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Abstract
Article history: Background: Treatment-resistant depression (TRD) represents a significant clinical
challenge, associated with severe disability and high societal costs. Cognitive Behavioral
Received: 9 Sep 2025 Therapy (CBT) is a first-line psychotherapy, but its specific efficacy in TRD populations
Accepted: 12 Dec 2025 warrants detailed synthesis.
Available online: 19 Dec 2025 Objective: This review aims to systematically evaluate the evidence for CBT as a
monotherapy and augmentation strategy for TRD, examining its mechanisms, efficacy across
Keywords: delivery formats, predictors of response, and implementation challenges.
Methods: A narrative review was conducted of randomized controlled trials, meta-analyses,
Cognitive Behavioral Therapy and key observational studies published between 2000 and 2025. Literature was identified
Treating Treatment-Resistant from PubMed, PsycINFO, and Cochrane Library databases and analyzed thematically.
Depression Results: Robust evidence supports CBT as an effective intervention for TRD. As an

augmentation to pharmacotherapy, CBT significantly improves symptom reduction and
remission rates compared to medication management alone. Specialized protocols, such as
the Cognitive Behavioral Analysis System of Psychotherapy (CBASP), show particular
promise for chronic presentations. Proposed mechanisms include the modification of
persistent negative cognitive schemas and increased behavioral activation. Modest evidence
suggests factors like cognitive flexibility and specific neuroimaging profiles may predict
favorable outcomes.

Conclusion: CBT is a validated and essential component of the TRD treatment arsenal. It
addresses residual cognitive-behavioral symptoms often untouched by pharmacotherapy
and provides durable, relapse-protective benefits. Future research must prioritize
standardized TRD definitions, biomarker-driven personalization, and the optimization of
scalable delivery models to improve accessibility and integration into stepped-care
algorithms.
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Introduction to achieve a clinically meaningful response following at

Treatment-resistant depression (TRD) is a prevalent least two adequate trials of.antidepressant medication
and debilitating condition, typically defined as a failure from different pharmacological classes [1]. It affects an
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estimated one-third of individuals with major
depressive disorder [2], leading to profound personal
suffering, elevated suicidality [3], extensive functional
impairment, and disproportionately high healthcare
utilization [4]. The management of TRD represents a
central challenge in psychiatry, necessitating a move
beyond first-line treatments to complex, often multi-
modal  strategies. @ These  strategies include
pharmacological augmentation (e.g., with atypical
antipsychotics or mood stabilizers) [5],
neuromodulation therapies like electroconvulsive
therapy (ECT) and repetitive transcranial magnetic
stimulation  (rTMS) [6], and evidence-based
psychotherapies.

Among psychological interventions, Cognitive
Behavioral Therapy (CBT) is the most extensively
researched. CBT is a structured, time-limited, and
collaborative  psychotherapy that posits that
maladaptive cognitive processes (e.g, pervasive
negative thinking, hopelessness) and behavioral
patterns (e.g., withdrawal, avoidance) perpetuate
depressive episodes [7]. By targeting these maintaining
factors through cognitive restructuring and behavioral
activation, CBT aims to break the cycle of depression.
While its efficacy in acute, non-resistant depression is
well-established [8], its specific role in the more
complex and chronic TRD population requires focused
examination. Patients with TRD often exhibit
entrenched negative cognitive schemas, profound
anhedonia, and a history of failed treatments that may
necessitate adapted therapeutic approaches [9].

This article provides a comprehensive, systematic
review of the contemporary evidence on CBT for TRD.
We synthesize findings on its efficacy as both an
augmentation to pharmacotherapy and a monotherapy,
explore specialized CBT adaptations developed for
chronicity, and examine proposed neurocognitive
mechanisms of action. Furthermore, we review
predictors of treatment response, discuss innovative
delivery formats (e.g., digital, intensive), and outline
persistent gaps in the literature. The goal is to inform
clinicians, researchers, and policymakers about the
current state of the evidence and to guide the future
integration of CBT into personalized, sequenced
treatment algorithms for TRD.

Methods

This article constitutes a comprehensive narrative
systematic review. A structured search strategy was
designed and executed to identify all relevant literature
published between January 2000 and April 2025.
Search Strategy: Electronic searches were conducted in
PubMed, PsycINFO, and the Cochrane Central Register of
Controlled Trials. The search strategy combined Medical
Subject Headings (MeSH) and free-text terms related to

the population and intervention: ("treatment resistant
depression” OR "refractory depression” OR "depression,
treatment-resistant”[Mesh]) AND ("cognitive
therapy"[Mesh] OR "cognitive behavioral therapy” OR
"CBT" OR "CBASP" OR "mindfulness-based cognitive
therapy"). Filters for English language and human
studies were applied. The reference lists of all included
articles and relevant systematic reviews were manually
screened for additional eligible studies.

Eligibility Criteria

Population: Adults (218 years) diagnosed with Major
Depressive Disorder (MDD) meeting explicit criteria for
TRD, most commonly failure of =22 adequate
antidepressant trials.

Intervention: Any protocolized form of CBT, including
standard CBT, CBASP, or Mindfulness-Based Cognitive
Therapy (MBCT).

Comparison: Treatment as usual (TAU), pharmacother-
apy alone, other active psychotherapies, or other so-
matic treatments.

Outcomes: Primary outcomes included change in
depressive symptom severity (e.g, on the Hamilton
Depression Rating Scale [HAMD] or Montgomery-
Asberg Depression Rating Scale [MADRS]), and rates of
response (typically 250% symptom reduction) and
remission.

Study Design: Randomized controlled trials (RCTs),
meta-analyses, systematic reviews, and large
prospective cohort studies (n > 50) were included.
Study Selection and Data Synthesis: Two reviewers
independently screened titles and abstracts, followed by
full-text review of potentially eligible articles.
Discrepancies were resolved through discussion and
consensus. Due to significant heterogeneity in TRD
definitions, intervention protocols, and comparator
conditions, a quantitative meta-analysis was deemed
inappropriate. Instead, a narrative synthesis was
performed. Data were extracted and organized into the
following pre-specified thematic domains: (1) Efficacy
of CBT Augmentation, (2) Efficacy of CBT Monotherapy,
(3) Specialized CBT Protocols, (4) Mechanisms and
Predictors of Response, and (5) Innovative Delivery
Formats. The quality of included RCTs was considered
based on design rigor (e.g., adequacy of randomization,
blinding of assessors, use of intent-to-treat analysis).

Results

Efficacy of CBT as an Augmentation Strategy

The most robust evidence for CBT in TRD supports
its role as an adjunctive treatment to ongoing
pharmacotherapy. Landmark RCTs have consistently
demonstrated that adding CBT to medication regimens
is superior to continuing with medication alone.
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The CoBalT trial (Cognitive Behavioural Therapy as
an adjunct to pharmacotherapy for Treatment-resistant
depression in Primary care) is a pivotal study. It
randomized 469 patients with TRD (failure of =2
adequate antidepressant trials) to receive either CBT
plus usual care (UC) or UC alone. At 6 months, the CBT
augmentation group showed significantly higher
response rates (46% vs. 22%) [10]. These benefits were
largely maintained at 12- and 18-month follow-ups,
suggesting a durable effect [11]. Similarly, the SECOND
trial in Germany found that adjunctive CBT was more
effective than optimized treatment as usual in reducing
depressive symptoms in a highly chronic, treatment-
resistant sample [12].

Findings from the multi-step STAR*D project further
inform sequencing. In Level 2, patients who did not
remit with citalopram were randomized to switch to
CBT monotherapy or augment with CBT. Both strategies
yielded similar remission rates (approximately 25-
30%), establishing CBT augmentation as a viable and
effective strategy equivalent to a full switch [13]. A
recent network meta-analysis of augmentation
strategies for TRD concluded that CBT augmentation has
a favorable efficacy and acceptability profile compared
to many pharmacological augmenting agents [14].

Efficacy of CBT as a Monotherapy

For patients intolerant to medications or who prefer
a non-pharmacological approach, CBT monotherapy is a
critical option. Evidence, while less voluminous than for
augmentation, supports its efficacy.

Brakemeier et al. developed a manualized "CBT for
TRD" protocol specifically designed for this population
and demonstrated its feasibility, with response rates
around 50% in patients with multiple prior treatment
failures [15]. Studies directly comparing CBT
monotherapy to a new antidepressant trial in partial
responders have shown non-inferiority. For instance, an
RCT comparing CBT to venlafaxine in patients with
incomplete response to a prior SSRI found comparable
remission rates, highlighting CBT as an effective
alternative to a medication switch [16]. This is
particularly relevant for patients who have experienced
significant side effects or have comorbidities that
complicate pharmacotherapy.

Specialized and Adapted CBT Protocols

Standard CBT has been successfully adapted to
address the distinct psychopathology of chronic and
treatment-resistant depression.

Cognitive Behavioral Analysis System of Psychother-
apy (CBASP): Developed explicitly for chronic depres-
sion, CBASP uniquely integrates cognitive, behavioral,
and interpersonal techniques, focusing on the perceived
consequences of one's behavior on others. The

large REVAMP trial demonstrated that adding CBASP to
pharmacotherapy improved psychosocial functioning,
though it did not significantly outperform other
adjunctive psychotherapies in symptom reduction for
all chronic MDD patients [17]. However, earlier studies,
such as Keller et al., established its efficacy in combina-
tion with nefazodone for chronic depression [18].
Mindfulness-Based Cognitive Therapy (MBCT): Orig-
inally designed for relapse prevention, MBCT has shown
utility in TRD by targeting depressive rumination, a key
maintaining factor. Studies indicate that MBCT can
reduce residual symptoms and improve quality of life in
patients with TRD [19], and it may be particularly
effective for those with a history of childhood trauma
[20].

Neural Circuit-Based CBT: Emerging approaches are
explicitly targeting neurobiological deficits associated
with TRD. For example, interventions designed to
enhance cognitive control or reward processing are
being tested to address the specific impairments in
executive function and anhedonia common in TRD [21].

Mechanisms and Predictors of Response
Understanding how CBT works and for whom it
works best is crucial for personalized care.
Proposed Mechanisms: Neuroimaging research sug-
gests CBT for depression leads to measurable brain
changes. These include increased top-down regulation
from the prefrontal cortex (PFC) over limbic regions like
the amygdala [22] and modulation of the default mode
network, which is often hyperactive in depression and
linked to rumination [23]. At a cognitive level, successful
CBT is associated with a reduction in negative cognitive
biases and an increase in cognitive flexibility [24].
Predictors of Favorable Response: Clinical factors
such as younger age, earlier stage of treatment
resistance (e.g., failure of 2 vs. 5 medications), and lower
levels of comorbid anxiety or personality disorder traits
have been associated with better outcomes to CBT in
TRD [25, 26]. Cognitive factors, including higher
baseline cognitive flexibility and working memory
capacity, may also predict greater symptom
improvement [27].
Neuroimaging Predictors: A nascent but promising
line of research suggests that pre-treatment brain
structure and function may predict differential response
to CBT versus medication. For instance, higher
connectivity within cognitive control networks may
predict better response to CBT, whereas different
patterns may predict response to pharmacotherapy
[28].

Innovative Delivery Formats
To overcome barriers of access and engagement,
novel delivery methods are being investigated.
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Digital CBT (dCBT): Internet-based CBT programs
offer scalability and convenience. A meta-analysis found
that guided dCBT is effective for depression, including
moderate-to-severe cases [29]. Specific applications for
TRD are emerging, with some programs designed as
adjunctive tools to support in-person therapy or
medication management [30].

Brief and Intensive Formats: Traditional 16-20 week
weekly protocols may not suit all patients. Intensive
outpatient programs delivering CBT daily over 2-3
weeks have shown rapid and significant symptom
reduction in severe and resistant depression [31].
Similarly, brief, focused behavioral activation
interventions have demonstrated efficacy and may
serve as a lower-intensity first step [32].

Sequenced and Hybrid Models: Combining CBT with
neuromodulation is an area of active research. For
example, providing CBT following a course of rTMS or
ECT may help consolidate neuroplastic changes and
teach skills to prevent relapse, potentially extending the
durability of these somatic treatments [33].

Discussion

This review consolidates strong evidence that CBT is
an effective treatment for TRD, whether delivered as an
augmentation to pharmacotherapy or as a monother-
apy. Its efficacy is rooted in its ability to directly target
the cognitive and behavioral maintenance factors—such
as entrenched hopelessness, rumination, and
avoidance—that often persist despite adequate
pharmacological treatment. Specialized adaptations like
CBASP and MBCT further refine the approach for the
chronicity and complexity of TRD. The emergence of
neural circuit-based models and predictive
neuroimaging, though preliminary, points toward a
future of more mechanistically informed and
personalized psychotherapy.
Clinical Implications: CBT should be considered a
standard component of TRD treatment algorithms. For
patients with partial or no response to antidepressants,
augmenting with CBT is a strongly evidence-based
strategy. For those unwilling or unable to tolerate
medications, a trial of CBT monotherapy is a valid and
effective alternative. Clinicians should consider patient
preferences, cognitive profile, and access when selecting
a delivery format (e.g, standard individual, group,
digital, intensive).
Limitations and Critical Gaps: Despite the positive
findings, significant limitations in the literature persist.
First, the lack of a standardized TRD definition across
trials creates a heterogeneous population, making cross-
study comparisons difficult. Second, most RCTs
have excluded the most severe and complex
patients (e.g., those with acute suicidality, severe
substance use, or psychotic features), limiting

generalizability to real-world clinical settings. Third,
there is a dearth of direct comparative effectiveness
research pitting CBT against other evidence-based
modalities for TRD (e.g., rTMS, ketamine) in a sequenced
care model. Fourth, while mechanisms are being
elucidated, translating biomarkers into clinical decision
rules remains a distant goal. Finally, cost-effectiveness
data for CBT in TRD, especially compared to other high-
cost interventions, are scarce but necessary for health
policy.

Future Directions: Research must address these gaps:
Standardization: Adoption of consensus TRD criteria
(e.g., the European Medicines Agency or Maudsley
staging model) in psychotherapy trials [34].
Personalized Medicine: Development and validation
of clinical, cognitive, and neuroimaging biomarkers to
guide treatment selection (CBT vs. other modalities)
[35].

Optimization of Delivery: Large-scale pragmatic trials
comparing the effectiveness and cost-effectiveness of
different CBT formats (digital, intensive, group) in
routine care settings.

Mechanism-Focused Trials: Experimental medicine
studies designed to test whether CBT produces change
through its hypothesized cognitive and neural
mechanisms in TRD specifically [36].

Sequenced and Integrated Care: Research on optimal
sequencing (e.g., neuromodulation followed by CBT)
and integration of CBT within collaborative care models
for complex depression.

Conclusion

Cognitive Behavioral Therapy stands as a
cornerstone in the evidence-based management of
treatment-resistant depression. It offers a powerful,
non-pharmacological tool that targets the core
psychological maintaining factors of depression, leading
to meaningful symptom reduction, improved remission
rates, and a reduced risk of relapse. While pharma-
cotherapy addresses neurochemical imbalances, CBT
equips patients with skills to manage their mood,
thoughts, and behaviors, fostering long-term resilience.
As the field moves towards personalized psychiatry,
future efforts must focus on refining patient selection,
enhancing treatment protocols based on mechanistic
insights, and implementing scalable delivery models.
Ensuring accessible, high-quality CBT for individuals
with TRD is not only a clinical imperative but a
necessary step toward alleviating the significant burden
of this challenging condition.
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