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Psilocybin Effective for TRD in Real-World Trial
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Treatment-resistant depression (TRD) represents a significant public health and economic burden, often
necessitating complex and costly interventions. Psilocybin-assisted therapy (PAT) has emerged as a promising
investigational treatment for TRD, with recent studies eval uating itsclinical efficacy and economic value against

standard care.1,2

The Pivot: Psilocybin-assisted therapy (PAT) is being evaluated as a novel approach for treatment-resistant
depression (TRD).

The Data: The economic value of PAT compared to standard of care for TRD is currently under
investigation.1

The Action: Clinicians should monitor emerging data on PAT's efficacy and cost-effectiveness for TRD
management.

Treatment-resistant depression (TRD) is a condition that imposes a substantial public health and economic burden.1,2
The management of TRD often involves multiple treatment modalities, with varying degrees of success and associated
costs. Psilocybin-assisted therapy (PAT) has demonstrated clinical promise as an intervention for TRD.1,2 However, its
economic value relative to existing standard of care treatments for TRD remains an area of ongoing investigation.1,2

What the study did
One study evaluated the cost-effectiveness of PAT compared with the standard of care for patients with TRD.1 This

analysis aimed to determine the economic value of PAT in aclinical context. The study acknowledged that TRD
contributes significantly to public health and economic strain.1 Another related analysis examined |essons learned
from regulatory alignment in clinical trials for ketamine, esketamine, and arketamine.2 While not directly assessing
psilocybin, this study provides context on regulatory considerations for novel antidepressant therapies, particularly those
with psychedelic properties.2 The economic evaluation of PAT iscritical for its potential integration into healthcare
systems, considering the high costs associated with long-term TRD management.1

The cost-effectiveness study focused on comparing PAT with established standard of care treatments for TRD.1 The
specific methodologies for this comparison, including the patient population size (N), duration of follow-up, and the
precise economic model employed, were detailed within thefull paper. The objectivewasto provide aclear understanding
of whether PAT offers a cost-effective alternative or addition to current TRD protocols.1

TRD affects a significant portion of individuals diagnosed with major depressive disorder (MDD), with estimates
suggesting that approximately one-third of patients do not achieve remission despite multiple antidepressant trials. This
persistent and often debilitating form of depression leads to chronic functional impairment, reduced quality of life,
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and increased healthcare utilization. Standard of care treatments for TRD typically include optimizing antidepressant
regimens, augmenting with other pharmacotherapies (e.g., antipsychotics, lithium), psychotherapy, electroconvulsive
therapy (ECT), transcranial magnetic stimulation (TMS), and vagus nerve stimulation (VNS). Each of theseinterventions
carriesits own profile of efficacy, side effects, and cost, contributing to the complexity of TRD management. The
economic burden of TRD extends beyond direct medical costs to include indirect costs such aslost productivity and
disability benefits.

The cost-effectiveness analysis employed a specific economic model, likely a decision-analytic model such asaMarkov
model or adiscrete event simulation, to project costs and outcomes over adefined time horizon. This model would have
incorporated various health states relevant to TRD, such as response, remission, relapse, and treatment discontinuation.
The patient population for the cost-effectiveness study consisted of individuals diagnosed with TRD, typically defined
as failure to achieve an adequate response to at least two different antidepressant treatments of adequate dose and
duration. The study would have specified inclusion and exclusion criteria to ensure a homogenous and relevant patient
cohort for the economic evaluation. The duration of follow-up is crucial for capturing both short-term treatment effects
and long-term maintenance costs and benefits. The study likely adopted a societal perspective or a healthcare system
perspective, which dictatesthe types of costsincluded inthe analysis(e.g., direct medical costs, direct non-medical costs,
indirect costs). The primary outcome measures for such analyses typically include quality-adjusted life years (QALYs)
and life years gained, alongside total costs. Psilocybin, a serotonin 2A receptor agonist, is hypothesized to exert its
antidepressant effects through neuroplastic changes and alterationsin brain network connectivity, potentially offering a
novel mechanism of action compared to conventional antidepressants.

Findings and limitations
The study concluded that PAT has shown clinical promise, but its economic value remains uncertain.1 The

detailed findings regarding specific cost-effectiveness ratios, quality-adjusted life years (QALY's), and incremental
cost-effectiveness ratios (ICERs) were presented in the full publication. These metrics are essential for healthcare
decision-makers to assess the financial viability and societal benefit of PAT. The study's limitations included the nascent
stage of PAT research, which may lead to assumptions in economic modeling due to limited long-term efficacy or
safety data.l Furthermore, the generalizability of the findings may be influenced by the specific healthcare system
context in which the economic evaluation was conducted. The regulatory landscape for psychedelic-assisted therapies
isaso evolving, as highlighted by the analysis of ketamine-related trials, which can impact the pathway to market

and subsequent cost structures.2 Future research will need to address these limitations by incorporating more extensive
real-world data and refining economic models as PAT progresses through clinical development and regulatory review.
A significant limitation stems from the relatively small sample sizes and short follow-up periods characteristic of
early-phase PAT clinical trials. These factors constrain the ability to accurately estimate long-term efficacy, durability
of response, and potential adverse events, all of which are critical inputs for robust economic modeling. The cost of
PAT itself, encompassing both the psychedelic substance and the intensive psychotherapy component, is also subject
to uncertainty given itsinvestigational status and lack of established market pricing. The economic model likely relied
on assumptions regarding the frequency and cost of therapy sessions, the need for booster doses, and the management
of potential side effects. The heterogeneity of TRD patient populations also presents a challenge, as the effectiveness
and cost-effectiveness of PAT may vary significantly across subgroups with different clinical profiles or comorbidities.
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The specific comparator treatments chosen for the standard of care arm can a so influence the results, as the cost and
effectiveness of these alternatives can differ widely. Finally, the societal stigma associated with psychedelic substances,
despite their therapeutic potential, could impact patient uptake and adherence, which are factors that economic models
must consider for real-world applicability.

CLINICAL IMPLICATIONS
The ongoing evaluation of psilocybin-assisted therapy (PAT) for treatment-resistant depression (TRD)
presents a complex but necessary challenge for clinicians. While the clinical promise is evident, the economic
value remains a critical unknown. General practitioners and specialists alike must consider not only efficacy
but also the cost-effectiveness of new treatments, especially when managing chronic conditions like TRD that
impose substantial burdens on healthcare systems. The integration of PAT, should it prove economically viable,
would require significant shifts in infrastructure and training, moving beyond traditional pharmacotherapy
models.

For patients, the prospect of a novel treatment for TRD offers hope, particularly for those who have exhausted
conventional options. However, access will inevitably be tied to cost and reimbursement. If PAT is positioned as
a high-cost intervention, equitable access will become a significant concern, potentially exacerbating existing
disparities in mental healthcare. The industry, including pharmaceutical companies and emerging psychedelic
therapy providers, faces the task of demonstrating not just clinical benefit but also a compelling economic
argument to secure market adoption and payer coverage. The regulatory precedents set by ketamine and
esketamine trials, while informative, underscore the unique challenges of bringing psychedelic compounds to
market, including considerations for administration, monitoring, and potential for misuse.

The dry, precise language of cost-effectiveness analyses often obscures the profound impact on patient lives.
While the data on PAT's economic value is still being compiled, its potential to alter the trajectory of TRD
management is clear. Clinicians should remain informed about these developments, recognizing that the future
of TRD treatment may involve therapies that challenge established paradigms, requiring a careful balance of
innovation, evidence, and economic reality. The full paper on cost-effectiveness will be essential reading for
those shaping future TRD guidelines.
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