to depression, and
depression can also lead to sleep disturbances. Maintaining
good sleep hygiene habits may help improve sleep quality in
depression, and sleep-hygiene modifications can be readily
implemented as a first-step intervention (Marx et al. 2023).

In summary, lifestyle-based approaches are recommended as a
key component in the management of depression and can be
combined with other evidence-based treatments to promote
improvements in biopsychosocial recovery and functioning.

Telemedicine and remote treatment delivery

Treatments delivered via telehealth for patients with depression
yield outcomes similar to face-to-face treatments in terms of

Table 10. Recommendations for sleep hygiene
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symptom severity, treatment adherence, treatment satisfaction,
and quality of life (Zimmerman etal. 2023). Although telehealth
encompasses all healthcare services delivered through the use of
technology, videoconferencing has become the predominant
method in psychiatric treatments today. In depression,
the effectiveness of telehealth-delivered treatments—both
pharmacotherapy and evidence-based psychotherapy—has
been found to be comparable to that of in-person treatments
(Scott et al. 2022). Improvements in treatment adherence are
even more pronounced when telehealth is integrated with
face-to-face care (Ettman et al. 2024). Therefore, telehealth
should ideally not be used alone in the treatment of depression
but rather in integration with in-person care. In particular,
patients should be assessed for suicide risk and self-harm
behaviors. Given the possibility of detecting such risks during
videoconferencing sessions, an emergency protocol should be
in place to ensure patient safety and facilitate referral to the
nearest psychiatric center when necessary.

With theincreasingavailability of technology use, telehealth can
reduce treatment costs and improve appointment attendance
among patients with depression living in remote areas. In this
way, communication disruptions between psychiatrist and
patient can be minimized, ensuring continuity of depression
treatment (Edwards et al. 2024). In addition to patients living
far from treatment centers, telemedicine can be a valuable
option for postpartum women—among whom depression
is common—as well as for patients with physical disabilities
requiring care and elderly patients, helping to reduce the
risk of remaining untreated (Stentzel et al. 2023, Sahin et al.
2024). The quality of communication between patient and
psychiatrist, as well as the effectiveness of telehealth sessions,
is influenced by both parties’ ease of using technology and
their willingness to engage with it. Psychiatrists should be
competent in the technologies they use, keep themselves up to
date with technological advancements, and, when necessary,
encourage patients to become more comfortable with using
these tools.

Routines and during the day Before bedtime

In the bedroom

Establish a consistent sleep schedule on weekdays and
weekends.

Aim for at least 7 hours of sleep.

Avoid excessive intake of caffeinated beverages during
the day, with particular attention in the evenings.
Avoid napping during the day; if a nap is taken, it
should not exceed 20 minutes and should be at least 6
hours before bedtime.

Avoid going to bed unless you feel sleepy.

Reduce screen time and exposure to bright/
artificial light before bedtime.

Add relaxing activities before bedtime (e.g.,
mindfulness-based meditation).

Reduce fluid intake before bedtime, especially
alcohol and caffeinated beverages.

The sleep environment should be relaxing, dark, quiet,
and at a comfortable temperature.

Keep devices such as televisions, computers, and tablets
out of the bedroom; even if a smartphone is kept in the
room, it should not be used in bed.

If needed, use soothing sounds (e.g., ocean sounds) or
relaxing oils (e.g., lavender oil).

If you cannot fall asleep, instead of staying in bed, get
up and do a quiet activity (e.g., reading under dim
light or listening to music), then return to bed.

This table was developed based on the World Federation of Societies of Biological Psychiatry (WESBP) and Australasian Society of Lifestyle Medicine (ASLM) clinical practice guideline
on lifestyle-based mental health care in major depressive disorder (Marx et al. 2023) and the 2020 Royal Australian and New Zealand College of Psychiatrists (RANZCP) clinical practice

guideline for mood disorders (Malhi et al. 2021).
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It should not be forgotten that face-to-face psychiatric
treatment remains the gold standard in the treatment of
depressive disorders. Especially in cases with comorbid
alcohol or substance use disorders, or when the psychiatrist
concludes that the patient is not benefiting from telehealth-
based treatment, this should be discussed with the patient and
a transition to in-person treatment should be recommended
(Guaiana et al. 2021).
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