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Esketamine vs. quetiapine: which augmentation
strategy worksfor TRD?
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Treatment-resistant depression (TRD) remains a significant challenge, with many patients failing to achieve
remission despite multiple antidepressant trials. Augmentation strategies are a cornerstone of management, but
choosing between options like esketamine and quetiapine requires a clear understanding of their comparative
benefits and risks.

Clinicians often grapple with balancing rapid symptom improvement against long-term tolerability and safety,
adecision made more complex by the differing mechanisms of action and administration routes of these agents.

The Oxford Handbook of Psychiatry offers a comprehensive overview of these complex treatment decisions.

The Pivot: Direct comparison of esketamine and quetiapine augmentation provides a clearer picture for
TRD treatment selection.

The Data: Both agents demonstrate efficacy in reducing depressive symptoms, but with differing onset and

side effect profiles.

The Action: Consider patient-specific factors, including urgency of response and tolerability to sedation or
dissociative effects, when choosing an augmentation strategy.

Treatment-resistant depression is defined by an inadequate response to at least two different antidepressant treatments
of adequate dose and duration. This condition affects a substantial proportion of patients with major depressive disorder,
leading to chronic disability, impaired quality of life, and increased healthcare burden. The unmet need for effective and
tolerable augmentation strategiesis considerable, driving ongoing research into comparative effectiveness.

Esketamine, an N-methyl-D-aspartate (NMDA) receptor antagonist, is administered intranasally and offers arelatively
rapid onset of action. Quetiapine, an atypical antipsychotic, is used off-label or as an approved augmentation agent in
some regions, typically administered orally. Both agents aim to enhance the antidepressant effect of existing therapy,
but through distinct pharmacological pathways. Understanding these differencesis crucial for clinicians navigating the
complex market of TRD management.

Under standing the mechanisms of action
Esketamine's antidepressant effects are thought to stem from its modulation of glutamatergic neurotransmission. By

blocking the NM DA receptor, esketamine can rapidly increase synaptic plasticity and restore neuronal function in brain
regions implicated in depression. This mechanism contrasts sharply with traditional antidepressants, which primarily
target monoamine systems. The rapid onset observed with esketamine is a key differentiator, particularly for patientsin

ART-2026-1330 1/4
https://thelifesciencefeed.com/psychiatry/depressive-disorder/esketamine-quetiapine-treatment-resistant-depression



% Llfe SCiCnCC Feed PSYCHIATRY/ DEPRESSIVE DISORDER

acute distress or with severe symptoms.

Quetiapine, on the other hand, exerts its antidepressant effects through a broader pharmacological profile. It actsasan
antagonist at dopamine D2 and serotonin 5-HT2A receptors, and also has affinity for histamine H1 and adrenergic alphal
receptors. Its augmentation role in TRD is often attributed to its serotonergic and noradrenergic modulation, alongside
its anxiolytic and sedative properties. The slower onset of action compared to esketamine means quetiapine istypically
not the first choice for immediate symptom relief.

Efficacy and symptom reduction
When considering efficacy, both esketamine and quetiapine have demonstrated their ability to reduce depressive

symptoms in patients with TRD. Esketamine's benefit often manifests within hours to days, a significant advantage for
patients experiencing severe or suicidal ideation. This rapid response is a critical factor for clinicians managing acute
depressive episodes. But the transient nature of esketamine's effects necessitates repeated dosing and often requires
ongoing maintenance therapy.

Quetiapine augmentation typically shows symptom improvement over several weeks, aligning with the onset of action
seen with many oral antidepressants. Its sustained effect can be beneficial for long-term management, but the delay in
response meansit is less suitable for situations demanding immediate intervention. The choice between these agents
often comes down to the urgency of the clinical situation and the patient's capacity to tolerate a slower therapeutic onset.
For a deeper dive into managing complex psychiatric cases, our previous coverage on novel treatments for TRD offers
additional context.

Safety and tolerability profiles
The safety and tolerability profiles of esketamine and quetiapine are distinct and often dictate treatment selection.

Esketamineisassociated with transient dissociative symptoms, sedation, and el evated blood pressure, typically occurring
during or shortly after administration. These effects necessitate in-clinic monitoring for at least two hours post-dose,
which can be alogistical challenge for both patients and healthcare systems. The potential for abuse and the need for a
controlled environment are also significant considerations.

Quetiapine's side effect profile includes sedation, weight gain, metabolic disturbances (e.g., dyslipidemia,
hyperglycemia), and extrapyramidal symptoms, particularly at higher doses. These metabolic risks require regular
monitoring of weight, blood glucose, and lipid panels, adding to the long-term management burden. The sedative effects
can be beneficial for patients with insomnia, but can also impair daily functioning. Clinicians must weigh these chronic
risks against the benefits of sustained symptom control. The impact of chronic conditions on mental health is also
explored in our article on financial stress and brain health.

Practical considerationsfor clinicians
The practical implications of choosing between esketamine and quetiapine are substantial. Esketamine requires a

structured treatment setting, including certified clinics and trained personnel, due to its administration route and acute
side effects. Thislimitsits accessibility and increases the administrative burden. Patients must also commit to regular,
often weekly, in-clinic visits during the induction phase.

Quetiapine, as an oral medication, offers greater flexibility in administration and does not require immediate post-dose
monitoring. This makes it a more accessible option for many patients and clinicians, particularly in outpatient settings.
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But the need for ongoing metabolic monitoring and the potential for long-term side effects mean that while the

acute burden is lower, the chronic management is more involved. The choice often depends on the patient's lifestyle,
comorbidities, and access to specialized care. For general practitioners, a quick reference like the Oxford Handbook of
Genera Practice can be invaluable for managing these complex decisions.

Patient selection and shared decision-making
Patient selection is paramount for both therapies. Esketamine is often reserved for patients with severe TRD, particularly

those with acute suicidal ideation, where rapid symptom reductioniscritical. Patients must be willing and ableto comply
with the in-clinic monitoring requirements and tolerate the dissociative effects. The patient's history of substance use
disorders also warrants careful consideration.

Quetiapine may be amore appropriate choice for patients who require sustained augmentation, can tolerate its metabolic
and sedative side effects, and prefer an oral medication. It is aso often considered for patients with comorbid anxiety or
insomnia, where its sedative properties can be beneficial. Shared decision-making, involving a thorough discussion of
the benefits, risks, and practicalities of each option, is essential to ensure treatment adherence and optimize outcomes.
The broader impact of lifestyle factors, such as sleep quality on well-being, also plays arole in patient counseling.

The open-label nature of many real-world studies on these agents is an obvious caveat, asis the inherent difficulty in
blinding for treatmentswith such distinct acute effects. Thetrial swere not powered to detect subtle differencesin specific
patient subgroups, and that gap matters for personalized medicine. Whether benefits extend to broader populations with
less severe TRD or different comorbidity profiles remains unclear.

The next trials need to focus on head-to-head comparisons in specific TRD phenotypes, with longer follow-up periods
to fully characterize long-term safety and sustained remission rates. This will provide the granular data clinicians need
to make truly informed decisions.

CLINICAL IMPLICATIONS
The direct comparison of esketamine and quetiapine augmentation for TRD highlights a fundamental truth in
psychiatry: there is no one-size-fits-all solution. Clinicians must move beyond a simple efficacy comparison
and examine the nuances of onset, tolerability, and practical administration. For patients requiring rapid
stabilization, esketamine's quick action is compelling, but the logistical burden and acute side effects are not
trivial.

Quetiapine offers a more accessible, oral option with sustained effects, but at the cost of metabolic risks and
sedation that demand vigilant long-term monitoring. The choice between these agents is a complex equation
involving patient preference, comorbidity, and the available support infrastructure. It is not merely about which
drug works, but which drug works best for a specific patient in their specific context.

The industry needs to focus on developing more targeted therapies that minimize systemic side effects while
maintaining efficacy. Healthcare systems must adapt to support the diverse needs of TRD patients, whether
that means expanding access to specialized esketamine clinics or improving metabolic monitoring in primary
care for those on atypical antipsychotics. The current trial pipeline forces clinicians to make difficult trade-offs,
and better data will only partially alleviate that burden.
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