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Treatment-resistant depression (TRD) represents a significant challenge in 

psychiatric care, affecting a substantial portion of patients who do not respond 

to conventional treatment modalities. This qualitative study aims to explore the 

lived experiences of individuals diagnosed with TRD to better understand the 

personal, social, and systemic factors that contribute to treatment resistance and 

identify potential avenues for more effective interventions. The study utilized a 

qualitative design, conducting semi-structured interviews with 33 participants 

diagnosed with TRD. Data collection continued until theoretical saturation was 

achieved. Interviews were transcribed and analyzed using NVivo software to 

facilitate thematic analysis and ensure comprehensive data exploration and 

theme identification. Four main themes were identified: Personal Experiences 

with Depression, Interactions with the Healthcare System, Treatment Efficacy 

and Options, and Psychological and Social Insights. These themes encompassed 

subthemes such as emotional impact, coping mechanisms, quality of care, 

medication efficacy, alternative treatments, stigma, and the role of support 

networks. Each category provided deep insights into the challenges faced by 

individuals with TRD and the factors influencing their treatment outcomes. The 

study highlights the complex nature of TRD and underscores the need for a 

more personalized, empathetic approach in treating this condition. Insights 

gained suggest that enhancing patient-provider communication, increasing 

access to alternative treatment options, and addressing societal stigma could 

improve treatment outcomes for individuals with TRD. 
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1. Introduction 

epression remains one of the most pervasive and 

disabling mental health disorders worldwide, 

affecting millions each year. Despite significant 

advancements in treatment options, a substantial proportion 

of patients do not respond to conventional therapy, leading 

to a condition known as treatment-resistant depression 

(TRD). TRD not only exacerbates the suffering of 

individuals but also imposes a significant economic and 

social burden (Li et al., 2020; Mrazek et al., 2014). 

Treatment resistance in depression is identified when 

patients fail to achieve remission despite multiple treatment 

attempts with antidepressants of adequate doses and 

durations (Kennedy & Giacobbe, 2007). The complexity of 

TRD necessitates a deeper understanding and innovative 

approaches to treatment, as standard pharmacological and 

psychological therapies often fall short of providing relief 

(Jauhar & Morrison, 2019; Kameg & Kameg, 2020). 

Furthermore, TRD is associated with poorer health 

outcomes, including increased morbidity and mortality, 

particularly following acute coronary syndromes (Carney & 

Freedland, 2009). 

Recent studies have explored various alternative and 

adjunctive treatments, reflecting a shift towards more 

personalized and mechanism-targeted therapies. For 

instance, the use of ketamine has shown promising results in 

rapidly reducing depressive symptoms among treatment-

resistant populations (Singh, 2023). Likewise, 

neurostimulation techniques such as transcranial magnetic 

stimulation (TMS) and deep brain stimulation (DBS) have 

emerged as effective treatments for some patients with TRD 

(Malhi et al., 2018; Somani & Kar, 2019). These innovative 

approaches underscore the complexity of depression's 

neurobiology and the need for treatments that go beyond the 

traditional monoamine-based hypotheses. 

The challenges in treating TRD also extend to the 

diversity of its clinical presentation, which can vary widely 

among patients. Factors such as genetic predispositions, 

comorbidities, and personal health behaviors contribute 

significantly to the variability in treatment responses (Hori, 

2013; Takahashi et al., 2013). This variability necessitates a 

multifaceted approach to research and treatment, 

emphasizing the importance of personalized medicine in 

mental health. 

Moreover, the societal impact and the stigma associated 

with TRD further complicate the management of this 

condition. Despite the prevalence of depression, 

misconceptions and stigma surrounding mental health 

disorders persist, affecting patient outcomes and treatment 

adherence (Malhi et al., 2018). Addressing these societal 

barriers is crucial for improving the overall effectiveness of 

TRD interventions and patient quality of life. 

In conclusion, TRD represents a significant challenge in 

the field of psychiatry, demanding ongoing research and 

innovative treatment strategies. By exploring the personal 

experiences of those affected and examining the 

effectiveness of emerging therapies, this study contributes to 

a more nuanced understanding of TRD and lays the 

groundwork for more effective interventions. 

2. Methods and Materials 

2.1. Study Design and Participants 

In this qualitative study, the methods employed aimed to 

explore the nuances of treatment resistance in depression 

through comprehensive and detailed insights from 

individuals diagnosed with this condition. The primary data 

collection method was semi-structured interviews, which 

facilitated a flexible yet focused gathering of deep personal 

experiences and perspectives. 

Participants were selected through purposive sampling to 

include a diverse group of individuals diagnosed with 

treatment-resistant depression. This approach ensured that a 

variety of experiences were captured, representing different 

ages, genders, socioeconomic statuses, and treatment 

histories. 

The study was conducted until theoretical saturation was 

achieved, meaning that no new themes or relevant data were 

observed in the interviews. This approach ensured that the 

data collected were comprehensive and reflective of the core 

experiences and themes related to treatment resistance in 

depression. 

All participants provided informed consent, were made 

aware of the study's aims and their right to withdraw at any 

time. Confidentiality and anonymity were strictly 

maintained throughout the research process. 

2.2. Measures 

2.2.1. Semi-Structured Interview 

Data collection was conducted using semi-structured 

interviews. These interviews were designed to allow 

participants to express their thoughts freely while still 

focusing on key areas of interest such as their experiences 

with various treatments, emotional and psychological 

D 
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challenges, and their personal journeys through the 

healthcare system. Each interview lasted approximately 60 

minutes and was conducted by researchers trained in 

qualitative data collection techniques to ensure sensitivity 

and consistency. 

2.3. Data analysis 

The transcribed interviews were analyzed using NVivo, a 

qualitative data analysis software. This software facilitated 

the organization, coding, and analysis of large amounts of 

qualitative data, allowing for the identification of prevalent 

themes and sub-themes within the data. A thematic analysis 

approach was utilized, where data were coded and 

categorized into themes that represented significant patterns 

across the participants' narratives. 

3. Findings and Results 

The study comprised 33 participants who were diagnosed 

with treatment-resistant depression. The age of the 

participants ranged from 24 to 65 years, with a median age 

of 42. The sample was gender-diverse, including 18 females 

(54.5%), 14 males (42.4%), and 1 non-binary individual 

(3%). Participants varied in socioeconomic status, with 12 

(36.4%) reporting low, 15 (45.5%) reporting middle, and 6 

(18.2%) reporting high socioeconomic status. The 

educational background of participants also varied, with 8 

(24.2%) having completed high school, 13 (39.4%) holding 

a bachelor’s degree, and 12 (36.4%) possessing postgraduate 

qualifications. 

Table 1 

Main Themes, Subthemes, and Open Codes 

Main Themes Subthemes Concepts (Open Codes) 

1. Personal Experiences with Depression Emotional Impact Sadness, isolation, frustration, emotional numbness, despair 

 Coping Mechanisms Self-care, therapy, medication adherence, avoidance, distraction, social 
support 

 Perception of Self Low self-esteem, guilt, perceived burden, loss of identity 

 Impact on Daily Life Disruption of routines, work impact, social withdrawal, dependency on 

others 

 Progress and Setbacks Initial improvement, relapse, resistance development, hopelessness 

2. Interactions with the Healthcare 
System 

Quality of Care Professionalism, empathy, accessibility, consistency, communication 

 Treatment Accessibility Insurance issues, cost barriers, availability of specialists, waiting times 

 Physician-Patient 
Relationship 

Trust, openness, misunderstandings, respect, satisfaction 

3. Treatment Efficacy and Options Medication Efficacy Initial response, side effects, dosage adjustments, long-term inefficacy 

 Alternative Treatments Psychotherapy, holistic approaches, exercise, diet, mindfulness 

 Treatment Adherence Compliance challenges, motivation issues, regimen complexity 

 Perspectives on Recovery Hope, skepticism, acceptance, resignation 

4. Psychological and Social Insights Stigma and Society Public perception, discrimination, social stigma, self-stigmatization 

 Support Networks Family support, peer groups, online communities, professional help 

 Understanding of Depression Knowledge gaps, personal insights, myths and facts, awareness levels 

 Role of External Stressors Work stress, family conflicts, financial issues, life events 

 

The thematic analysis of semi-structured interviews 

revealed four main themes related to treatment resistance in 

depression: Personal Experiences with Depression, 

Interactions with the Healthcare System, Treatment Efficacy 

and Options, and Psychological and Social Insights. Each 

theme comprised several subthemes enriched by a variety of 

concepts as identified through open coding. 

3.1. Theme 1: Personal Experiences with Depression 

Participants shared deep insights into their emotional 

struggles, highlighting the Emotional Impact of depression 

with expressions of "isolation" and "despair". One 

participant described feeling "trapped in a cycle of 

frustration and sadness that seems never-ending." Various 

Coping Mechanisms were discussed, ranging from "therapy" 

to "social support," where another noted, "Talking to family 

sometimes helps, but there are days I can't manage 

anything." The Perception of Self revealed a common 

feeling of "guilt and perceived burden," and the impact on 

daily life involved significant Disruption of Routines, as one 

interviewee stated, "I can't even follow simple routines, 

which makes everything else harder." The Progress and 

Setbacks in their treatment journey were marked by 
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moments of "initial improvement" followed by "relapse" and 

"resistance development." 

3.2. Theme 2: Interactions with the Healthcare System 

The quality of healthcare services emerged as a critical 

factor, where Quality of Care was often described as lacking 

empathy and consistency, with a participant remarking, "I 

often feel unheard and rushed during my appointments." 

Treatment Accessibility issues were highlighted, including 

"insurance issues" and "cost barriers" that significantly 

impacted their treatment options. The Physician-Patient 

Relationship was another vital area, with varying levels of 

"trust" and "openness"; one individual shared, "When my 

doctor really listens, I feel like I can be honest about what's 

not working." 

3.3. Theme 3: Treatment Efficacy and Options 

This theme captured the varying degrees of Medication 

Efficacy, where participants mentioned "side effects" and 

"long-term inefficacy" as significant hurdles. Explorations 

into Alternative Treatments were common, with individuals 

seeking "holistic approaches" and "psychotherapy" as 

potential remedies. Treatment Adherence challenges were 

frequent, encapsulated by a quote: "Sticking to the treatment 

is hard when you see no end in sight." The varied 

Perspectives on Recovery included a mix of "hope" and 

"resignation," encapsulating the complex nature of 

managing treatment-resistant depression. 

3.4. Theme 4: Psychological and Social Insights 

Stigma and Society impacted many participants, with one 

stating, "The way people treat you when they know you're 

depressed sometimes makes everything worse." The 

importance of Support Networks was evident, as another 

participant noted, "My support group is a lifeline. It's where 

I feel understood." The Understanding of Depression within 

society was often described as filled with "knowledge gaps," 

while the Role of External Stressors such as "work stress" 

and "family conflicts" were frequently mentioned as 

exacerbating factors in their depression. 

4. Discussion and Conclusion 

The qualitative analysis of the interviews with 33 

participants diagnosed with treatment-resistant depression 

identified four main themes: Personal Experiences with 

Depression, Interactions with the Healthcare System, 

Treatment Efficacy and Options, and Psychological and 

Social Insights. Each theme comprised several subthemes 

that encapsulated the diverse challenges and experiences 

related to the condition. 

This theme explored the deeply personal impact of 

depression on individuals. The categories within this theme 

included Emotional Impact, Coping Mechanisms, 

Perception of Self, Impact on Daily Life, and Progress and 

Setbacks. Participants described a range of emotional 

impacts such as sadness, isolation, and frustration. Coping 

mechanisms varied from self-care and therapy to medication 

adherence and social support. The perception of self was 

often characterized by low self-esteem and feelings of guilt. 

The impact on daily life was notable in disruptions to 

routines and social withdrawal, while progress and setbacks 

were marked by phases of improvement followed by 

relapses and the development of resistance to treatments. 

Participants discussed their experiences with the 

healthcare system, which were grouped into Quality of Care, 

Treatment Accessibility, and Physician-Patient 

Relationship. Quality of care concerns included lack of 

empathy and professionalism in treatment settings. 

Treatment accessibility highlighted issues such as insurance 

and cost barriers, and difficulties in accessing specialized 

care. The physician-patient relationship was critical, with 

trust and communication emerging as significant factors 

influencing treatment experiences and outcomes. 

This theme addressed the effectiveness of treatments and 

the exploration of various options. Categories included 

Medication Efficacy, Alternative Treatments, Treatment 

Adherence, and Perspectives on Recovery. Medication 

efficacy was often described in terms of side effects and lack 

of long-term benefits. Alternative treatments such as 

psychotherapy and holistic approaches were discussed as 

vital options. Treatment adherence was a challenge, 

particularly in terms of maintaining motivation and 

managing complex regimens. Perspectives on recovery 

varied, with some participants expressing hope and others 

feeling skeptical or resigned. 

The final theme captured insights into the psychological 

and social dimensions of living with TRD. Categories 

encompassed Stigma and Society, Support Networks, 

Understanding of Depression, and Role of External 

Stressors. Stigma and societal attitudes were frequently cited 

as exacerbating feelings of isolation and misunderstanding. 

Support networks, including family, friends, and 

professional help, were crucial in managing depression. 

Participants also discussed the general understanding of 
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depression in society, which often included significant 

knowledge gaps. External stressors such as work stress and 

family conflicts were noted as key factors that influenced the 

severity of depressive symptoms. 

Participants frequently discussed the emotional turmoil 

and daily challenges associated with TRD, emphasizing the 

pervasive impact of the disorder on their personal and 

professional lives. This aligns with the findings by Hori 

(2013), who noted that TRD often exacerbates the emotional 

and functional impairments in individuals, leading to 

profound personal and social consequences (Hori, 2013). 

The recurring theme of coping mechanisms and the struggle 

for stability echoes Kennedy and Giacobbe's (2007) 

observations on the cyclical nature of TRD and the 

continuous effort required to manage its symptoms 

(Kennedy & Giacobbe, 2007). 

The narratives around the quality of care and the 

physician-patient relationship highlight significant areas of 

concern and potential intervention. This study's findings 

resonate with the work of Jauhar and Morrison (2019), who 

emphasize the need for enhanced therapeutic alliances and 

personalized care approaches in managing TRD (Jauhar & 

Morrison, 2019). Participants' frustrations with treatment 

accessibility and system barriers also reflect the broader 

issues identified by Li et al. (2020), underscoring the 

economic and accessibility challenges in TRD treatment (Li 

et al., 2020). 

The efficacy of conventional and alternative treatments 

was a critical theme, with many participants expressing 

dissatisfaction with traditional antidepressants, paralleling 

findings from Singh (2023) on the growing interest and 

efficacy of ketamine in TRD (Singh, 2023). The exploration 

of neurostimulation techniques as effective alternatives in 

our findings is supported by Mayberg et al. (2005), who 

demonstrated the potential of deep brain stimulation in cases 

where traditional therapies fail (Mayberg et al., 2005). 

Stigma and social support emerged as pivotal factors 

influencing treatment outcomes. This finding is consistent 

with Malhi et al. (2018), who argue that societal perceptions 

significantly affect the management and outcomes of TRD 

(Malhi et al., 2018). The support networks' role, as discussed 

by participants, emphasizes the importance of community 

and social support, as also noted by Baeken (2018) in the 

context of neurostimulation therapies enhancing social 

integration and support mechanisms (Baeken, 2018). 

The themes derived from our qualitative data provide a 

rich narrative that not only reflects the personal and systemic 

challenges faced by those with TRD but also highlights the 

gaps in current treatment frameworks. These gaps, 

particularly in the customization of treatment plans and the 

incorporation of patient-centric care, align with recent 

literature advocating for a shift towards more personalized 

and empathetic approaches in mental health care (Croarkin, 

2020; Kennedy & Giacobbe, 2007). 

Furthermore, the emphasis on alternative treatments and 

the critique of current pharmacological strategies underscore 

the ongoing shift in psychiatric treatment paradigms. The 

integration of newer pharmacological agents like esketamine 

and the application of advanced techniques such as TMS and 

DBS offer promising directions for future research and 

clinical practice (Baeken, 2018; Jauhar & Morrison, 2019; 

Somani & Kar, 2019). 

This qualitative study has illuminated the intricate 

dimensions of treatment-resistant depression (TRD) through 

the personal accounts of 33 participants. The findings are 

distilled into four main themes: Personal Experiences with 

Depression, Interactions with the Healthcare System, 

Treatment Efficacy and Options, and Psychological and 

Social Insights. Participants detailed their emotional 

struggles, daily challenges, and interactions with healthcare 

systems that often failed to meet their needs. The inadequacy 

of traditional medications and the potential of alternative 

treatments were also significant themes. Moreover, the 

pervasive role of societal stigma and the critical support of 

personal networks in managing TRD underscored the 

complex interplay of social factors in treatment outcomes. 

This study underscores the complexity of TRD and the 

multifaceted challenges it poses to individuals who struggle 

with it. The personal narratives highlight the critical need for 

more personalized, sensitive, and patient-centered 

approaches in the treatment of TRD. These findings 

advocate for a holistic approach that not only addresses the 

pharmacological needs but also the psychological, social, 

and systemic barriers that patients face. By embracing these 

comprehensive treatment paradigms, healthcare providers 

can better support those battling TRD, ultimately enhancing 

therapeutic outcomes and quality of life for this vulnerable 

population. 

While this study provides valuable insights into TRD, it 

has several limitations. The qualitative nature and small 

sample size limit the generalizability of the findings. 

Additionally, the data are based solely on self-reports, which 

may introduce bias and affect the accuracy of the responses. 

The study also focused on a specific geographic and 

demographic group, which may not fully represent the 

diverse experiences of individuals with TRD globally. 
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Lastly, the reliance on thematic analysis without quantitative 

measures limits the ability to draw statistical inferences 

about the prevalence and severity of themes identified. 

Future research should aim to include a larger and more 

diverse sample to enhance the generalizability of the 

findings. Quantitative studies could be employed alongside 

qualitative methods to provide a more comprehensive 

analysis of TRD. Exploring the effectiveness of specific 

interventions within the context of TRD could also be 

beneficial. Moreover, longitudinal studies that track 

treatment progress over time would offer deeper insights into 

the long-term outcomes of various therapeutic approaches. 

Such research could significantly advance our understanding 

of TRD and inform more effective treatment strategies. 

The findings from this study suggest several practical 

implications for the treatment of TRD. Healthcare providers 

should consider incorporating regular assessments of 

treatment barriers and patient-centered concerns into clinical 

practice. Training clinicians in the nuances of TRD, 

particularly in recognizing and addressing the personal and 

systemic challenges patients face, is crucial. Furthermore, 

integrating mental health services with community resources 

can enhance support networks for patients. Ultimately, 

fostering a collaborative approach that includes patients in 

treatment planning and decision-making can significantly 

improve engagement and outcomes in TRD treatment. These 

strategies emphasize the need for a shift towards more 

integrated and empathetic care frameworks that align with 

the complex realities of patients' lives. 
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