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Introduction: Despite the abundance of literature on treatment-resistant depression (TRD), there is no universally accepted definition
of TRD and available treatment pathways for the management of TRD vary across the Southeast Asia (SEA) region, highlighting the
need for a uniform definition and treatment principles to optimize the management TRD in SEA.

Methods: Following a thematic literature review and pre-meeting survey, a SEA expert panel comprising 13 psychiatrists with
clinical experience in managing patients with TRD convened and utilized the RAND/UCLA Appropriateness Method to develop
consensus-based recommendations on the appropriate definition of TRD and principles for its management.

Results: The expert panel agreed that “pharmacotherapy-resistant depression™ (PRD) is a more suitable term for TRD and defined
it as “failure of two drug treatments of adequate doses, for 4-8 weeks duration with adequate adherence, during a major depressive
episode™ A stepwise treatment approach should be employed for the management of PRD - treatment strategies can include
maximizing dose, switching to a different class, and augmenting or combining treatments. Non-pharmacological treatments, such
as electroconvulsive therapy and repetitive transcranial magnetic stimulation, are also appropriate options for patients with PRD.
Conclusion: These consensus recommendations on the operational definition of PRD and treatment principles for its management
can be adapted to local contexts in the SEA countries but should not replace clinical judgement. Individual circumstances and
benefit-risk balance should be carefully considered while determining the most appropriate treatment option for patients with
PRD.
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Introduction
Depressive disorders, like major depressive disorder (MDD) and dysthymia, are among the leading causes of non-fatal
health loss worldwide.! MDD is associated with significant individual, societal and economic burden.”> While pharma-
cological therapy with antidepressants (AD) is a well-established and effective treatment for MDD, 30—-60% of patients
with MDD do not respond adequately to the initial AD treatment® and an estimated 40% of patients do not respond to
two consecutive AD therapies.”

Treatment-resistant depression (TRD) is associated with a poorer quality of life and health status, decrease in

productivity, higher suicide risk, increase in hospitalization rates, and higher healthcare costs.>”” Several risk factors
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have been associated with TRD, including comorbidities (anxiety and personality disorders), suicide risk, episode
severity, episode recurrence, number of hospitalizations, early onset, and non-response at first treatment.>* The reported
worldwide prevalence of TRD wvaries widely from 11% to 50%; this inconsistency may be attributed to varying
definitions of TRD used in the different studies and potential under-reporting of cases of TRD.? '?

Although many definitions for TRD have been proposed, there is a lack of a uniformly accepted clinical definition.*"

A commonly used definition of TRD is “failure of two consecutive adequate AD trials”.*'> A recently published Asia
Pacific consensus defined TRD as “failure of =2 AD therapies given at adequate doses, for 6—8 weeks during a major
depressive episode”,'? while a French consensus defined TRD as the “failure of two AD of adequate dose and duration
(optimal duration of 46 weeks when target dose is achieved)”.”

In the absence of a TRD-focused treatment guideline, recommendations for the management of TRD are typically
included in guidelines for the management of MDD in adults.'® ' In Southeast Asia (SEA), only a few country-specific

20-22 T
In these guidelines,

clinical practice guidelines provide recommendations for the management of patients with TRD.
however, TRD is variably defined and the treatment pathway for the management of TRD varies. Furthermore, SEA is
a vastly diverse region, and healthcare systems (including psychiatry) across SEA are highly heterogeneous,” rendering
direct application of an international guideline to various country-specific settings difficult. Therefore, there is a need for
a regional consensus that provides a uniform definition and treatment principles that can be easily adapted to various
countries in the SEA region to optimize the management of patients with TRD. We aim to provide consensus-based
recommendations on the definition and management of TRD in adults, which can be adapted to local contexts and

implemented in clinical practice by specialists in SEA.

Methods

This consensus was developed by an expert panel comprising 13 purposefully sampled national psychiatrists from SEA,
including Indonesia, Malaysia, Philippines, Singapore and Thailand. All experts work in a university or tertiary medical/
psychiatric institution, are key members in relevant academic or professional associations, participated in research in
mood disorders or have extensive clinical experience in psychiatry in mood disorders, and have relevant experience in
the management of patients with TRD.

The SEA expert panel convened in November 2019 in Singapore to discuss and develop a SEA-specific consensus on
the definition and management of TRD that can support psychiatrists across SEA in making informed clinical decisions.

Prior to the consensus meeting, a thematic literature review of TRD publications in SEA, including the definition,
management and treatment guidelines of TRD, as well as available international guidelines of TRD was conducted, and
the available data was summarized. A pre-meeting survey was then distributed to the expert panel to gain insights on
practice patterns in their respective countries. Based on the available evidence from the literature review and pre-meeting
survey responses, a definition of TRD and 27 clinical scenarios in the management of TRD were drafted for the
consensus development (Figure 1). The thematic literature review, pre-meeting survey and clinical scenarios were
developed by an independent medical communications agency (Healthy Thinking Group Asia), following initial inputs
from the lead author.

The RAND/UCLA Appropriateness Method was used to obtain consensus. This method incorporates evidence
from the literature as well as expert clinical opinions and has been used widely for the development of guidelines.™
The panel convened to discuss the draft definition and clinical scenarios at the consensus meeting. The panel
independently and confidentially rated the appropriateness of each clinical scenario based on a 1 to 9 Likert scale
in two rounds of voting. After each round of voting, discrepancies in the ratings were identified. “Disagreement” was
defined as one-third or more of the panelists rating a scenario in the lowest 3 points of the appropriateness scale
(score 1, 2 or 3) and one-third or more of the panelists rating the same scenario in the highest 3 points of the
appropriateness scale (score 7, 8 or 9). In the absence of “disagreement”, a rating with a median score of 7 to 9 was
considered “appropriate”, 4 to 6 was “equivocal” and 1 to 3 was “not appropriate”. After the first round of voting, the
panel discussed their individual views on the appropriateness of each clinical scenario before proceeding to

the second and final round of voting. Following the consensus meeting, clinical scenarios rated as “appropriate”
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were translated into consensus statements which were subsequently refined by the expert panel. A treatment pathway

based on the “appropriate” clinical scenarios was also drafted.

Results
Definition of TRD in Clinical Practice

The expert panel deliberated on the need to clarify that TRD refers specifically to resistance to pharmacological

treatments only. It was agreed that “pharmacotherapy-resistant depression” (PRD) is a more suitable term compared

with TRD and will be used henceforth when referring to the consensus and opinions from the SEA expert panel.
Based on the consensus, the panel agreed on the operating definition of PRD in clinical practice as the failure of two

drug treatments of adequate dose, for 48 weeks duration with adequate adherence, during a major depressive episode.

Treatment Options for PRD in Adults
Twenty clinical scenarios in the management of PRD in adults were rated “appropriate”™ (Table 1).

Four clinical scenarios were rated “inappropriate” — switching treatment to another drug within the same class was
considered as “inappropriate” in 1) an adult patient who has no response to two successive oral AD monotherapies of
adequate dosage, duration and adherence; 2) an adult patient with PRD who has partial response to an AD monotherapy
of adequate dose, duration and adherence; and 3) special situations where an adult patient is suicidal or when rapid
response is needed. Additionally, the use of psychotherapy in adult patients who are suicidal or require rapid response
was also rated as “inappropriate”.

Two clinical scenarios were classified “equivocal™ by the expert panel members due to uncertainties regarding 1) the
use of psychotherapy in an adult patient who has no response to two successive oral AD monotherapies of adequate
dosage, duration and adherence, and 2) the use of repetitive transcranial magnetic stimulation (rTMS) in special
situations where a patient is suicidal or when rapid response is needed.

Panel members “disagreed” on the use of electroconvulsive therapy (ECT) in an adult patient with PRD who has

partial response to an AD monotherapy with adequate dose, duration and adherence.

Treatment Pathway for MDD and PRD in Adults

The expert panel also proposed a simplified treatment pathway to support the treatment of MDD in adults, including the
treatment of PRD (Figure 2).

® The first step in the proposed treatment approach for MDD is to initiate an AD monotherapy with monitoring for 4—

8 weeks; if required, the treatment dose can be escalated or maximized.
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Table | Consensus Statements on the Appropriate Management of MDD and PRD; in the Absence of Disagreement, Median Score of

7-9 is Appropriate, 4-6 is Equivocal and |-3 is Not Appropriate

If an adult patient with MDD has partial response to the initial AD monotherapy of adequate dose, duration and adherence,

I. Increase the dose of the initial AD monotherapy to the maximum recommended dose as tolerated by the patient

Appropriate

2. Switch to another drug within the same class

Mot appropriate

3. Switch to another class of treatment Appropriate
4. Add another AD with different mechanism of action than that of the original AD Appropriate
5. Use augmenting agents that have sufficient clinical evidence (eg, lithium, atypical antipsychotics, etc.) Appropriate
6. Use psychotherapy Appropriate
7. Use rTMS Appropriate
8. Use ECT Disagreement

If an adult patient under the age of 65 has a depressive unipolar episode with no significant organic or psychiatric history and
has no response to two successive oral AD monotherapies with adequate dose, duration and adherence (defined as PRD),

9. increase the dose of the second AD monotherapy to the maximum recommended dose as tolerated by the patient

Appropriate

18.

increase the dose of the initial AD monotherapy to the maximum recommended dose as tolerated by the patient

10. Switch to another drug within the same class Mot appropriate
I'l. switch to another class of treatment Appropriate
12. add another AD with different mechanism of action than that of the original AD Appropriate
13. use augmenting agents that have sufficient clinical evidence (eg, lithium, atypical antipsychotics, etc.) Appropriate
14, use rTMS Appropriate
I5. use ECT Appropriate
16. use intranasal esketamine, in conjunction with a new oral AD* Appropriate
I7. use of psychotherapy Equivocal
In special situations where a patient with MDD is suicidal or when rapid response to treatment is needed, it is appropriate to: | Appropriate

19. switch to another drug within the same class Mot appropriate
20. switch to another class of treatment Appropriate
21. add another AD with different mechanism of action than that of the original AD Appropriate
22. use augmenting agents that have sufficient clinical evidence (eg, lithium, atypical antipsychotics, etc.) Appropriate
23. use psychotherapy Mot appropriate
24, use ECT Appropriate
25. use intranasal esketamine, in conjunction with a new oral AD* Appropriate
26. use of rTMS Equivocal
If the patient with PRD has started intranasal esketamine, in conjunction with a new oral AD, and is in smble remission
(MADRS score £12) at 4 weeks and wishes to reduce the risk of relapse of depressive symptoms,
27. continue esketamine treatment for at least 6 months® Appropriate

Note: *Based on FDA-approved indication, use in SEA will depend on local approved indications; AD, antidepressant, ECT, electroconvulsive therapy; MADRS,

Montgomery-Asberg Depression Rating Scale; PRD, pharmacotherapy-resistant depression.
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Figure 2 Treatment pathway to guide the management of MDD and PRD in adults in the SEA region. *Combination or augmentation treatment regimen in the third line
should be different from the failed combination or augmentation regimen used in second-line treatment. §Esketamine contraindications based on FDA appreval: aneurysm;
vaseular disease; known histary of atrial cerebral hemarrhage; known history of hypersensitivity te esketamine, ketamine or any of the excipients; previous ketamine abuse,
bipalr disorder. Use with caution in uncentrolled hypertension.

Abbreviations: AD, antidepressant; ECT, electroconvulsive therapy; MAQI, mono amine oxidase inhibitors; NaSSA, noradrenaline and specific serotonin antidepressants;
NDRI, norepinephrine-depamine reuptake inhibitar; NSRE norepinephrine serotonin reuptake enhance; NSRI, nerepinephrine serotonin reuptake inhibitors; PRD,
pharmacotherapy-resistant depression; RIMA, reversible selective mone amine oxidase inhibitors; rTMS, repetitive transcranial magnetic stimulation; SPARI, serotonin
partial agonist reuptake inhibitor; SSRI, selective serotonin reuptake inhibitors; TCA, tricyclic tertiary amines.

® In case of partial response or non-response after 4-8 weeks of treatment despite maximizing the treatment dose,
a second AD monotherapy should be trialed for a further 4-8 weeks with response monitoring; options for second
line treatment include switching to a different class of ADs, augmenting or combining treatment modalities.

® Upon failure of second line of treatment following 4-8 weeks of monitoring despite adequate dose and adherence
(defined as PRD), a third-line treatment should be offered; treatment options for PRD include maximizing the dose,
switching to a different class, augmenting or combining treatment modalities. Combination or augmentation
treatment regimen in the third line should be different from the failed regimen used in the second-line treatment.
Based on the available clinical data and FDA approval, the panel considered that esketamine, an augmenting agent,
could be a potential third-line option for the treatment of PRD.

® Non-pharmacological treatment options can be considered during the second-line treatment of MDD, and PRD.

Re-assessment of treatment response during treatment is essential to optimize management. A shorter follow-up schedule
after treatment initiation is recommended for special populations, such as patients with recurrent episodes, patients with
severe depression, patients with physical or psychiatric comorbidities (eg, personality disorder, dual diagnosis, anxiety
disorder, etc.), elderly patients, patients who are pregnant, or patients at risk for substance abuse. Treatment response
should be assessed and next steps decided by the clinician after careful consideration of risks and benefits. Clinical scales
(eg, CGI scale, PHQ-9) provide clinicians with additional support when assessing treatment response.

Discussion
Although a wide variety of pharmacological therapies are currently available for the management of MDD, many patients

do not show improvement with adequate doses of ADs given for adequate durations, leading to TRD. However, there has
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been no universal definition of TRD despite the abundance of literature on TRD. Indeed, a systematic review identified
155 definitions for TRD in the literature.”> These variations in the definition renders evidence synthesis and translation of
research findings into daily clinical practice challenging.'® It may also affect the design of clinical trials or observational
studies whose outcomes are crucial for improving TRD treatment.'?

To establish a uniform definition and management principles for patients with TRD in SEA, the expert panel employed
the RAND/UCLA Appropriateness Method to achieve consensus. This method has been widely used for the development of
guidelines involving medical and surgical procedures,” but its use in a psychiatric setting is limited. Recently, the French
Association for Biological Psychiatry and Neuropsychopharmacology and the foundation FondaMental published clinical
guidelines for the management of TRD utilizing the RAND/UCLA Appropriateness method.? Compared with the Delphi
consensus method, the authors considered this method capable of detecting agreement without trying to promote consensus,
while also potentially minimizing differences between clinical opinions.

Building upon the commonly used definition of TRD, the expert panel has developed a common operating definition
for TRD that can potentially be utilized in clinical practice across the SEA region — the failure of two drug treatments of
adequate dose, for 4-8 weeks duration, with adequate adherence, during a major depressive episode. Importantly, as TRD
refers to failure of two drug treatments, the term PRD may better reflect this definition by specifying the failure to
pharmacological agents only. Recently published consensus/clinical guidelines have recommended a treatment duration
of either 46 weeks or 6-8 weeks as adequate for defining TRD,*'? while the expert panel consider 4-8 weeks as a more
appropriate duration. The clinical experiences from SEA suggest that treatment response or lack thereof usually becomes
apparent in 4 weeks of treatment, and it may be inappropriate to wait for 6 weeks in these patients.

Approaches to pharmacological management of TRD include 1) increasing or maximizing the AD dose, 2) switching
to another AD (within the same class or from a different class), 3) combining two ADs, 4) augmenting ADs with other
agents, and 5) using non-pharmacological treatments (psychotherapy, brain stimulation).” However, treatment outcomes
for TRD depend on warious factors, including clinical features (eg, duration of episode, time to AD response),
psychosocial elements (eg, age, age at first treatment, duration of illness, suicidality, education level), environmental
stress and stressful life events (eg, childhood maltreatment, job loss, psychological trauma, loss of a loved one), and
psychiatric (eg, anxiety, social phobia, post-traumatic stress disorder) and physical comorbidities (eg, cardiovascular
disease, diabetes); and genetic factors.?®

Dose escalation has been a standard practice and may be a useful initial strategy for patients with MDD with partial
response, but evidence also suggests that the benefit of increasing treatment dose depends on the class of AD. For
example, tricyclic antidepressants have an established strong relationship between dose and clinical response, but this is
not true for selective serotonin reuptake inhibitors.”” When dose escalation fails, switching ADs within the same class or
to a different class is typically employed. Several reviews have reported comparable outcomes between switching AD
within the same class and switching to a different class of AD,** " but a meta-analysis showed that switching to
a different class of AD results in significant, albeit modest, higher remission rates compared with switching within the
same class of AD.*' This is indeed recommended in local guidelines as well*? and reflects the clinical experiences of the
SEA expert panel — most patients gain benefit from switching to another class of AD. Drugs of the same class have
a similar mechanism of action and failure to one class of drug may require a switch to a drug with a different mechanism
of action involving a different neurotransmitter pathway. Patients also may not wish to take a different AD from a same
class to which they have previously failed to respond. As such, switching to another class of AD is an appropriate next
strategy for patients with TRD who failed two consecutive AD monotherapies despite adequate dose, duration and
adherence. To switch ADs, one of three strategies can be employed — concurrent switch, where the dose of both
medications is changed simultaneously; overlapping switch, where the current medication is continued at the original
dose while the dose of the second medication is increased to optimal level; and sequential switch, where the dose of the
current medication is titrated downward until interruption and the new medication is then introduced.*? The efficacy of
augmentation in managing TRD, especially with atypical antipsychotics and lithium, are well established, and this
strategy has been frequently used in routine clinical care.® Evidence for combination strategy (addition of at least
another AD, usually from a different class) is limited and has contradicting findings,*® but it is a widely used strategy in

routine clinical practice.”™ Both augmentation and combination strategies offer similar advantages in maintaining the
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initial improvements and producing a rapid response but carry the risk of increased side effects due to drug—drug
interactions;** these side effects may be difficult to manage because identification of the AD leading to the side effects is
not a straightforward process. Tapering down medications in combination regimens can also be difficult to achieve.
Patients already on multiple drugs for their comorbid medical conditions may be reluctant to add several more
medications to manage their mood. Additionally, ensuring treatment adherence is more challenging with combination
therapy than monotherapy. With combination therapy, patients may need to take medications several times in a day and
this may increase the likelihood of patients forgetting to take the required doses, leading to poor adherence and hence
outcomes. Comparative data across these pharmacotherapy strategies are scarce, therefore clinicians must ultimately
determine the appropriate treatment strategy based on individual circumstances of the patient, and careful consideration
of the risk-benefit balance.

Non-pharmacological approaches, including brain stimulation techniques and psychotherapy, can also support the
management of TRD. The expert panel believe that non-pharmacological approaches can be used at any point during the
treatment of MDD and TRD.

ECT has demonstrated a good efficacy and safety profile and is indicated for severe major depression, mania,
schizophrenia and catatonia, but it is associated with concerns about cognitive impairment and the informed consent
process; as such, its use has mainly been reserved for situations where AD is unable to adequately treat severe
depression.** Increasing evidence also suggests rTMS to be a useful adjunctive modality with AD in treating TRD.*
Several systematic reviews and meta-analyses have demonstrated the beneficial effect of rTMS in improving depressive
symptoms in patients with TRD, with or without AD.**** Furthermore, the reported adverse effect discontinuation rate
of rTMS was only 4.5% in contrast to 25.1% discontinuation rate for AD.***" Compared with rTMS, ECT has been

shown to be more effective in the treatment of depression.*'

However, patients receiving ECT may experience more
cognitive side effects compared with those receiving rTMS.*' Additionally, combination of ECT and AD may also
increase the incidence of memory deterioration compared with ECT alone.** Guidelines have recommended ECT as
a first-line treatment for MDD in urgent and emergency situations, such as high risk of suicide and extreme levels of

1943 it can also be considered for the prevention of relapse as monotherapy or in combination with AD.? In line

distress;
with this, the expert panel recommends the use of ECT in patients with MDD who are suicidal or require rapid response.
However, there was disagreement among the panel members regarding the use of ECT in patients with MDD with partial
response to pharmacological treatment — while some of the panel members consider ECT as an appropriate adjunctive
therapy for partial responders due to its proven efficacy, some consider it inappropriate for patients who have had
a meaningful albeit partial response to treatment. In this case, further optimization of pharmacological treatment is
warranted based on efficacy and cost-effectiveness considerations. Furthermore, based on the available evidence, the
expert panel recommends the use of rTMS in partial responders and in patients with PRD but indicates uncertainty
regarding its use in special situations where a patient is suicidal or requires rapid response. Sparse evidence suggests that

k,***” and hence its use in patients with suicidal risk in the SEA is limited.

r'TMS may be useful in reducing suicide ris
While rTMS is a viable treatment option in this patient population, further real-world studies are warranted to
demonstrate the effectiveness of rTMS.

Psychotherapy has a slower onset of action,*® but a recent Cochrane review concluded that there is moderate-quality
evidence showing that psychotherapy as an adjunctive treatment to AD is beneficial for improving response and
remission rates in the short term for patients with TRD.* There is, however, no evidence of benefit for switching to
a psychotherapy alone compared with continuing an AD regimen.*” As such, the expert panel considers the use of
psychotherapy in patients with MDD with partial response to pharmacological treatment as appropriate. However,
psychotherapy is not appropriate for patients who are suicidal or require rapid response because of the slower onset of
action of psychotherapy. Furthermore, evidence supporting the efficacy of psychotherapy in patients with suicidal risk are
scarce. The SEA expert panel indicates uncertainty regarding the use of psychotherapy in patients with PRD based on
their clinical experiences — patients with PRD typically have severe depression; they may not be able to focus and
participate actively in the process of psychotherapy due to a lack of ability to concentrate and control their cognitive

distortion. Furthermore, there is a lack of standardized certification for psychotherapy and qualified psychotherapists or
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clinical psychologists in the SEA region. Local guidelines also do not recommend adjunctive psychotherapy in the
management of patients with TRD due to limited evidence.”
Recently, the US Food and Drug Administration and the European Medicines Agency approved esketamine nasal

50,51

spray, in conjunction with an oral AD, for TRD in adults. Esketamine is the S-enantiomer of ketamine that

significantly reduces symptoms of depression in TRD with an acceptable safety profile.’> Reported side effects of

5

esketamine are typically mild and transient.>*** Furthermore, esketamine has a rapid onset of action and maintains
treatment response with continued use.”>* However, it is important to note that there are safety concerns over sedation
and dissociation, and a potential for misuse and abuse of esketamine. Therefore, it can only be prescribed and
administered by certified healthcare providers in certified centers where patients can be monitored for adverse events
for at least 2 hours after treatment initiation.’” Data from long-term follow-up studies will further provide insights on
safety issues and long-term use of esketamine. Regardless, esketamine may be a useful addition to the limited treatment
armamentarium of TRD. At the time of the consensus meeting, esketamine in Asia was only approved and available in
South Korea.>® However, it is now approved and available in Singapore,”® Malaysia,”” the Philippines,” and Indonesia.>”
Based on the available clinical data and the FDA label, esketamine should be used with caution in patients with an
increased risk of substance use disorders and all exclusions listed in the FDA approval for esketamine should be
considered as exclusions for the use of esketamine in the SEA as well. Personality disorders should not be considered an
exclusion for the use of esketamine; in these patients, the clinician’s judgement should guide the use of esketamine.

Our consensus on the pharmacological treatment strategies for patients with MDD and TRD is generally consistent
with existing guidelines.>'” " However, our consensus does not provide specific recommendations on dosing and
agents, as availability and accessibility of treatment agents vary across the SEA region. Instead, we provide
a treatment pathway summarizing the appropriate treatment options for the management of patients with MDD and
TRD (Figure 2). Our consensus on the non-pharmacological treatment strategies is also aligned with the clinical
guidelines by Bennabi et al® brain stimulation techniques (ie, rTMS and ECT) are reserved for patients with treatment
resistance, while various types of psychotherapy are recommended for those with MDD.

While cost is an important factor in deciding treatment option for patients, the RAND/UCLA Appropriateness
Method focuses on the effectiveness of a procedure and does not take cost implication into account.®” We also recognize
that the adaptation of the proposed definition and treatment principles of PRD in clinical practice will be influenced by
various local contexts in the SEA region, including differences in healthcare system and resources, the availability and
accessibility of treatment options, and financial constraints and reimbursement system. By and large, psychiatry services
are available in all large hospitals or medical centers across the SEA region, and thus the implementation of our proposed
treatment principles can be applied to both inpatient and outpatient settings. These principles can be implemented in
smaller clinics as well, but this may be limited by manpower and logistics constraints in monitoring patients and patients
may need to be referred to larger centers. In private settings, patients can be monitored for treatment response more
frequently, so the treatment timeline can be adjusted to a shorter duration. However, time and manpower restrictions in
public settings may render a shorter follow-up interval difficult. Trained medical officers, nurses or junior doctors should
be allowed to carry out treatment monitoring with supervision by the lead psychiatrist to circumvent issues related to
time and manpower limitations. As such, our proposed principles and treatment pathway for the management of MDD
and PRD in the SEA region are evidence- and experience-based, and incorporate all available treatments, including
newer treatment options like rTMS and esketamine; these principles provide a pragmatic definition and clear manage-
ment guidance for PRD, and can be broadly applied over the entire SEA region. In the absence of a regional treatment
guideline for PRD that can be employed across this widely heterogenous region, the principles and pathway we propose

will support treatment decisions for PRD across SEA regardless of clinical settings.

Conclusion

To optimize the management of patients with PRD in the SEA region, we have developed a consensus on the operating
definition and treatment principles of PRD that can be adapted according to various local contexts in the SEA countries. This
expert consensus 1s not a prescriptive guideline and should not replace clinical judgement. Individual circumstances and

benefit-risk balance should be carefully considered in determining the most appropriate treatment option for patients with PRD.
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