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The objective of the present study was to compare the effectiveness of
Acceptance and Commitment Therapy (ACT) and Cognitive Behavioral
Therapy (CBT) in patients with treatment-resistant depression. The
statistical population of this study included all adult patients referring to
psychiatric clinics in Tehran who had received at least two standard
courses of pharmacological treatment for depression and still
experienced depressive symptoms. A total of 60 participants were
selected as the sample through purposive sampling and were randomly
assigned equally into three groups: Acceptance and Commitment
Therapy, Cognitive Behavioral Therapy, and control groups. The
research instrument was the Beck Depression Inventory—Second Edition
(BDI-11). Participants in each experimental group received Acceptance
and Commitment Therapy and Cognitive Behavioral Therapy
interventions. The analysis of the findings indicated that both
Acceptance and Commitment Therapy and Cognitive Behavioral
Therapy were effective in reducing treatment-resistant depression. No
significant difference was observed between Cognitive Behavioral
Therapy and Acceptance and Commitment Therapy approaches.
Furthermore, Acceptance and Commitment Therapy was more effective
in reducing treatment-resistant depression among women compared to
men.
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Extended Abstract

Introduction

Treatment-resistant depression (TRD) is recognized as one of the most complicated and
challenging conditions in the field of mental health. It refers to a clinical state in which depressive
symptoms fail to demonstrate significant improvement despite receiving at least two adequate courses of
pharmacological or psychological treatment. TRD creates substantial psychological, social, and economic
burdens for patients and their families and presents major therapeutic challenges for mental health
professionals (Kroch et al., 2022). Patients with treatment-resistant depression commonly experience a long
history of depressive episodes, comorbid conditions such as anxiety and sleep disturbances, high
functional impairment, and biological resistance to neurochemical changes (Moazzeni et al., 2018).
Therefore, identifying effective and flexible therapeutic approaches for these patients is considered a
major clinical priority.

Depression, as one of the most prevalent mood disorders, is characterized by persistent sadness,
hopelessness, reduced energy, feelings of emptiness, and loss of interest in daily activities. It affects
cognitive, emotional, behavioral, and physical functioning and can severely disrupt quality of life (Gao et
al., 2022). Although many individuals respond positively to conventional treatments, a considerable
number continue to experience symptoms despite receiving standard interventions. This persistence of
symptoms has led researchers to focus on more specialized psychological interventions for TRD
(Sadrmohammadi et al., 2019).

Among psychological interventions, cognitive behavioral therapy (CBT) is one of the most
established and evidence-based approaches for depression treatment. CBT focuses on identifying and
modifying dysfunctional thoughts, beliefs, and behaviors through cognitive restructuring, coping skills
training, and behavioral activation (Stenzel et al., 2025). Techniques such as challenging negative automatic
thoughts, problem-solving training, and modifying maladaptive interpretations help patients develop more
realistic and adaptive cognitive patterns (Kiers & de Haan, 2024). Due to its structured nature and emphasis
on practical skills, CBT has become one of the most frequently applied approaches for mood disorders
(Wang et al., 2026).

In contrast, acceptance and commitment therapy (ACT), as a third-wave cognitive behavioral
intervention, emphasizes acceptance of internal experiences and the development of psychological
flexibility rather than direct modification of thought content. Based on relational frame theory and
functional contextualism, ACT attempts to transform the individual’s relationship with negative thoughts
and emotions instead of eliminating them (Alam & Mohanty, 2023). Through techniques such as
mindfulness, cognitive defusion, clarification of personal values, and committed action, ACT encourages
patients to pursue meaningful behaviors despite difficult emotional experiences (Thompson et al., 2021).
Excessive attempts to control unwanted emotions and thoughts are considered part of the psychological
problem, and the central goal of ACT is enhancing psychological flexibility (Morris et al., 2024).

Previous studies have shown that both ACT and CBT can reduce depressive symptoms, although
their mechanisms of action differ. CBT primarily targets dysfunctional cognitive structures, whereas ACT
focuses on acceptance and psychological flexibility (Arch et al., 2023). Recent studies have supported the
effectiveness of both methods. Eisvand et al. demonstrated that CBT and ACT reduced depressive
symptoms, although differences were observed in variables such as rumination (Eisvand et al., 2024).
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Alizadeh and Bakhshipour Roodsari reported that ACT significantly decreased depression among mothers
of children with cerebral palsy (Alizadeh & Bakhshipour Roudsari, 2023). Rad Sadeghi et al. found that ACT
was effective in reducing paranoid thoughts among women with postpartum depression (Sadeghi Rad et
al., 2022). Sadrmohammadi et al. also showed the effectiveness of CBT and behavioral activation in
reducing treatment-resistant depression (Sadrmohammadi et al., 2019). International evidence has further
supported these approaches. Li and Tang reported that rumination-focused CBT can reduce depressive
symptoms and prevent relapse (Li & Tang, 2024), while Yasinski et al. emphasized the role of
psychological flexibility, reduced avoidance, and decreased rumination in improving outcomes among
patients with TRD (Yasinski et al., 2020). Considering the need for direct comparisons between these
approaches, the present study aimed to compare the effectiveness of ACT and CBT in patients with
treatment-resistant depression.

Methods and Materials

The present study was conducted using a quasi-experimental design with a pretest—posttest
structure and a control group. After selection and evaluation based on eligibility criteria, participants were
randomly assigned to three groups: cognitive behavioral therapy, acceptance and commitment therapy,
and control group. Before the intervention, all participants completed the pretest assessment. The two
experimental groups then received their assigned psychological interventions, while the control group
received no psychological intervention during this period. After completion of the therapeutic sessions,
the posttest was administered, and changes between pretest and posttest scores were analyzed.

The statistical population consisted of adult patients attending psychiatric clinics in Tehran who
had received at least two standard courses of pharmacological treatment for depression but continued to
experience depressive symptoms. A total of 60 patients were selected using purposive sampling and
randomly assigned into three equal groups of 20 participants. Each group consisted of 10 women and 10
men. Inclusion criteria included age above 20 years, diagnosis of major depressive disorder based on
DSM-5 criteria, resistance to pharmacological treatment, ability to participate in psychotherapy sessions,
and provision of written informed consent. Exclusion criteria included severe psychiatric disorders such
as schizophrenia or bipolar I disorder, severe neurological or cognitive impairments, substance abuse, and
simultaneous participation in other therapeutic studies.

The research instrument was the Beck Depression Inventory-I1l1 (BDI-1I). This questionnaire
contains 21 items assessing physical, cognitive, emotional, and behavioral symptoms of depression. Each
item is scored from 0 to 3, and the total score ranges from 0 to 63. Higher scores indicate greater depression
severity. In this study, a score above 30 after two pharmacological treatment courses was considered one
of the criteria for identifying treatment-resistant depression.

Both ACT and CBT interventions were delivered individually in eight 40-minute sessions. ACT
sessions focused on mindfulness, acceptance of negative emotions, cognitive defusion, clarification of
personal values, value-based actions, and relapse prevention. CBT sessions focused on identifying
automatic thoughts, challenging dysfunctional beliefs, cognitive restructuring, behavioral activation,
problem-solving skills, and relapse prevention. Data analysis was performed using descriptive and
inferential statistical methods. Mean and standard deviation were calculated for descriptive analysis. One-
way analysis of variance was used to compare changes among the three groups, Scheffe’s post hoc test



was applied for pairwise comparisons, and independent t-tests were conducted to examine gender-based
differences in treatment outcomes.

Findings

The findings showed that 60 patients with treatment-resistant depression participated in the study,
with equal distribution across the ACT, CBT, and control groups. Each group included an equal number
of male and female participants, allowing comparisons based on both intervention type and gender.

The descriptive results indicated that the three groups had similar depression scores at baseline,
suggesting that participants were comparable before treatment. After the interventions, depression scores
in the control group remained almost unchanged, whereas both experimental groups showed considerable
reductions in depression severity. The mean reduction in depression scores was 3.26 in the control group,
59.40 in the CBT group, and 64.90 in the ACT group. Although ACT demonstrated a slightly greater
reduction, further statistical analysis was required to determine whether this difference was significant.

The results of one-way ANOVA demonstrated a significant difference among the three groups
regarding changes in depression scores (F = 117.58, P = 0.0001), indicating that treatment group
membership significantly influenced improvement in treatment-resistant depression. Scheffe’s post hoc
comparisons showed that both CBT and ACT produced significantly greater reductions in depressive
symptoms compared with the control group (P = 0.0001). However, the difference between CBT and ACT
was not statistically significant (P = 0.371). Therefore, both treatments were effective, but neither
approach demonstrated statistical superiority over the other.

Gender-based analyses showed different response patterns. In the CBT group, the reduction in
depression scores was greater among men than women, and this difference was statistically significant (t
=2.26, P = 0.041). In contrast, ACT produced greater reductions in depression among women compared
with men, and this difference was also significant (t = -4.33, P = 0.001). Overall, the findings confirmed
the effectiveness of both psychological interventions for treatment-resistant depression while suggesting
that individual characteristics, particularly gender, may influence treatment response.

Discussion and Conclusion

The present study compared the effectiveness of acceptance and commitment therapy and
cognitive behavioral therapy in patients with treatment-resistant depression. The findings demonstrated
that both ACT and CBT significantly reduced depressive symptoms compared with the control condition.
These results suggest that both therapeutic approaches can be considered effective psychological
interventions for patients who do not adequately respond to conventional pharmacological treatments.

The effectiveness of CBT can be explained through its focus on changing dysfunctional cognitive
patterns, restructuring negative beliefs, increasing adaptive thinking, and encouraging behavioral
activation. Patients with depression frequently experience persistent negative interpretations of
themselves, their environment, and the future. CBT helps modify these cognitive distortions and promotes
healthier behavioral responses, which can contribute to reduced depressive symptoms.

The positive effects of ACT can be explained by its emphasis on psychological flexibility,
acceptance, mindfulness, and value-based behavior. Instead of attempting to eliminate negative thoughts
and emotions, ACT helps patients change their relationship with these experiences. This approach may be
especially useful for individuals with chronic or resistant depression because repeated attempts to suppress
unwanted thoughts and emotions often increase psychological distress.
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The absence of a significant difference between ACT and CBT indicates that both approaches can
achieve similar therapeutic outcomes despite their different theoretical foundations. CBT focuses
primarily on modifying the content of thoughts, whereas ACT focuses on changing the function and
impact of thoughts. Nevertheless, both methods can reduce rumination, improve emotional regulation,
enhance self-awareness, and increase adaptive functioning.

The gender-based findings suggested that CBT was more effective among men, while ACT
showed stronger effects among women. This pattern may reflect differences in cognitive and emotional
processing styles. The structured, problem-oriented, and skill-based nature of CBT may align more closely
with the coping preferences of some male patients. Conversely, ACT’s focus on emotional acceptance,
mindfulness, values, and internal experiences may correspond more strongly with emotional processing
patterns observed among female patients.

Overall, the findings indicate that both acceptance and commitment therapy and cognitive
behavioral therapy are effective interventions for reducing treatment-resistant depression. Although
neither method demonstrated overall superiority, treatment selection may benefit from considering
individual characteristics, emotional and cognitive styles, patient preferences, and gender-related
differences. These findings highlight the importance of personalized psychological interventions in
improving outcomes for individuals with treatment-resistant depression.
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