Evidence-to-Recommendation Framework

This document outlines the underpinning evidence and rationale for the recommendation statements in

the ACE Clinical Guideline (ACG) "Major depressive disorder — achieving and sustaining remission".

In ACGs, the strength of recommendation reflects the confidence that the desirable effects of the

recommended practice outweigh undesirable effects across the range of patients for whom the

recommendation applies, based on the best available evidence:

e A strong recommendation is usually made when benefits clearly outweigh the risks, based on at
least moderate-certainty evidence.

e A weak or conditional recommendation may be needed when there is a closer balance between
benefits and harms, evidence is of low certainty, there is significant variability in patients’ values
and preferences, or important concerns with resourcing and feasibility of the recommended
practice.!

Recommendation 1

Evaluate MDD severity based on

e Symptom profile,

e Functional impairment, and

e Risk of harm (to self or others).

Strength of recommendation:

Summary:

The Expert Group acknowledged the importance of first determining the severity of the current major
depressive disorder (MDD) episode before deciding on the management approach. In addition to
presenting symptoms, accounting for functional impairment and risk of harm was deemed essential to
provide a comprehensive evaluation of severity.

Evidence-to-recommendation considerations
Balance of benefits and harms

Values and
preferences

No significant
concerns identified.

Determining the severity of the presenting MDD episode is a vital first step
in clinical management and influences the intensity of treatment provided.%
5 This approach is supported by current evidence, which indicates that initial
depression severity is a predictor of treatment response and should be
accounted for during initial assessment and treatment decision-making.
The Clinical Outcomes in MEasurement-based Treatment (COMET) trial
found that the odds of remission with pharmacotherapy for patients with
MDD increased with lower baseline 9-item Patient Health Questionnaire
(PHQ-9) scores. Compared to patients with a baseline PHQ-9 score of 20—
27, patients with baseline PHQ-9 scores of 15-19, 10-14, and 5-9 were
increasingly more likely to achieve remission (odds ratios (ORs) of 1.19,
1.99, and 3.55, respectively).6

International manuals include both severity of symptoms and functional
impairment as components of MDD severity.” 8 Accounting for risk of
suicide is also important, as underscored by a local observational study that
reported a significant association between MDD and suicidality. The study
showed patients with MDD had almost 7-fold greater odds of history of
attempting suicide compared to patients without MDD (OR: 6.96, 95%
confidence interval (Cl): 3.39 to 14.32).°

Resources and
feasibility
No significant

Certainty of evidence

The underpinning evidence concerning MDD severity and suicide risk

arises from observational data, which may potentially be affected by
confounding bias. Nonetheless, recent high-quality international guidelines
emphasise evaluating MDD severity to guide treatment approach?® and
highlight the importance of assessing risk of harm among patients with

concerns identified.
Presenting symptoms,
functional impairment,
and risk of harm are




depression.3 5 already evaluated
routinely as part of
MDD clinical

assessment.

Expert Group deliberation of above factors

The Expert Group agreed that MDD severity should be evaluated in terms of symptom severity,
functional impairment and risk of suicide. In addition to depression symptoms’ intensity, they noted
that the duration of symptoms and features of other mental health comorbidities should also be
accounted for. The umbrella term “symptom profile” in the recommendation statement was therefore
used to reflect these considerations.

The Expert Group further raised that risk of harm to others should be assessed in addition to risk of
self-harm. Accordingly, the third factor in the recommendation incorporates risk of harm to both self
and others.

Recommendation 2 ‘

Strength of recommendation:

Personalise the treatment approach based on MDD severity and
other patient factors.

Summary:

The Expert Group assessed that in addition to MDD severity, other patient factors (for example,
psychosocial stressors and treatment history) influence the overall treatment approach. Additional time
would be required to review these factors with the patient. Nonetheless, such assessments are essential
to providing personalised care — which is valued by MDD patients and will enhance their treatment
journey. Therefore, a strong recommendation in favour of personalised treatment planning was made.

Evidence-to-recommendation considerations

Balance of benefits and harms

Values and preferences

Determination of MDD severity is an essential first step after
diagnosis as it determines the treatment approach.?® In
addition, assessment of various other factors (such as
psychosocial stressors and history of past episodes and
treatment) is recommended.?% 1 These assessments may
also influence the treatment approach. For example, the
presence of domestic instability as a psychosocial stressor
could alert clinicians to additionally refer patients to social
services (as a complement to clinical treatment).

A local qualitative study reported
that patients with MDD value
personalised care (for example,
care that addresses psychosocial
vulnerabilities).’*  Local patient
values are therefore aligned with
the recommended practice of
tailoring the treatment approach.

Certainty of evidence

Resources and feasibility

While the above-mentioned local qualitative study had a small
sample size (n=17), the principle of personalising care is in line
with recent high-quality international MDD guidelines.3-5 10

Additional consultation time may be
required for assessment of patient
factors (such as the presence of
psychosocial stressors and
treatment history).

Expert Group deliberation of above factors

The Expert Group agreed that treatment must be personalised to the individual patient. They
emphasised that patient preference (between non-pharmacological and pharmacological treatment)
should be accounted for as one of the patient factors assessed.




Recommendation 3

For patients with mild to moderate MDD, offer psychological
treatment over antidepressants where feasible and acceptable.

Strength of recommendation:

Summary:

The Expert Group assessed that for mild to moderate MDD, the benefit-harm balance was more
favourable for psychological interventions (supportive counselling and psychotherapy) compared to
antidepressants. This was driven by evidence of equal efficacy between these treatment options as well
as consideration of potential adverse effects with antidepressants. Nonetheless, the group recognised
that psychological interventions are not suitable for all patients and in such cases, antidepressants are
an acceptable alternative. Overall, a strong recommendation in favour of psychological treatment over

antidepressants was made for this patient population.

Evidence-to-recommendation considerations

Balance of benefits and harms

Values and preferences

Pooled randomised controlled trial (RCT) data indicates more
favourable benefit-risk profile for psychotherapy compared to
antidepressants. Psychotherapy and antidepressants are
equally effective in remission rates,'?-14 though psychotherapy
may be more effective in reducing depression symptoms long
term.13. 15 Further, there is greater risk of discontinuing
treatment due to adverse effects from antidepressants (6%)
compared to from psychotherapy (<1%).12

Supportive counselling has proven to reduce depression
symptoms, although it may be less efficacious than
psychotherapy.6

Patient  preferences  between
psychotherapy and antidepressants
varied in international literature,17-19
and no published local data was
identified. The Expert Group shared
that in their clinical experience, not
all patients are willing to engage in
therapy.

Certainty of evidence

Resources and feasibility

While most RCTs were at moderate to high risk of bias due to
missing outcome data and selective reporting,’®> pooled
estimates were precise and consistent (no marked
heterogeneity).13 14

Although the proportion of RCTs from Asia was small
(<10%),*® systematic reviews of cognitive behavioural therapy
(CBT) in Asian settings affirm that it improves depression
symptoms in these populations as well.2% 21 |t is thus expected
that psychotherapies are effective in the local context. ACE
also considered the potential “therapist effect” of
psychotherapy, where patient outcomes vary due to
differences between therapists. Hence, it is possible that
reported effect sizes of psychotherapy in RCTs (where there
is often therapist training and monitoring)?? may not translate
in real-world settings.

No local cost-effectiveness study
comparing  psychotherapy and
antidepressants was identified. Low
certainty evidence from the United
States indicates first-line CBT may
be dominant compared to second-
generation antidepressants at 5
years’ time horizon (health care
sector and societal perspective).23

The Expert Group shared that
currently, resource constraints
(availability of services and waiting
time) factor in the provision of
psychotherapy at the primary care
level.

Expert Group deliberation of above factors

The Expert Group concurred with the evidence findings and agreed that psychological treatment
should typically be offered instead of antidepressants for mild to moderate MDD. However, they noted
that locally not all patients are receptive to therapy. They also considered that there are clinical
scenarios where rapid management of symptoms is required and waiting for a therapy referral is not
feasible, as well as cases where some symptomatic improvement with antidepressants is required
before a patient can adequately engage in therapy. Therefore, the caveat “where feasible and
acceptable” was added to the recommendation to acknowledge that antidepressants may at times
be warranted for this population. Although supportive therapy may be less efficacious than
psychotherapy, it was retained as an option in the recommendation given evidence of its overall
efficacy, and limited availability of psychotherapy services locally.




Recommendation 4

For patients with moderately severe or severe MDD:

a) Offer a combination of a second-generation antidepressant with
psychotherapy, or psychotherapy alone.

b) Consider a second-generation antidepressant when
psychotherapy is not feasible or acceptable.

Strength of recommendation (4a):

Strength of recommendation (4b):

Weak/conditional

Summary:

The Expert Group decided on a strong recommendation supporting a combination of an antidepressant
with psychotherapy due to evidence of its superior efficacy over either modality alone. Psychotherapy
alone was listed as an alternative treatment option, given its more favourable benefit-risk balance
compared to treatment with an antidepressant alone. A weaker recommendation for treatment with an
antidepressant alone was included, in recognition that not all patients may be willing or able to receive

psychotherapy.

Evidence-to-recommendation considerations

Balance of benefits and harms

Values and preferences

A network meta-analysis of 101 RCTs found that a combination of
psychotherapy and pharmacotherapy is superior to either modality
alone for achieving remission — risk ratio (RR) compared to
psychotherapy alone was 1.22 (95% CI: 1.08 to 1.39); RR compared
to pharmacotherapy alone was 1.23 (95% CI: 1.09 to 1.39).13

Psychotherapy and pharmacotherapy are equally efficacious, although
the underpinning evidence base is more established for moderately
severe depression (32 RCTs), compared to severe depression (4
RCTs).13 Overall, the benefit-harm balance is more favourable for
psychotherapy compared to antidepressants, given the greater risk of
adverse effects with the latter.1?

Second-generation antidepressants are preferred over first-generation
antidepressants®® due to the latter's low therapeutic index, which
results in a greater likelihood of toxicity,* 24 25 as well as potentially
serious adverse effects (for example, seizure and coma).*

Patient preferences
between psychotherapy
and antidepressants varied
in international literature,’
19 and no published local
data was identified. The
Expert Group shared that in
their clinical experience,
not all patients are willing to
engage in therapy.

Certainty of evidence

Resources and feasibility

While most RCTs were at moderate to high risk of bias due to missing
outcome data and selective reporting,'®> pooled estimates were precise
and consistent (no marked heterogeneity).13

Although the proportion of RCTs from Asia was small (<10%),®
systematic reviews of CBT in Asian settings affirm that it improves
depression symptoms in these populations as well.2% 21 |t is thus
expected that psychotherapies are still effective in the local context.
ACE also considered the potential “therapist effect” of psychotherapy,
where patient outcomes vary due to differences between therapists.
Hence, it is possible that reported effect sizes of psychotherapy in
RCTs (where there is often therapist training and monitoring)?? may
not translate to real-world settings.

No local cost-effectiveness
study comparing
psychotherapy,
antidepressants, and their
combination was identified.

The Expert Group shared
that currently, resource
constraints (availability of
services and waiting time)
factor in the provision of
psychotherapy at the
primary care level.

Expert Group deliberation of above factors

The Expert Group considered the underpinning evidence and concluded that a combination of
antidepressants with psychotherapy represented the most effective treatment option. Given the more
favourable benefit-harm balance with psychotherapy compared to antidepressants, the former was
preferred. Therefore a strong recommendation was made to offer either a combination of an
antidepressant with psychotherapy, or psychotherapy alone, for patients with moderately severe and
severe MDD. Nonetheless, recognising that not all patients will be receptive to psychotherapy and
that there may be scenarios where psychotherapy is not feasible, a weaker recommendation for
provision of an antidepressant alone was included.




Recommendation 5 If response to initial treatment is suboptimal, assess possible
reasons before adjusting management strategy.

Strength of recommendation:

Summary:

The Expert Group considered that when initial treatment proves ineffective, a thorough evaluation of
possible reasons contributing to the poor response is important before making treatment adjustments.
This is because factors such as suboptimal adherence or psychosocial stressors may hinder treatment
effectiveness, and addressing them may therefore improve patients’ response.

Evidence-to-recommendation considerations

Balance of benefits and harms

Values and preferences

For cases where initial treatment is not effective, recent high-quality
international MDD guidelines® 5 recommend to first assess and
address underlying causes of treatment ineffectiveness such as the
presence of psychosocial stressors, suboptimal treatment adherence,
misdiagnosis (for example, missed diagnosis of bipolar disorder), and
comorbid illnesses that may limit response to treatment (for example,
anaemia, hypothyroidism, or psychosis).

Notably, suboptimal adherence to antidepressant medication among
patients with depression is common, with rates of 46% to 83%
reported.?® Thus, it is important to assess patients’ adherence to
antidepressant medication before deciding if a change in medication is
required.

No significant concerns
identified.

Certainty of evidence

Resources and feasibility

Not applicable.

No significant concerns
identified.

Expert Group deliberation of above factors

The Expert Group agreed with the principle that underlying reasons for treatment ineffectiveness
should first be assessed, and where possible addressed, before adjusting the management strategy.




Recommendation 6

Continue treatment after remission to reduce relapse risk; if
antidepressants are prescribed, continue at optimal dose for at least
6 months after remission.

Strength of recommendation:

Summary:

The Expert Group acknowledged that the treatment goal for MDD is not only to achieve remission, but
also to sustain it by reducing the risk of relapse. As current evidence consistently reported reduced
relapse risk when post-remission treatment is provided, a strong recommendation to continue treatment
after remission was made. A duration of at least 6 months for post-remission antidepressant treatment

was recommended because relapse occurs most frequently during this time.

Evidence-to-recommendation considerations

Balance of benefits and harms

Values and preferences

A systematic review found that compared to placebo,
antidepressants reduce the risk of relapse by almost half (one-year
relapse rate of 24% with antidepressants compared to 44% with
placebo).?” Similarly, a network meta-analysis (NMA) found that
psychotherapy is more effective than control in preventing relapse
and equally effective compared to antidepressants. This NMA also
reported that a combination of psychotherapy and antidepressants
was superior to psychotherapy alone (hazard ratio (HR): 0.59; 95%
Cl: 0.47 to 0.77) or antidepressants alone (HR: 0.58; 95% CI: 0.44
to 0.75). Psychotherapy with tapering of antidepressants was as
effective as antidepressant treatment.2®6 These results were
congruent with other published systematic reviews.2? 30 There was
also no statistically significant difference in efficacy between
structured  psychotherapies and nonspecific, supportive
psychotherapy.?8

If antidepressants were used during acute-phase treatment,
continuing antidepressant treatment for at least 6 months post-
remission is important because relapse occurs most frequently
during this time.?” Recent, high-quality international MDD
guidelines advise maintaining the same dose that resulted in
remission,? 4 unless adjustments are required (for example, due to
adverse effects).®

The Expert Group raised that
patients who achieve
remission with one treatment
modality (either psychological
treatment or pharmacotherapy
alone) may not be receptive to
a combined treatment
approach during the post-
remission phase.

Certainty of evidence

Resources and feasibility

The protective effect of continuing antidepressants post-remission
may be over-estimated in current evidence. Firstly, control groups
(assigned to placebo) may experience antidepressant
discontinuation symptoms, which may be misinterpreted for a
depression relapse. Similarly, blinding of participants is more
challenging in relapse prevention RCTs, as patients may infer their
assignment to the placebo control group when they experience
discontinuation symptoms.?’

No significant concerns
identified.

Expert Group deliberation of above factors

antidepressants for post-remission treatment.

The Expert Group agreed with the evidence findings and assessed that continuing treatment post-
remission is important for reducing relapse risk. Although there was evidence to suggest that a
combination of psychological treatment and antidepressants was superior to either modality alone in
preventing relapse, the group assessed that patients may not be receptive to receiving a combined
treatment approach after achieving remission via a single treatment modality. Therefore, the
recommendation did not specifically promote a combination of psychological treatment and
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