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ABSTRACT 

Psychological distress, including depression and anxiety, represents a major clinical concern in patients with advanced 
cancer, particularly in palliative care settings, where it is associated with reduced quality of life, increased symptom severity, 
and impaired adherence to oncological treatment. The diagnosis of these conditions remains challenging due to the overlap 
between psychiatric and disease-related somatic symptoms, as well as the complex and multidimensional nature of distress 
in this population. 
This review examines key diagnostic challenges and current approaches to pharmacological management of depression and 
anxiety in advanced cancer, with particular emphasis on palliative care populations. The analysis is based on selected clinical 
guidelines and relevant clinical studies addressing both diagnostic and therapeutic aspects of care. 
Available evidence indicates that standard diagnostic criteria may have limited applicability in medically ill patients, 
requiring careful clinical interpretation and individualized assessment. Pharmacological treatment remains an important 
component of care, while symptom-oriented strategies and selected adjunctive agents may provide additional clinical benefit, 
and rapid-acting therapies represent a promising but still evolving area of research. 
Effective management requires a flexible, patient-centered approach that integrates clinical context, symptom profile, and 
treatment goals. Further research is needed to improve diagnostic strategies and to develop more effective and rapidly acting 
therapeutic options in palliative care settings. 
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1. Introduction 

Depression and anxiety are among the most common psychiatric comorbidities in patients with cancer 

and represent a substantial component of overall disease impact, particularly in advanced stages [1–3]. Their 

presence is associated with reduced quality of life, increased symptom severity, and impaired adherence to 

oncological treatment, with potential consequences for clinical outcomes [4]. In this population, the 

identification of depressive and anxiety disorders remains particularly challenging. The clinical presentation 

of psychological distress is often complex and multidimensional, involving emotional, somatic, and existential 

components. The overlap between disease-related symptoms and psychiatric manifestations further 

complicates diagnosis, increasing the risk of both underrecognition and misclassification. In palliative care 

settings, where symptom intensity is high and disease trajectories are dynamic, these challenges become even 

more pronounced [3,5]. At the same time, the management of depression and anxiety is complicated by factors 

such as polypharmacy, comorbidities, and the need for rapid symptom control in patients with limited life 

expectancy. Pharmacological treatment remains a key component of care, but requires careful individualization 

and consideration of safety, tolerability, and potential drug-drug interactions. Given these complexities, a 

focused synthesis of current evidence addressing both diagnostic and therapeutic challenges is needed. This 

review aims to examine key issues in the diagnosis of depression and anxiety in advanced cancer and to 

evaluate the role of pharmacological management, including conventional antidepressants, symptom-oriented 

strategies, and emerging rapid-acting therapies. Non-pharmacological interventions are beyond the scope of 

this review. 
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2. Methodology 

This study was conducted as a narrative literature review aimed at synthesizing current evidence on the 

diagnosis and pharmacological management of depression and anxiety in patients with advanced cancer. A 

structured search of the literature was performed using electronic databases, including PubMed, focusing on 

peer-reviewed publications addressing epidemiology, diagnostic challenges, and pharmacological treatment in 

oncology and palliative care settings. Relevant sources included clinical guidelines, systematic reviews, meta-

analyses, randomized controlled trials, and observational studies. Priority was given to studies involving 

patients with advanced cancer and those conducted in palliative care populations. Seminal and conceptually 

important earlier publications were also included where relevant to diagnostic frameworks or therapeutic 

approaches. The selected literature was evaluated qualitatively and organized into thematic sections addressing 

epidemiology, diagnostic complexity, and pharmacological treatment strategies, including conventional 

antidepressants, symptom-oriented approaches, and emerging rapid-acting therapies. 

 

3. Results 

3.1. Epidemiology and clinical significance 

Depressive and anxiety symptoms are among the most prevalent psychiatric complications observed 

across the cancer continuum [1–3]. Estimates from the literature indicate a broad prevalence range for 
depressive spectrum disorders, approximately 5% to 60%, reflecting significant methodological heterogeneity. 

Evidence from methodologically rigorous studies further indicates that the prevalence of depression differs 

markedly across clinical contexts [2,3]. More robust data based on structured psychiatric interviews suggest 

lower rates in general oncology populations (approximately 5-16% in outpatients and 4-14% in hospitalized 

patients), with markedly higher prevalence observed in palliative care settings, reaching up to 49% [3]. These 

findings highlight the critical influence of clinical context, with the highest burden of depressive disorders 

consistently observed in patients with advanced disease [2,3]. 

The prevalence of depression and anxiety also differs according to tumour type. Higher rates are reported 

in patients with lung, gynaecological, breast, and haematological malignancies, whereas lower prevalence is 

observed in colorectal, prostate, and genitourinary cancer [6,7]. These differences likely reflect variations in 

prognosis, symptom burden, and treatment intensity across cancer types [2]. 

Sociodemographic factors further contribute to variability in psychological morbidity. Younger age has 

been associated with increased risk of depressive symptoms, potentially due to greater disruption of social and 

occupational roles [6]. Female sex is consistently linked to higher levels of depression and anxiety, mirroring 

patterns observed in the general population [7]. Additionally, socioeconomic deprivation has been identified 

as an independent predictor of major depression, suggesting that financial stress, reduced access to resources, 

and broader social inequalities contribute to increased vulnerability in oncology populations [6]. 

From a clinical perspective, depression and anxiety significantly impact multiple aspects of cancer care. 

Psychological distress is associated with poorer quality of life, greater symptom burden, and impaired 

functional status [1,4]. Furthermore, untreated depression and anxiety may adversely affect treatment 

adherence and engagement with medical care, with potential implications for clinical outcomes [4]. In 

advanced cancer, depression and hopelessness are also strongly associated with the desire for hastened death, 

underscoring the critical importance of timely recognition and management of psychological distress in 

palliative care settings [5]. 

 

3.2. Diagnostic challenges in depression and anxiety in advanced cancer 

Limitations of standard diagnostic criteria in oncology populations 

The application of standard psychiatric diagnostic criteria to patients with cancer presents significant 

challenges, as systems such as DSM-5 and ICD-11 were developed in general psychiatric populations and may 

not fully capture the complexity of psychological distress observed in oncology settings [8,9]. In this 

population, particularly in advanced disease, emotional, cognitive, and somatic symptoms frequently coexist 

and interact, complicating the identification of discrete psychiatric disorders [10]. The multidimensional nature 

of distress, encompassing psychological, physical, and existential components, further limits the applicability 

of categorical diagnostic frameworks and contributes to both underrecognition and misclassification of 

depressive and anxiety disorders in oncology and palliative care settings [11]. 

A major limitation of standard diagnostic criteria in oncology arises from the overlap between somatic 

symptoms of cancer and those used to define depressive disorders. Fatigue, appetite loss, weight loss, sleep 

disturbance, and reduced energy are highly prevalent as a direct consequence of cancer or its treatment, 
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complicating attribution to a primary psychiatric condition [9,10,12]. This overlap is particularly pronounced 

in advanced disease, where symptom burden is high and multifactorial, reducing the specificity of somatic 

criteria for depression and anxiety [11,13]. Furthermore, commonly used screening instruments may not 

adequately distinguish between somatic symptoms related to cancer and those reflecting psychiatric disorders, 

limiting their diagnostic accuracy in this population [14,15]. Consequently, reliance on symptom-based 

frameworks may result in both overdiagnosis, when cancer-related symptoms are interpreted as depressive 

features, and underrecognition, when psychological distress is attributed solely to the underlying medical 

condition [9,11]. These limitations support the need for adapted diagnostic approaches in oncology, with 

greater emphasis placed on affective and cognitive symptoms rather than somatic criteria [12]. 

Differential diagnosis of depression in advanced cancer 

Differential diagnosis of depression in patients with advanced cancer represents a critical component of 

psychiatric assessment in palliative care, as a wide range of psychological responses may mimic depressive 

disorders. Individuals facing a life-limiting illness commonly experience sadness, fear, uncertainty, and 

emotional distress, which may constitute proportionate reactions to disease rather than a distinct psychiatric 

condition [9]. The high prevalence of multidimensional distress, encompassing affective, cognitive, and 

existential components, further complicates differentiation between adaptive responses and clinically 

significant depressive syndromes [13,16]. Consequently, accurate distinction is essential, as misclassification 
may lead to inappropriate management and suboptimal patient care [11]. 

A central diagnostic challenge lies in distinguishing major depressive disorder from adjustment disorder 

and normative emotional responses. Emotional reactions such as sadness, anxiety, irritability, or transient 

hopelessness are common following diagnosis or disease progression and may be clinically appropriate [17]. 

In contrast, depression is characterized by persistent and pervasive mood disturbance, including anhedonia, 

feelings of worthlessness or excessive guilt, and sustained hopelessness disproportionate to the clinical context 

[9]. Adjustment disorder occupies an intermediate position, with symptoms arising in response to identifiable 

stressors without fulfilling criteria for major depression. In oncology populations, these distinctions are 

frequently blurred due to ongoing disease-related stress, uncertain prognosis, and cumulative psychological 

burden [10,11]. This ambiguity is further compounded in palliative care, where emotional states fluctuate over 

time and are influenced by symptom burden and functional decline, necessitating longitudinal clinical 

assessment [18]. 
Differentiation between depression and existential distress, including demoralization, constitutes an 

additional key challenge in advanced cancer. Demoralization is characterized by helplessness, loss of meaning, 

and perceived inability to cope, while preserving emotional reactivity and lacking the pervasive anhedonia 

typical of major depressive disorder [19]. Existential concerns such as fear of death, loss of autonomy, and 

disruption of identity are highly prevalent in advanced illness and may resemble depressive symptomatology 

[16,20]. Although both conditions are associated with significant distress, their underlying mechanisms and 

therapeutic implications differ. Misinterpretation of existential distress as depression may lead to inappropriate 

pharmacological treatment, whereas such patients may benefit more from psychotherapeutic or meaning-

centered interventions [19,21]. 

Screening tools for depression and anxiety in oncology 

Recognition of depressive and anxiety symptoms in patients with cancer remains a significant clinical 

challenge, as a substantial proportion of cases are not identified in routine oncological practice [22,23]. Even 

when clinically relevant distress is present, it may remain undetected, particularly in settings focused primarily 

on somatic disease management [23]. This underrecognition is compounded by the nonspecific presentation 

of symptoms, where emotional distress overlaps with cancer-related physical manifestations such as fatigue, 

sleep disturbance, or appetite changes [24], as well as by time constraints and the lack of systematic assessment 

strategies in clinical practice [25]. Consequently, structured screening approaches have been recommended to 

improve detection and facilitate timely referral for further evaluation [25]. However, screening tools should be 

considered adjunctive rather than diagnostic instruments, and their results must be interpreted within the 

broader clinical and psychosocial context [26]. These range from ultra-brief case-finding approaches to 

structured questionnaires and measures developed specifically for individuals with advanced malignancy. 

Ultra-brief screening tools, including two-question approaches, are used as initial case-finding strategies in 

oncology and palliative care and demonstrate high sensitivity but lower specificity, supporting their role in 

identifying individuals requiring further assessment [14,27]. 

Among structured instruments, the Hospital Anxiety and Depression Scale (HADS) is widely used in 

oncological settings and was designed to minimize the confounding influence of somatic symptoms by 
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focusing on psychological and cognitive domains [28]. It enables simultaneous assessment of anxiety and 

depression and demonstrates acceptable diagnostic accuracy, including sensitivity and specificity, in this 

population [15]. 

The Patient Health Questionnaire-9 (PHQ-9), based on DSM criteria, provides a standardized measure 

of depressive symptom severity and is widely used for both screening and monitoring symptom intensity over 

time [15]. Its alignment with diagnostic criteria may facilitate communication between oncology and mental 

health services and support structured follow-up. However, the inclusion of somatic items may complicate 

interpretation in patients with advanced disease [29]. 

In palliative care, multidimensional instruments such as the Edmonton Symptom Assessment System 

(ESAS) are frequently used to assess both physical and psychological symptoms [30]. This approach enables 

ongoing monitoring of symptom burden and allows evaluation of psychological distress within the broader 

context of physical illness [31], which is particularly relevant in patients requiring repeated assessments over 

time. 

Additionally, methods specifically developed for oncology populations, such as the Brief Edinburgh 

Depression Scale (BEDS), have been designed to minimize the influence of somatic symptoms by focusing on 

cognitive and affective features of depression [32]. As a brief, patient-reported screening tool, BEDS may be 

particularly useful in clinical situations where high physical symptom burden complicates the interpretation of 
standard screening measures [33]. 

From a clinical perspective, screening instruments are most effective when integrated into structured 

diagnostic pathways rather than used in isolation. Despite their practicality, they demonstrate reduced 

diagnostic accuracy when applied as standalone measures [27]. A stepwise approach, involving initial 

screening followed by targeted clinical assessment in individuals with positive findings, improves 

identification of clinically significant psychological distress while maintaining feasibility in routine oncology 

and palliative care practice [25]. Interpretation of screening results is complicated by overlapping somatic and 

psychological symptoms, particularly in advanced disease [29,33], while variability in diagnostic performance 

across instruments, including differences in sensitivity, specificity, and optimal cutoff thresholds, further limits 

comparability and generalizability of findings [34]. Additionally, feasibility and acceptability may be 

influenced by patient condition and clinical context, especially in palliative care settings [35,36]. 

 

3.3. Pharmacological management of depression and anxiety in advanced cancer 

General principles of pharmacological treatment in palliative care 

Pharmacological management is a central component in the treatment of depression and anxiety in 

patients with advanced cancer. It is particularly relevant in cases of moderate to severe symptoms or when 

psychological distress significantly interferes with quality of life and clinical outcomes [37]. Untreated or 

inadequately managed symptoms are associated with increased symptom burden, reduced adherence to 

oncological treatment, and poorer overall functioning, underscoring the importance of timely intervention [38]. 

This approach is inherently complex due to the coexistence of advanced somatic illness, high prevalence of 

polypharmacy, and increased susceptibility to adverse effects and drug-drug interactions. In addition, the 

clinical presentation of depression and anxiety is influenced by disease-related factors such as pain, fatigue, 

and cachexia, which may affect both treatment selection and therapeutic response [39]. Importantly, the 

delayed onset of action of many antidepressants represents a critical consideration in palliative care, where life 

expectancy may be limited and rapid symptom control is often required [40]. This has led to increasing interest 

in both conventional antidepressants and alternative strategies with faster onset of action, particularly in 

patients with severe distress or acute clinical deterioration [41]. Treatment should therefore be individualized 

and patient-centered, taking into account symptom profile, prognosis, comorbidities, potential interactions, 

and patient preferences [39,42]. Pharmacotherapy is generally indicated in moderate to severe depression or 

clinically significant anxiety, particularly when non-pharmacological interventions are insufficient [38]. 

Selection of an appropriate agent requires careful consideration of clinical factors, including prognosis, 

comorbidities, concomitant medications, and potential drug-drug interactions [39]. In oncology populations, 

where polypharmacy is common, particular attention must be paid to interactions with anticancer therapies and 

supportive medications, which may influence both the efficacy and safety of psychotropic agents [39,43]. An 

additional consideration is the pharmacokinetic and pharmacodynamic profile of antidepressant and anxiolytic 

agents, including onset of action, tolerability, and route of administration, especially in patients with impaired 

functional status [41]. Agents with faster onset may be preferred in situations requiring urgent symptom relief 

[40]. A symptom-oriented approach is particularly relevant in palliative care, as certain pharmacological agents 
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may provide additional benefits such as analgesia, anxiolysis, sedation, or appetite stimulation [43]. Regular 

monitoring of treatment response and adverse effects remains essential, with therapeutic adjustments guided 

by clinical response, tolerability, and changes in the patient’s condition over time [41]. Close collaboration 

between oncology, psychiatry, and palliative care teams is crucial to ensure safe and effective management of 

depression and anxiety in patients with advanced cancer [42] 

Conventional antidepressants 

Conventional antidepressants, including selective serotonin reuptake inhibitors (SSRIs) and serotonin-

noradrenaline reuptake inhibitors (SNRIs), remain the most commonly used pharmacological options for the 

treatment of depression in patients with advanced cancer, although the overall evidence base remains limited 

and methodologically heterogeneous [40,44]. SSRIs are generally considered first-line pharmacological agents 

due to their favourable tolerability profile and relative safety in medically ill populations [43]. Among SSRIs, 

agents such as fluoxetine and paroxetine have been evaluated in randomized studies, with available data 

suggesting potential benefit in reducing depressive symptoms [40,44]. Importantly, head-to-head comparisons 

have not demonstrated clear superiority of SSRIs over other antidepressant classes, including tricyclic 

antidepressants (TCAs), reflecting limitations of the evidence base rather than equivalence of efficacy [44]. 

From a clinical perspective, SSRIs may be considered when a conventional antidepressant strategy is feasible 

and when a delayed onset of action is acceptable [40,43]. Evidence for SNRIs in oncology remains limited and 
is largely based primarily on studies of individual agents rather than the class as a whole [41]. Duloxetine has 

demonstrated efficacy in reducing cancer-related neuropathic pain in randomized and observational studies, 

including in patients with refractory symptoms, with effects consistent with its pharmacological action on 

descending serotonergic and noradrenergic inhibitory pathways [45–47]. Accordingly, in clinical practice, 

SNRIs may be considered in patients with advanced cancer in whom depressive symptoms coexist with 

neuropathic pain, although the evidence supporting this approach is driven primarily by analgesic rather than 

antidepressant outcomes in cancer-specific studies [43]. The use of conventional antidepressants requires 

careful consideration of potential drug-drug interactions, particularly in oncology populations receiving 

complex systemic treatment. Reviews of pharmacotherapy in cancer have specifically highlighted interactions 

between paroxetine and tamoxifen through CYP2D6 inhibition, as well as other drugs affecting serotonin 

pathways [37,43]. Moreover, the safety profile of SNRIs also requires careful consideration in palliative care 

populations. Studies in oncology indicate that noradrenergic effects may contribute to increases in blood 

pressure, while serotonergic adverse effects overlap with those observed for SSRIs and include gastrointestinal 

symptoms, sleep disturbances, and hyponatraemia [41]. In addition, duloxetine has been associated with 

potential hepatotoxicity, and venlafaxine with dose-dependent hypertension and discontinuation symptoms 

[43]. For this reason, the choice of an SSRI or SNRI in advanced cancer should be individualized, with careful 

attention to concomitant anticancer treatment, expected survival, and the overall burden of adverse effects and 

interactions [43]. 

Symptom-oriented and adjunctive pharmacotherapy 

Mirtazapine represents a pharmacological option in oncology and palliative care distinguished by its 

noradrenergic and specific serotonergic mechanism of action, as well as its clinically relevant sedative and 

appetite-stimulating properties [48]. It has been described as particularly useful in individuals with coexisting 

insomnia, anorexia, or cachexia, as its pharmacodynamic profile may address multiple symptom domains 

simultaneously [49]. Clinical studies in oncology populations indicate that mirtazapine is associated with 

significant reductions in depressive and anxiety symptoms, as reflected by improvements in total HADS scores 

and corresponding subscales [50]. Its use in advanced disease is further illustrated in palliative care settings, 

where it may serve as a baseline antidepressant, often requiring augmentation to achieve more rapid symptom 

control due to delayed onset of action [51]. This reflects the clinical reality in which conventional 

antidepressants, including mirtazapine, may require augmentation due to delayed onset of action in patients 

with limited life expectancy [51]. Although these features support its clinical utility in symptom-oriented 

management, the overall evidence for mirtazapine in cancer-related populations remains limited and 

heterogeneous, highlighting the need for further randomized controlled trials [48]. 

Other antidepressants, including trazodone and bupropion, have a more limited and context-dependent 

role in oncology and palliative care compared with SSRIs, SNRIs, and TCAs, with their use largely guided by 

predominant clinical features rather than strong disease-specific antidepressant evidence [38,52]. In this setting, 

trazodone is used mainly as a symptom-oriented agent for insomnia and anxiety, with clinical data indicating 

improvement in sleep in patients with advanced malignancy, particularly in cases refractory to standard 

hypnotics [53,54]. Bupropion has been investigated mainly in relation to fatigue and mood disturbances, with 
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preliminary studies suggesting potential benefits in energy levels, depressive features, and quality of life, 

although available evidence is limited and largely based on non-randomized data [55]. Their role in palliative 

care is nevertheless constrained by tolerability concerns, especially anticholinergic adverse effects, sedation, 

orthostatic hypotension, and cardiac toxicity, which are particularly relevant in medically fragile patients with 

advanced cancer [43]. Overall, these agents may be considered in selected clinical scenarios, such as sleep 

disturbances or adjustment-related distress for trazodone and fatigue-dominant presentations for bupropion - 

but their application in advanced disease is constrained by limited oncology-specific evidence and 

considerations related to tolerability [38,43,52]. 

Benzodiazepines are widely used in palliative oncology for the management of acute anxiety, 

particularly when associated with insomnia, agitation, or dyspnoea, although their use is largely based on 

clinical practice rather than high-quality randomized evidence [56,57]. Observational data indicate that anxiety 

is highly prevalent in palliative care settings, and these agents are frequently prescribed, especially in 

individuals with a high symptom burden [58]. Despite their widespread use, evidence supporting 

benzodiazepines for anxiety in palliative care remains limited, with no randomized controlled trials meeting 

inclusion criteria identified in systematic reviews [56]. Clinical response appears variable, and some 

individuals may require alternative or adjunctive approaches [59]. From a practical perspective, 

benzodiazepines may be appropriate in selected situations requiring rapid anxiolysis or short-term symptom 
control. They are commonly used as adjuncts in the management of dyspnoea [60] and may also be beneficial 

in agitation associated with delirium, as demonstrated in a randomized trial in which lorazepam combined with 

haloperidol resulted in greater reduction in agitation compared with haloperidol alone [61]. However, their use 

is limited by adverse effects, including sedation, cognitive impairment, and increased risk of falls, particularly 

in frail patients [56,58]. Consequently, benzodiazepines should be regarded as short-term, symptom-oriented 

interventions in carefully selected cases rather than first-line treatment for anxiety disorders in palliative care 

[56,57]. 

Rapid-acting and emerging therapies 

Methylphenidate has been investigated in oncology and palliative care as a pharmacological option for 

depressive symptoms, fatigue, and apathy, particularly in advanced disease. Its dopaminergic and 

noradrenergic mechanism has been associated with improvements in energy, motivation, and mood in 

medically ill populations [62]. Clinical evidence suggests that it can provide relatively rapid improvement in 

depressive symptoms when used as an adjunct to antidepressant therapy [51]. Nevertheless, data regarding its 

effectiveness in cancer-related fatigue remain inconsistent, with more recent randomized evidence failing to 

demonstrate superiority over placebo [63–65]. In clinical practice, methylphenidate may be considered in 

selected patients with advanced cancer, particularly when depressive symptoms are accompanied by apathy or 

low energy and when a more rapid therapeutic effect is desirable. At the same time, treatment requires careful 

monitoring, as adverse effects such as insomnia, agitation, and cardiovascular stimulation can limit tolerability 

in frail patients [62]. 

Ketamine has emerged as a rapid-acting pharmacological intervention investigated in oncology and 

palliative care for the management of depressive symptoms, anxiety, and acute psychological distress, 

particularly when the delayed onset of conventional antidepressants limits their clinical utility [66,67]. 

Randomized clinical data support its short-term efficacy in selected clinical settings. In patients with cancer, a 

single subanesthetic ketamine infusion has been associated with a significant reduction in suicidal ideation 

compared with midazolam, with effects evident as early as the first day following administration [68]. 

Additional evidence from palliative care suggests potential benefits in symptom control. In a retrospective 

pilot study, S-ketamine administration was associated with a reduction in anxiety symptoms [69]. Qualitative 

and mixed-methods data further indicate improvements in subjective well-being and emotional state, although 

these findings remain exploratory [70]. Despite these encouraging observations, the evidence base remains 

constrained by methodological heterogeneity, small sample sizes, short-term outcomes, and variability in 

dosing, administration, and patient selection, limiting both interpretation and generalizability [66,67]. 

Clinically, safety considerations are essential, as ketamine may be associated with transient dissociative or 

psychotomimetic symptoms and hemodynamic changes, necessitating careful monitoring and appropriate 

patient selection [68,69]. 

Psychedelic-assisted therapies, particularly those involving psilocybin, have been investigated in 

oncology and palliative care as novel approaches for the treatment of depression, anxiety, and existential 

distress in patients with life-threatening illness, although their use remains experimental and confined to 

controlled clinical settings [71,72]. These interventions appear to target not only affective symptoms but also 
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broader dimensions of psychological suffering, including demoralization, fear of death, and loss of meaning 

[72]. Clinical trials provide some of the most robust data in this field. In a randomized, double-blind study 

involving patients with life-threatening cancer, psilocybin administration was associated with substantial and 

sustained reductions in symptoms of depression and anxiety, with clinically significant improvements 

persisting for several months following a single treatment session [73]. Broader analyses of serotonergic 

hallucinogens support these findings, indicating rapid and durable improvements in mood and anxiety when 

administered within structured therapeutic frameworks [74]. Systematic reviews further emphasize that 

psychedelic-assisted therapy differs fundamentally from conventional pharmacotherapy, as its effects are 

closely linked to the therapeutic setting, psychological support, and the subjective experience induced by the 

substance [71]. This integrated model, combining pharmacological and psychotherapeutic elements, may 

contribute to improvements in psychological well-being that extend beyond symptom reduction alone [72]. 

However, the available evidence is derived from small, highly selected populations and controlled settings, 

and, together with regulatory and practical constraints, limit generalizability to routine clinical practice 

[71,72,74]. Accordingly, these therapies remain investigational and require further large-scale studies. 

 

4. Conclusion 

The findings of this review highlight the complexity of diagnosing and managing depression and anxiety 
in patients with advanced cancer, where psychological distress is closely intertwined with somatic and disease-

related factors. Across the analyzed literature, no single diagnostic or therapeutic approach has been shown to 

be consistently effective in this population, underscoring the need for clinically nuanced assessment and 

individualized treatment strategies. 

Pharmacological interventions remain a central component of care. However, their effectiveness is often 

constrained by delayed onset of action, tolerability issues, and the clinical realities of advanced disease. 

Symptom-oriented and adjunctive approaches may provide additional benefit in selected cases, while emerging 

rapid-acting therapies represent a promising but still evolving area of research. 

These observations emphasize the importance of integrating psychiatric expertise into palliative and 

oncological care, with a focus on flexible, patient-centered decision-making. Further research is needed to 

refine diagnostic frameworks applicable to medically ill populations and to develop therapeutic strategies that 

address both the complexity and urgency of psychological symptoms in advanced cancer. 

Conflicts of Interest: The authors declare no conflict of interest. 
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