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Abstract

Background: The high prevalence of suicidal behavior among individuals with major depressive disorder (MDD) in
Southeast Asia (SEA) underscores the need for optimized management to address depressive symptoms, reduce sui-
cide risk and prevent suicide in these individuals. Given the lack of clear guideline recommendations for assessing and
managing these patients, regional consensus-based recommendations which take into account diverse local contexts
across SEA may provide useful guidance for clinical practice.

Methods: A narrative literature review and pre-meeting survey were conducted prior to the consensus meeting of
an SEA expert panel comprising 13 psychiatrists with clinical experience in managing patients with MDD with suicidal
behavior. Utilizing the RAND/UCLA Appropriateness Method, the expert panel developed consensus-based recom-
mendations on the assessment and treatment of adult patients with MDD with suicidal behavior under 65 years.

Results: Screening of adult patients under 65 years with MDD for suicide risk using both a validated assessment tool
and clinical interview is recommended. An improved suicide risk stratification — incorporating both severity and tem-
porality, or using a prevention-focused risk formulation — should be considered. For a patient with an MDD episode
with low risk of suicide, use of antidepressant monotherapy, and psychotherapy in combination with pharmacologi-
cal treatment are both recommended approaches. For a patient with an MDD episode with high risk of suicide, or
imminent risk of suicide requiring rapid clinical response, or for a patient who had received adequate AD but still reported
suicidal behavior, recommended treatment strategies include antidepressant augmentation, combination use of
psychotherapy or electroconvulsive therapy with pharmacological treatment, and inpatient care. Suicide-specific psy-
chosocial interventions are important for suicide prevention and should also be part of the management of patients
with MDD with suicidal behavior.

Conclusions: There are still unmet needs in the assessment of suicide risk and availability of treatment options that
can deliver rapid response in patients with MDD with suicidal behavior. These consensus recommendations on the
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management of adult patients with MDD with suicidal behavior under 65 years may serve as a useful guidance in
diverse clinical practices across the SEA region. Clinical judgment based on careful consideration of individual circum-
stances of each patient remains key to determining the most appropriate treatment option.

Keywords: Depression, Suicide, Treatment, Southeast Asia, Consensus

Background

Suicide, a leading cause of death worldwide, is a major
public health issue — approximately 800,000 people die by
suicide every year [1]. Suicide rates are higher in younger
adults [1], resulting in substantial years of life lost and
associated socioeconomic burden. In 2016, the global
age-standardized suicide rate was 10.5 (per 100,000
population); among the Southeast Asian (SEA) nations,
Thailand has the highest age-standardized suicide rate in
2016 (12.9), followed by Singapore (7.9), Vietnam (7.0),
Malaysia (6.2), Indonesia (3.7) and the Philippines (3.7)
[1].

Suicidal behavior — which includes suicidal ideation,
suicidal plan and suicidal acts (such as suicide attempt
and suicide itself) [2] — is associated with several men-
tal disorders, including major depressive disorder (MDD)
[3]. Studies have shown that depressive symptoms, such
as feeling of hopelessness or worthlessness, are risk fac-
tors for suicidal behavior [3, 4]. Indeed, individuals with
MDD have a 20-fold greater risk of suicide than the
general population [5]; approximately, 55% of individu-
als with MDD experience suicidal ideation [6]. A recent
meta-analysis of observational surveys reported that
suicide attempt is common in individuals with MDD,
with a pooled lifetime prevalence of 31% [7]. In SEA,
the reported prevalence of MDD with suicidal behavior
(MDSB) ranges between 12.3 and 43.6% [8—13].

The high prevalence of suicidal behavior among indi-
viduals with MDD thus underscores the need for opti-
mized management to manage depressive symptoms,
reduce suicide risk, and prevent suicide in these individu-
als. However, there are several barriers which render the
assessment and management of suicide risk in individu-
als with MDD complicated. Patients with MDD may be
reluctant to speak about suicidal behavior due to cul-
tural or religious beliefs and public stigma [14—17], mak-
ing accurate assessment of suicide risk difficult. While
international and local guidelines for the management
of MDD generally state the necessity of a thorough and
ongoing evaluation of suicide risk in all patients with
MDD [18-22], there is a lack of clear recommendations
on how to assess and manage patients with MDSB, and
a lack of guidance for an integrated biopsychosocial
approach to prevent suicide in these patients. The use
of suicide risk assessment scales provides a standard-
ized measure to support clinical interviews [23], but

information collected is subjective. There is also a lack
of treatment recommendations for patients with MDD
at high risk of suicide [24], highlighting a need for treat-
ment options that can rapidly reduce suicidal behavior.
These barriers are further compounded by time con-
straints faced by clinicians [23] and limited access to care
and treatment in some parts of Asia [14].

Given the significant impact of suicide in SEA and the
lack of clear guideline recommendations for assessing
and managing patients with MDSB, a regional consen-
sus on the topic will be useful in providing guidance for
clinical practice. Our manuscript aims to provide con-
sensus-based recommendations on the assessment and
management of patients with MDSB, taking into consid-
eration the diverse local contexts across SEA.

Methods

The consensus meeting was convened virtually in Janu-
ary 2021, bringing together an expert panel of 13 national
psychiatrists from across SEA — including Indonesia,
Malaysia, Philippines, Singapore, Thailand and Viet-
nam - to discuss and develop an SEA consensus on the
management of patients with MDSB. All panelists have
relevant knowledge and clinical experience in the man-
agement of patients with MDSB.

Prior to the consensus meeting, a targeted, narrative lit-
erature review on the assessment and treatment of adult
patients with MDSB, as well as relevant guidelines, was
conducted and the available information was summarized.
Search terms included suicide, suicidality, suicidal ideation,
suicidal behavior, suicide attempt, suicide risk, depression,
major depressive disorder, guidelines, consensus, Singa-
pore, Malaysia, Indonesia, Philippines, Thailand, and com-
binations of mentioned terms. Search criteria were limited
to adult population and PubMed publications from 2010
to mid-November 2020 in English language. A separate
search beyond PubMed was also conducted for existing
guidelines. A pre-meeting survey was distributed to the
expert panel to obtain insights on current practice pat-
terns and unmet needs in their respective countries. Based
on the available information from the literature review
and insights from the pre-meeting survey, a set of clinical
scenarios for the assessment and treatment of MDSB in
adult patients under 65years was drafted for the consen-
sus development (Fig. 1). The narrative literature review
was conducted by a medical writer from an independent
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Fig. 1 Consensus process. Abbreviations: MDSB, major depressive disorder with suicidal behavior
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medical communications agency (In Vivo Communica-
tions [Asia] Pte Ltd). Following discussions with the lead
author (chairperson on the consensus meeting), a pre-
meeting survey and clinical scenarios were also developed.

To obtain consensus, RAND/UCLA Appropriateness
Method was employed — this method incorporates evi-
dence from the literature as well as expert clinical opinions
[25], and has been used for the development of guidelines
in psychiatric settings [26]. During the meeting, the expert
panel independently and confidentially rated the appropri-
ateness of each clinical scenario or statement based on a
1 to 9 Likert scale in two voting rounds. Discrepancies in
the ratings were identified following the first round of vot-
ing. ‘Disagreement’ was indicated when one-third or more
panelists rated a statement/scenario in the lowest 3 points
of the appropriateness scale (score 1, 2 or 3) and one-third
or more panelists rated the same statement/scenario in
the highest 3 points of the appropriateness scale (score of
7, 8 or 9). In the absence of ‘disagreement, a rating with a
median score of 7-9 was considered ‘appropriate’; median
score of 4—6 was ‘equivocal’; and median score of 1-3 was
‘not appropriate. Following the first round of voting, state-
ments/scenarios indicated with ‘disagreement’ were dis-
cussed among the panel members before proceeding to the
second round of voting. The results of the second round of
voting were collated and were classified based on the pre-
defined appropriateness rating. After the consensus meet-
ing, ‘appropriate’ statements/scenarios were translated into
consensus recommendations, which were further refined
by the expert panel.

Results

Screening and assessment of suicide risk in patients

with MDD

The expert panel recommends that all adult patients
under the age of 65years with MDD presenting to

emergency departments or psychiatric hospitals should
be screened for suicide risk.

Combining a validated assessment tool and clinical
interview is recommended when assessing suicide risk
in adult patients under 65years with MDD. The expert
panel considered the use of assessment tools alone (one
or more tools) as ‘inappropriate, while employing clini-
cal interview alone for the assessment of suicide risk was
rated as ‘equivocal’

Stratification of suicide risk in patients with MDSB

The expert panel recommends that the management of
patients with MDSB should involve structured suicide
risk assessment, risk stratification and the development
of an individualized safety plan.

The expert panel was ‘equivocal’ about the sufficiency
of traditional stratification based on severity (low risk vs.
high risk) to formulate an individualized safety plan for
patients with MDSB. The following stratification strategy
should be considered:

« Stratification based on severity (low vs. intermediate
vs. high risk) and temporality (acute vs. chronic)

+ Prevention-focused risk formulation, taking into
account 1) a patient’s risk relative to a specified popu-
lation; 2) a patient’s risk over time; 3) resources avail-
able to the patient during crisis; and 4) foreseeable
changes that may exacerbate suicide risk.

Treatments for patients with MDD with suicidal behavior
Several factors should be considered while determining
the nature and intensity of treatment for adult patients
with MDSB:
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«+ Severity of suicide risk

+ Past and family history of suicidal attempt
+ Presence of suicidal thought or ideation

+ Access to suicide means

+ Substance abuse

« Presence of social support network

+ Treatment availability and accessibility

«+ DPsychiatric comorbidities.

Pharmacological and non-pharmacological treatment
strategies
For the treatment of patients with MDSB, seventeen
clinical scenarios were rated ‘appropriate’; 10 clinical sce-
narios were rated as ‘equivocal’; ‘disagreement’ was indi-
cated in seven clinical scenarios, while the remaining was
considered ‘inappropriate’ by the expert panel (Table 1).
For a patient with an MDD episode with low
risk of suicide, the following treatment strategy is
recommended:

« use of one antidepressant (AD) as monotherapy
+ use of psychotherapy in combination with AD(s)
with or without adjuvants.

For a patient with an MDD episode with high risk of
suicide, or imminent risk of suicide requiring rapid
clinical response, or for a patient with MDSB who has
received an AD with adequate dose, duration and adher-
ence, but still reported suicidal behavior, the following
treatment strategy is recommended:

« addition of intranasal esketamine (use will depend on
local approved indications)

« addition of atypical antipsychotics

« use of electroconvulsive therapy (ECT) in combina-
tion with AD(s) with or without adjuvants

+ use of psychotherapy in combination with AD(s)
with or without adjuvants

+ admit for inpatient care.

Indications for inpatient care
Inpatient care is recommended in patients with MDD
with:

«+ Suicidal plan or act

« High risk of suicide

« History of suicidal attempt

+ DPsychiatric comorbidities

« Absence of support network
+ Substance abuse.
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The ‘presence of suicidal ideation’ and ‘long history of
mental illness’ as criteria for inpatient care were rated as
‘equivocal’ by the expert panel.

Psychosocial intervention

Psychosocial interventions are recommended for patients
with MDSB (Table 2) in combination with pharmaco-
logical therapy. However, the expert panel was ‘equivocal’
regarding the use of no-suicide contract as a brief psy-
chosocial intervention and the use of mentalization as a
long-term psychosocial intervention.

Discussion

Given the high prevalence of suicidal behavior among
patients with MDD, there is a significant need to optimize
the management of these patients to manage depressive
symptoms, reduce suicide risk and prevent suicide. Men-
tal health professionals are expected to recognize and
foresee the possibility of a patient engaging in suicidal
behavior, and therefore must 1) conduct a thorough and
structured suicide risk assessment and 2) formulate sui-
cide risk management to guide treatment planning [27].

Risk assessment

Assessment of suicide risk begins by engaging and hav-
ing empathetic conversations with the patients and the
persons accompanying them to build a therapeutic alli-
ance. Based on the initial conversations and observation,
a thorough suicide risk screening and assessment should
be carried out to: 1) identify risk and protective factors,
2) ask specifically about suicide (inquire and ascertain
presence of thoughts/ideation of self-harm and history
of suicidal behavior; assess suicidal thought intensity
and severity; ascertain access to suicide method/plan), 3)
determine suicide risk level, and 4) formulate safety and
treatment plan.

Several tools have been developed to assist with the
assessment of suicide risk; commonly used tools include
Mini-International Neuropsychiatric Interview (MINI)
suicidality module, Beck Scale for Suicide Ideation and
the Columbia-Suicide Severity Rating Scale [12, 23, 28].
Clinical guidelines do not generally recommend a specific
assessment tool and note that these tools should not be
used alone [19, 22] as each tool has different diagnostic
accuracy for suicidal behavior [29] and there is no availa-
ble evidence to support the use of suicide risk assessment
tools in predicting suicidal behavior. The expert panel
believe that clinicians should use a validated assessment
tool in combination with a detailed clinical interview
when assessing suicide risk in patients with MDD - this
will increase the chance of capturing vital information to
achieve a more accurate risk assessment. However, this
recommended approach may not always be practical. In
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Table 1 Consensus on the treatment of adult patients under 65 years with MDSB

Indication Ratings

An adult patient under 65 years with no significant organic or psychiatric history, has an MDD episode with a low risk of suicide. To reduce
the risk of suicide

1. use one AD Appropriate

2. use two ADs from the same class Not appropriate
3. use two ADs from different classes Disagreement
4. add lithium Not appropriate
5. add buspirone Not appropriate
6. add ketamine Not appropriate
7.add intranasal esketamine® Not appropriate
8. add benzodiazepines Equivocal

9. add conventional antipsychotics Not appropriate
10. add atypical antipsychotics Equivocal

11. add thyroid supplements Not appropriate
12. use ECT monotherapy Not appropriate
13. use ECT in combination with AD(s) with or without adjuvants Not appropriate
14. use rTMS monotherapy Not appropriate
15. use rTMS in combination with AD(s) with or without adjuvants Not appropriate
16. use psychotherapy alone Disagreement
17. use psychotherapy in combination with AD(s) with or without adjuvants Appropriate

18. admit for inpatient care Not appropriate

An adult patient under 65 years with no significant organic or psychiatric history, has an MDD episode with a high risk of suicide. To reduce
the risk of suicide

19. use one AD Not appropriate
20. use two ADs from the same class Not appropriate
21. use two ADs from different classes Disagreement
22, add lithium Equivocal

23. add buspirone Not appropriate
24, add ketamine Disagreement
25. add intranasal esketamine® Appropriate

26. add benzodiazepines Equivocal

27. add conventional antipsychotics Not appropriate
28. add atypical antipsychotics Appropriate

29. add thyroid supplements Not appropriate
30. use ECT monotherapy Not appropriate
31. use ECT in combination with AD(s) with or without adjuvants Appropriate

32. use rTMS monotherapy Not appropriate
33. use rTMS in combination with AD(s) with or without adjuvants Equivocal

34, use psychotherapy alone Not appropriate
35. use psychotherapy in combination with AD(s) with or without adjuvants Appropriate

36. admit for inpatient care Appropriate

If an adult patient under 65 years with no significant organic or psychiatric history, has an MDD episode with an imminent risk of suicide
requiring rapid clinical response

37.use one AD Not appropriate
38. use two ADs from the same class Not appropriate
39. use two ADs from different classes Disagreement
40. add lithium Not appropriate
41. add buspirone Not appropriate
42. add ketamine Disagreement
43. add intranasal esketamine® Appropriate

44, add benzodiazepines Equivocal
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Table 1 (continued)
Indication Ratings

45. add conventional antipsychotics

46. add atypical antipsychotics

47. add thyroid supplements

48. use ECT monotherapy

49, use ECT in combination with AD(s) with or without adjuvants
50. use rTMS monotherapy

51. use rTMS in combination with AD(s) with or without adjuvants
52. use psychotherapy alone

53. use psychotherapy in combination with AD(s) with or without adjuvants

54, admit for inpatient care

Not appropriate
Appropriate
Not appropriate
Not appropriate
Appropriate
Not appropriate
Equivocal

Not appropriate
Appropriate
Appropriate

An adult patient under 65 years with no significant organic or psychiatric history, had an MDD episode with suicidal behavior. If the patient
had received AD for an adequate dose, duration and adherence, but still reported suicidal behavior

55. add lithium

56. add buspirone

57. add ketamine

58. add intranasal esketamine®

59. add sodium valproate

60. add atypical antipsychotics

61. add thyroid supplements

62. use ECT monotherapy

63. use ECT in combination with AD(s) with or without adjuvants
64. use rTMS monotherapy

65. use rTMS in combination with AD(s) with or without adjuvants
66. use psychotherapy alone

67. use psychotherapy in combination with AD(s) with or without adjuvants

68. admit for inpatient care

Equivocal

Not appropriate
Disagreement
Appropriate
Equivocal
Appropriate
Not appropriate
Not appropriate
Appropriate
Not appropriate
Equivocal

Not appropriate
Appropriate
Appropriate

2 Use in SEA will depend on local approved indications

Abbreviations: AD antidepressant, ECT electroconvulsive therapy, MDD major depressive disorder, MDSB MDD with suicidal behavior, rTMS repetitive transcranial

magnetic stimulation

Table 2 Consensus on psychosocial interventions for patients
with MDSB

Brief psychosocial intervention Long-term psychosocial

intervention

Caring contacts Cognitive behavioral therapy

Safety planning intervention Interpersonal psychotherapy
Crisis response planning Dialectic behavioral therapy

Collaborative assessment and
suicidality management

Volitional help sheet

Attempted Suicide Short Interven-
tion program

Acceptance and commitment
therapy

Abbreviations: MDSB MDD with suicidal behavior

a high-volume/non-specialist mental health setting (i.e.,
primary care or emergency department), a comprehen-
sive clinical interview may not be feasible, especially if
patients do not present with overt suicidal behavior as
the main clinical problem. In this case, a simple validated

assessment tool, such as the PHQ-9, Ask Suicide-Screen-
ing Questions (ASQ; 5 questions; https://www.nimh.nih.
gov/research/research-conducted-at-nimh/asq-toolk
it-materials), or the Columbia protocol (6 questions;
https://cssrs.columbia.edu/the-columbia-scale-c-ssrs/
risk-identification/), may be used — a positive result will
then necessitate a more in-depth clinical assessment of
suicide risk to be conducted by either the primary front-
line healthcare worker or a specialist mental healthcare
worker, depending on local healthcare systems.

Likewise, relying upon clinical interview alone for the
assessment of suicide risk may be unavoidable in situ-
ations where patients are too distraught, uncooperative
or non-forthcoming. It is recommended that patients
who have been identified with suicidal risk are referred to
accessible specialist mental health services for a compre-
hensive assessment, including corroborative history from
available sources, for further management.

Suicide risk level has traditionally been stratified based
on severity (low, medium/intermediate and high) but
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this stratification has been increasingly considered inad-
equate to guide optimal clinical decision-making [27,
30]. The expert panel agreed that to accurately assess
suicide risk and formulate an individualized safety plan
for patients with MDSB, a better stratification strategy
is required. A two-dimensional risk stratification based
on both severity (refers to the seriousness of suicidal
intent; categorized as low, intermediate, high) and tem-
porality (refers to whether the risk is immediate [acute],
or over a long term [chronic]) has been proposed to help
clinicians identify situations where inpatient care is war-
ranted while avoiding unnecessary inpatient admissions
which may be counterproductive and harmful to protec-
tive factors that help mitigate long-term suicide risk (e.g.,
employment) (Table 3) [30].

A different model proposes doing away with categori-
cal predictions and instead incorporates four distinct
judgments to formulate an individualized intervention
plan: (1) a patient’s risk relative to a specified population
— determined from presence of family history of suicide,
history of mental illness, history of suicidal behavior and
history of abuse; (2) a patient’s risk over time — deter-
mined from a patient’s recent suicidal statements or
behavior, current symptoms and degree of engage-
ment with help resources; (3) resources available to the
patient during crisis; and (4) foreseeable changes that may
exacerbate suicide risk [31]. While further evaluation is
required, the expert panel believe that such models can
provide a more accurate assessment of suicide risk and
appropriate safety plan for patients with MDSB.

Treatment strategies
The treatment plan for managing patients with MDSB
should address both depressive symptoms and suicidal
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components to effectively reduce the risk of suicide.
While the severity of suicide risk is not the only factor
when deciding treatment, it serves as a basis in formu-
lating a treatment plan. Guideline-recommended treat-
ment options for patients with MDSB include inpatient
care, ADs and ECT [18, 32-35], clearly highlighting the
limited treatment options that are available to effectively
manage patients with MDSB. A careful re-evaluation of
the diagnosis is necessary when patients with MDSB fail
to benefit from routine treatments.

Adult patients under 65 years with MDD with low risk

of suicide

AD is the first-line treatment for MDD - for an adult
patient with an MDD episode and low risk of suicide,
AD monotherapy is sufficient to manage the depres-
sive symptoms. There is evidence suggesting that AD
increases suicide risk in younger population below the
age of 25years, while no increased risk was seen for
adults older than 25years and AD had a protective effect
against the development of suicidal ideation and behav-
jor in adults 65years and older [36]. The potential for
increased risk of suicidality caused by AD in the younger
population necessitates continuous close monitoring for
side effects, but it should not deter treatment of MDD
with AD as the risk of suicide associated with untreated
depressive symptoms is high.

Combining two ADs from different classes may cause
excessive side effects and affect compliance, and thus is
not a suitable first-line strategy in this situation; however,
this strategy can be trialed when the patient has failed
2 AD monotherapies from different classes [37]. The use
of adjunctive treatment in this situation is generally con-
sidered not necessary by the expert panel; however, the

Table 3 Essential features in the two-dimensional risk stratification model [30]

Acute

Chronic

High - Sl with intent to die by suicide

- Inability to maintain safety independent of external support/

help

Intermediate - S| to die by suicide

« Ability to maintain safety, independent of external support/help

Low - No current suicidal intent, and
« No specific and current suicidal plan, and

« No preparatory behaviors, and

- Collective high confidence (including patient, care provider,
family member) in the ability of the patient to independently

maintain safety

« Chronic SI, which may become acutely suicidal upon unpredict-
able situations (e.g., job or relationship loss)

- Limited coping skills and limited ability to identify reasons for
living

« Increase or change in baseline mood, behavior and talk about
suicide or dying

- Similar to high chronic risk but have a relatively balanced protec-
tive factors, coping skills, reasons for living and psychosocial
stability

- Little or no mental health, or

- Significant mental illness but have abundance of coping strengths
and resources

« Have history of managing stressors without resorting to Sl

« Absence of history of self-directed violence; chronic SI; tendency
toward highly impulsive, risky behavior; severe, persistent mental
illness; marginal psychosocial functioning.

Abbreviations: Sl suicidal ideation
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addition of benzodiazepines or atypical antipsychotics
may be considered. Adjunctive benzodiazepines may be
useful in the short term to help preserve sleep quality and
mitigate anxiety that is common in MDD [38]; benzodi-
azepines have a rapid onset of action and can therefore
improve mood and decrease the risk of suicide before
the effect of AD can set in. A Cochrane review found
that combination of AD and benzodiazepines was indeed
more effective than AD alone in improving depressive
symptoms in the early phase [39]. However, there is a risk
of misuse and dependence associated with the use of ben-
zodiazepines [38]. Similarly, atypical antipsychotics may
also help to hasten the alleviation of depressive symp-
toms [40] — some of the expert panel members however
will only use it in combination with AD if the patient has
severe MDD. It is important to note that there is a risk of
misuse of or overdose with prescribed medications as a
means of suicide — clinicians should take this into con-
sideration when determining treatment options. Patients
should be carefully monitored considering their individ-
ual risks and measures to minimize such risks (e.g., medi-
cations prescribed in restricted amount; medications ae
kept by caregivers) should be implemented.

Psychotherapy is recommended for the treatment of
mild-to-moderate MDD [18] and there is also some evi-
dence of benefit for psychotherapy in reducing suicidal
ideation and behavior, albeit modest [41-44]. Some of
the expert panel members consider psychotherapy alone
as an appropriate first-line treatment in patients with
mild depressive symptoms and low risk for suicide, who
are psychologically minded but are not keen on phar-
macological treatment; however, others believe that it
may be inappropriate as monotherapy and should be
used in combination with ADs for an optimal outcome.
As such, the combination of psychotherapy with ADs,
with or without adjuvants, can be a useful strategy for
patients with MDSB as they target different components.
It is important to note that while the combination of psy-
chotherapy and AD has been evaluated in the context of
depressive symptoms [45], there is currently no empirical
study evaluating this strategy for the reduction of suicide
risk.

Adult patients under 65 years with MDD with high risk

of suicide /imminent risk of suicide / those who had received
AD but still have suicidal behavior

Adult patients with MDD with high risk of suicide or
imminent risk of suicide require prompt intervention to
prevent them from self-harm. While ADs are a recom-
mended treatment option for patients with MDSB, the
effect of ADs is delayed, often requiring weeks before
optimal effect can be achieved [46]; their use is there-
fore limited in such critical situations. There was a
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disagreement among the expert panel members regard-
ing the use of two ADs from different classes for this
group of patients — there is no evidence to support the
use of two ADs from different classes for achieving a
more rapid response to reduce the risk of suicide. How-
ever, such an approach may be appropriate considering
that some patients with MDD with a high risk or immi-
nent risk of suicide may have severe depression. Asian
patients with MDD with suicidal thoughts or suicidal acts
have shown a poorer response to ADs and an increased
burden of illness [8].

As an adjunctive to ADs, lithium has been shown to be
effective in MDD [46]. Furthermore, long-term treatment
with lithium has demonstrated a beneficial effect in sui-
cide risk reduction [32, 47—-49]. The addition of lithium
for the treatment of patients with MDD with imminent
risk of suicide is considered inappropriate as rapid clinical
response cannot be achieved with lithium; however, the
expert panel was ‘equivocal’ regarding its use in patients
with MDD with high risk of suicide or in those who had
received AD but still have suicidal behavior. Due to the
potential benefit in reducing risk of suicide in the long
term, augmentation of ADs with lithium can be consid-
ered in these patients, depending upon the urgency of
the situation. Although there are concerns over depend-
ence of benzodiazepines and potential sleep disorder fol-
lowing cessation of benzodiazepines, some of the expert
panel members consider it to be useful in patients with
MDD with high risk or imminent risk of suicide — as a
short-term adjunctive agent, it helps to manage anxiety
and insomnia; this may be particularly useful during the
night when supervision is likely to be less stringent. The
addition of atypical antipsychotics is considered appro-
priate for patients with MDD with high risk, imminent
risk of suicide, or in those who had received AD but still
have suicidal behavior. While the potential of direct
anti-suicidal effects of atypical antipsychotics in mood
disorders requires further research [50], atypical antipsy-
chotics can achieve faster clinical response (within up to
1week) in reducing depressive symptoms compared with
AD monotherapy [51]. Atypical antipsychotics have thus
been commonly used as an augmentation agent in the
treatment of MDD, and would therefore indirectly reduce
the risk of suicide in these patients through the reduction
of depressive symptoms.

Sodium valproate has been shown to improve aggres-
sion, anxiety and impulsivity in patients with bipolar
disorder [52]. There may be an element of impulsivity in
patients with suicidal behavior, as impulsivity is thought
to facilitate the transition from suicidal ideation to
attempt [53]; as such, patients with MDD who had
received AD but still have suicidal behavior may benefit
from the addition of sodium valproate to their treatment
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regimen. However, sodium valproate does not have an
immediate onset of action, and thus some of the expert
panel members will instead consider other adjunctive
agents such as benzodiazepines or ECT. Sodium val-
proate is also not a guideline-recommended adjunc-
tive agent for depressive symptoms in Indonesia and
Vietnam.

Studies have reported the benefit of intravenous (IV)
ketamine in reducing suicidal risk in patients with MDD
— a single dose of IV ketamine led to a reduction of sui-
cide ideation within 90 minutes of administration [54—
56], demonstrating that it can provide a rapid clinical
response for patients with MDD with high risk of suicide,
imminent risk of suicide, or those still reporting suicidal
behavior despite receiving AD. However, there was a dis-
agreement among the expert panel members on its use
in these patient populations — while data suggests the
benefit of ketamine in reducing suicide risk, it is neither
approved by United States Food and Drug Administra-
tion (US FDA) nor in most of the countries in the SEA
for this indication. In Indonesia, ketamine is only used as
anesthesia and psychiatrists are not trained to administer
ketamine while in the Philippines, it is commonly used as
an induction agent for ECT. In Thailand, there is a keta-
mine clinic which helps patients with treatment-resistant
depression and those with high risk or imminent risk of
suicide, and it has been very useful in decreasing the risk
of suicide within 24 hours in these patients. In Malaysia,
a case series reported varied responses to serial intrave-
nous ketamine among patients with treatment resistant
mood disorder patients and suicidal behavior, in addition
to comorbidities such as substance use and personality
disorders [57].

Intranasal esketamine, the S-enantiomer of ketamine,
has been approved for treatment-resistant depression in
adults in conjunction with an oral AD [58-62]. Recently,
intranasal esketamine demonstrated rapid reduction of
depressive symptoms among patients with MDD who
have active suicide ideation with intent in randomized,
placebo-controlled phase 3 clinical studies. Patients
with MDD with active suicidal ideation with intent who
received intranasal esketamine and comprehensive stand-
ard of care achieved clinically meaningful and statisti-
cally significant improvement in depressive symptoms
at 24hours post-treatment compared with placebo and
comprehensive standard of care; patients in both groups
(esketamine/active and placebo/control) experienced
rapid improvement in the severity of suicidality [63, 64],
highlighting its potential role as a treatment option for
patients with MDSB. Based on this data, the US FDA
and the Malaysian National Pharmaceutical Regulatory
Agency have approved its use to treat depressive symp-
toms in adults with MDD with acute suicidal ideation
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or behavior [56, 60]; the European Medicines Agency
also approved its use as acute short-term treatment, in
combination with an oral AD, for the rapid reduction
of depressive symptoms, which constitute a psychiat-
ric emergency [59]. As such, the expert panel considers
intranasal esketamine as an appropriate treatment option
for patients with MDD with high risk of suicide, imminent
risk of suicide or in those who have received AD but still
have suicidal behavior (its use in this patient population
depends on local regulatory approval).

Available data suggest that ECT is effective in eliminat-
ing acute suicide risk in severely depressed patients [32]
and it is recommended in patients with MDD or treat-
ment-resistant depression who have suicidal ideation
or high risk of suicide [18, 33-35]. However, relapse of
depressive symptoms has been reported post-ECT [65].
Therefore, in patients with MDD with high risk of suicide,
imminent risk of suicide or in those who have received AD
but still have suicidal behavior, the use of ECT in com-
bination with pharmacological therapy is recommended.
There is some evidence suggesting anti-suicidal benefits
of repetitive transcranial magnetic stimulation (rTMS)
in depressive patients [66, 67], although specific data
in patients with MDD with high risk or imminent risk
of suicide is lacking. Furthermore, the treatment effect
of rTMS may only be seen after several sessions over
2-3weeks have been completed. The clinical experience
in using rTMS in these patient populations in SEA is very
limited, as it is not easily accessible or available. However,
the use of rTMS in combination with pharmacological
therapy may be considered in patients with MDD who
have received AD but still have suicidal behavior — such
a combination approach acts on different pathways and
may thus provide benefit for patients.

Inpatient care

Hospitalization or inpatient care is a guideline-recom-
mended treatment option for patients with high risk of
suicide [18, 32]. Inpatient care should also be considered
in patients with MDD with suicidal behavior, history of
suicide attempt, psychiatric comorbidities, absence of
support network, and substance abuse. The expert panel
considered ‘suicidal ideation” and ‘long history of mental
illness’ as risk factors for suicide but these parameters
do not directly reflect the severity of suicide risk and are
therefore insufficient to definitively determine the need
for inpatient care. Further clarification is required to
qualify as criteria for inpatient care — for example, passive
suicidal ideation or suicidal ideation without a specific
plan has relatively lower risk than suicidal ideation with a
specific plan or with access to lethal means; patients with
suicidal ideation who have protective factors (e.g., sup-
port network, religion, safety plan, etc.) may have lower
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risk compared with those without or less protective fac-
tors. Similarly, chronic mental illness may carry different
risk depending on the nature of the disease and symp-
toms (e.g., whether the symptoms have been resolved; if
symptoms are episodic or treatment resistant, etc.). The
expert panel highlighted the importance of considering
the presence of other factors in conjunction with ‘suicidal
ideation’ and ‘long history of mental illness’ to definitively
assess the need for inpatient care.

Psychosocial intervention

While treatment targeting the underlying psychiatric
disorder would help diminish the risk of suicide, sui-
cide-specific interventions are also important for sui-
cide prevention and should be part of the management
of patients with MDSB. Evidence has demonstrated the
benefit of various short- and long-term psychosocial
interventions, including psychotherapy, in reducing sui-
cide attempts [42—44, 68]. The Collaborative Assessment
and Management of Suicidality approach, designed to
manage individuals with suicidal ideation and behav-
ior with a collaborative problem-solving technique, was
shown to be promising in reducing suicide risk in adult
population, suicidal outpatients and in inpatient setting
[69-71]. There is also evidence suggesting the benefit of
acceptance and commitment therapy in reducing sui-
cidal ideation [72]. Mentalization as a long-term psy-
chosocial intervention may provide some benefit when
use in combination with pharmacological treatment and
mentalization-based therapy has an evidence base for its
use in patients with borderline personality disorder [73,
74]. However, the expert panel considered that there is
insufficient evidence to recommend mentalization-based
therapy to reduce suicide risk in patients with MDD.
Additionally, mentalization-based therapy is not com-
monly practiced by trained therapists in SEA.

Short-term psychosocial interventions often focus on
helping individuals to become aware of suicidal behav-
ior, motivating them to seek help and engage in safety
planning, as well as developing management strate-
gies for future suicidal crises [17]. Brief intervention
and contact and safety planning intervention or crisis
response planning, have been shown to reduce the risk
of suicide [75-77]. Volitional help sheet was found to be
effective in reducing the repetition of self-harm follow-
ing a suicide attempt [78] while the Attempted Suicide
Short Intervention program reduced the number of sui-
cide attempts [79]. The expert panel considered that the
use of no-suicide contract does not guarantee suicide
deterrence and may even obscure the actual suicide risk
of the patient — patients may not disclose their suicidal
intention due to concerns over disappointing their clini-
cians by breaking the contract. Furthermore, there is no
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evidence to suggest that the use of no-suicide contract is
effective in preventing suicidal behavior and may even be
counterproductive [80, 81]; clinical guidelines have thus
cautioned its use [80].

We acknowledge that our recommendations are based
on a consensus of an expert panel that is not multidisci-
plinary. Our consensus recommendations are guided by
current evidence and are generally in line with the rec-
ommendations from available guidelines, but they also
reflect the variations of practice in the SEA countries,
including in healthcare system and resources, and the
availability and accessibility of treatment options and ser-
vices. Although not specifically discussed in this manu-
script, we recognize the importance of cultural/religious
beliefs and public stigma in affecting suicidality of an
individual. Treatment costs, financial considerations and
reimbursement systems, which may vary from one region
to another, are also important factors that also influence
treatment decisions for each patient.

It is evident that there are still unmet needs in this
field regarding assessment of suicide risk and availabil-
ity of treatment options that can deliver rapid response
in patients with MDSB. Further development of tools
that can incorporate both patient- and clinician-reported
information, such as the Suicide Ideation and Behavior
Assessment Tool [82], may improve the accuracy of sui-
cide risk assessment in patients with MDSB. In recent
years, there has been an increasing interest in the use of
artificial intelligence (AI) and data science to improve
suicide prediction and monitoring and identification of
suicide risk [83, 84]. Accumulating observations thus far
suggest a promising benefit of Al-based tools in helping
identify individuals at risk of suicide [83, 84], suggesting
its potential utility in supporting clinical management
of patients with MDSB. Additionally, data on the benefit
of ketamine and intranasal esketamine in these patients
thus far are also promising — further evidence and
approval of these new agents will provide more effective
treatment options for patients with MDSB.

Conclusion

In view of the lack of clear guideline recommendations in
managing patients with MDSB, we have developed con-
sensus recommendations for the management of these
patients in the SEA region, considering diverse local con-
texts. We hope that this consensus can serve as a guide in
clinical practice; it should not replace clinical judgement
— when determining the most appropriate approach for
the management of patients with MDSB, individual cir-
cumstances and benefit-risk balance should be consid-
ered carefully.
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