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Objective

This study aimed at identifying correlates of demoralization in breast cancer.





Materials and methods

Information was obtained from outpatients with breast cancer at the Oncology Clinic of a university-affiliated hospital in the United States, using reliable and valid scales, and from the participants’ medical records on demographic and social characteristics, location, type, and stage of cancer, whether it was a re-occurrence or first time diagnosed, type of cancer treatment, medications being used, history of mental disorder, functional impairment, perceived stress, perceived social support, resilience, subjective incompetence, demoralization, and depression. Demoralization was measured with the Demoralization Scale. Bivariable and multivariable analyses were conducted with demoralization as the dependent variable.





Results

Demoralization correlated positively with functional impairment, perceived stress, depression, and subjective incompetence, and negatively with months since diagnosed with breast cancer, perceived social support, resilience, and quality of life. Forward stepwise regression conducted without depression in the regression equation identified emotional wellbeing subscale of quality of life, resilience, subjective incompetence, perceived social support, and functional impairment as significant. After forced entry of depression, perceived social support and mild depression ceased to be significant, leaving only moderate and severe depression as significant. Perceived stress did not enter any of the regression models.





Conclusion

Early detection of demoralization and of the co-occurrence of depression and demoralization are essential for promoting the well-being of patients with breast cancer. Psychotherapy should focus on strengthening the modifiable negative correlates of demoralization, countering the modifiable positive correlates, and preventing the co-occurrence of demoralization and depression.
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Introduction

Prevalence rates for depression in cancer patients vary significantly, with reported figures ranging from 0% to 38% for major depressive disorder and 3% to 31% for depression spectrum syndromes. Specifically, in breast cancer, the prevalence of depressed mood is estimated to be between 1.5% and 46% (1). These wide variations are likely due to differences in research methodologies.

Recently, medical literature has focused on demoralization, a treatable condition that differs from depression spectrum disorders, although it may occur alongside them. Frank introduced the term “demoralization” in psychiatric discussions, defining it as a state of mind characterized by a loss of spirit or courage, feelings of disheartenment, confusion, and disorder (2). He suggested that this mindset is common among many outpatients seeking psychotherapy, regardless of their specific diagnostic labels.

Although several definitions have been proposed, a consensus has emerged that demoralization is a psychological state characterized by subjective incompetence and symptoms of distress, such as depression, anxiety, resentment, anger, loss of meaning or purpose in life, or combinations thereof. Subjective incompetence is a self-perceived incapacity to perform tasks and express feelings deemed appropriate in a stressful situation, resulting in pervasive uncertainty and doubts about the future. Subjective incompetence has been described as a clinical hallmark of demoralization and interpreted as a loss of the cognitive map to deal with a stressful situation (3). If unrecognized or untreated, subjective incompetence embedded in demoralization may progress to helplessness, hopelessness, a sense of failure, irrelevance, or futility, and eventually to demands for hastened death or suicide (4).

Taking demoralization into account in assessments enhances the evaluation of the clinical complexity (5). Toward this goal, diagnostic criteria have been proposed and a scale of subjective incompetence and several scales of demoralization have been developed (6–11). Two clinical interviews are also available (12, 13). The application of these criteria and scales made it possible to recognize demoralization in a variety of clinical settings, physical illnesses, and mental disorders, in victims of stressful situations, such as refugees, and in the general population (14, 15).

Depression and demoralization can occur independently, but they have distinct clinical characteristics and require different interventions. In cases of demoralization, individuals are willing to take action to improve their situation, but they may feel uncertain about how to proceed. In contrast, individuals experiencing depression often have a reduced willingness to act, even if they are aware of potential solutions. This uncertainty associated with demoralization reflects a sense of subjective incompetence (16).

Demoralization has been observed in 13% to 18% of patients with progressive diseases, including cancer (17, 18). In a study involving 105 breast cancer patients, the most frequently identified psychosomatic syndromes, according to the Diagnostic Criteria for Psychosomatic Research (DCPR), were demoralization, health anxiety, and alexithymia. Patients experiencing demoralization were more likely to feel hopeless, have a lower quality of life, and exhibit greater worries and preoccupations related to their cancer. They also tended to use less effective coping strategies, often adopting a pessimistic and helpless attitude toward their condition (19). A follow-up study of early-stage breast cancer patients examined the impact of helplessness, hopelessness, depression, and fighting spirit on outcomes. It found that helplessness and hopelessness continued to adversely affect 10-year disease-free survival, while depression did not have the same negative impact (20). Additionally, a study of 142 breast cancer patients in Italy revealed that 24.6% met the criteria for DCPR demoralization. This condition was associated with lower perceived social support and reduced quality of life (21, 22).

The roles of subjective incompetence and its opposite, resilience, have been studied in the context of breast cancer. Research indicates that resilience is inversely related to demoralization, subjective incompetence, depression, and quality of life (23). Specifically, subjective incompetence in breast cancer patients is directly linked to perceived stress and inversely to perceived social support (24). After primary treatment—such as surgery, chemotherapy, radiation therapy, and/or targeted therapy—demoralization can hinder the interrelations of stress, sleep disturbances, and psychological well-being. This effect is particularly significant during the first five years following a breast cancer diagnosis (25). Furthermore, demoralization in breast cancer patients is associated with a lower quality of life, poorer sleep quality, and reduced spiritual interest. Patients who experience both depression and demoralization tend to have the worst prognosis (26).

Demoralization has been observed in patients with breast cancer, but the factors that contribute to it are not fully understood. Identifying these factors and understanding their relative impact on demoralization could help in early diagnosis and in targeting preventive and therapeutic interventions. The objective of this study was to identify the correlates of demoralization in breast cancer patients.





Materials and methods

Before any data were collected, approval of the Yale University Institutional Review Board was obtained, potential participants were told by the Principal Investigator that the study aimed to assess mental state and quality of life, and written informed consent from the participants was obtained. This research was conducted ethically in accordance with the World Medical Association Declaration of Helsinki.




Design and participants

This was an observational study with a cross-sectional design. Participants were recruited from a consecutive sample of outpatients with breast cancer at the Oncology Clinic of a university-affiliated hospital in the United States. The following were the admission criteria: biopsy confirmed breast cancer as the primary diagnosis; age 20 to 90 years; female; and able to read and understand English. Age 20 was used as the lower age limit because breast cancer in women younger than 20 is very rare and may present unique psychosocial challenges (27). Individuals admitted to hospice were excluded.





Data sources and assessments

All participants were evaluated and diagnosed by a board certified oncologist (JC). Participants completed a questionnaire eliciting information on sociodemographic characteristics (date of birth, gender, race, marital status, education, and income). Medical and psychiatric history was obtained from medical records by trained research assistants and included information about the location and type of cancer (primary or metastatic), stage, whether it was a first-time diagnosis or a re-occurrence, type of cancer treatment (surgery, chemotherapy, or radiation therapy), and the medications being used (Tamoxifen, Arimidex, antidepressants, benzodiazepines, other). Research assistants asked the participants and recorded if there was a past psychiatric history, The following scales were used:

	Demoralization Scale (DS), a psychometric measure that treats demoralization as a continuous variable and consists of items rated on a 5-point scale ranging from 0 (never) to 4 (all the time), with four subscales, loss of meaning and purpose, disheartenment, dysphoria, and sense of failure, and a total score calculated by summarizing the single subscale scores with higher scores indicating higher levels of demoralization (8).

	Subjective Incompetence Scale (SIS), a 12-item scale designed to evaluate themanifestations of subjective incompetence in the past two weeks. For each item, the response alternatives are ranked on a 4-point Likert scale ranging from 0 (none of the time) to 3 (most or all of the time), reflecting the frequency of the corresponding experience (e.g. “puzzled, indecisive, and uncertain as to what actions to take”). The sum score is calculated, yielding a range from 0 to 36 with higher scores indicating greater levels of subjective incompetence (9, 10).

	Beck Depression Inventory (BDI), a 21-item, multiple-choice inventory with four response choices according to the severity of the symptoms during the past week, ranging from the absence of a symptom (0) to maximum severity (3) (28).

	Eastern Cooperative Oncology Group Performance Status Rating Scale (ECOG) to assess functional impairment. This is a rating scale that measures how the disease impacts a patient’s daily living abilities with 5 levels of increasing impairment ranging from “fully active, able to carry on all pre-disease performance without restriction” (0) to “being dead” (5) (29).

	Impact of Event Scale (IES) to assess perceived stress linked to having cancer. This is a 15-item measure of perceived stress resulting from trauma across 2 domains, avoidance and intrusion, with frequency of “not at all, rarely, sometimes, often” over the past 7 days (30).

	Connor Davidson Resilience Scale (CD-RISC) to assess resilience. This scale comprises 25 items rated on a 5-point scale (0-4), with higher scores reflecting greater resilience (31).

	Interpersonal Support Evaluation List, Short Form (ISEL-SF) to assess perceived social support. This is a series of 15 statements about perceived social support, each rated as “completely false, somewhat false, somewhat true, and completely true.” (32).

	RAND 36 Item Health Survey (SF-36), version 1.0, to assess quality of life. As part of the Medical Outcomes Study (MOS), a multi-site, multi-year study to explain variations in patient outcomes, RAND Corporation developed this 36-item survey of quality of life across eight health dimensions: physical functioning, bodily pain, role limitations due to physical health problems, role limitations due to personal or emotional problems, emotional well-being, social functioning, energy/fatigue, and general health perceptions. It also includes a single item that provides an indication of perceived change in health. Pre-coded numeric values are coded according to a scoring key. A high score defines a more favorable health state. Then, the original response is recoded on a 0 to 100 range. Each score is the percentage of total possible score achieved. Then, items in the same scale are averaged together to create the 8 scale scores (33, 34).



All scales were self-administered, except ECOG that was administered by the oncologist. All scales have been widely used in research and have been shown to have adequate psychometric properties in the original articles describing the scales (8–10, 28–34).





Statistical analysis




Sample size calculation

G*Power software (latest version, 3.1.9.7; Heinrich-Heine-Universität Düsseldorf, Düsseldorf, Germany; http://www.gpower.hhu.de/) was used to calculate the sample size (35). Assuming a medium effect size (Cohen’s f2 ≥ 0.15), a sample size of 130 would yield a power of 0.9 in multiple linear regression with 1 predictor at a two-tailed α level of 0.05. Assuming a rejection rate of 40%, it was determined that the number of participants meeting the admission criteria would have to be about 200 to 250.





Data analysis

Data were analyzed using SPSS 24.0 (IBM Corp., Armonk, NY 2016). All available data were used. Items with missing data were not removed because there were very few such items, and imputation was not done for the same reason. For all tests performed, significance level was set a priori at p < 0.05 (two-tailed).

Frequency distributions of the variables were obtained. Univariable analyses were conducted to find the means and standard deviations of all variables. Bivariable associations between all study variables and the DS score were studied using t-tests, one way analysis of variance, and Pearson correlations. Depression as measured by the BDI score was classified into 3 levels: no depression or minimal (BDI: 0 - 9); mild (BDI: 10 - 18); moderate (BDI: 19 - 29); and severe (BDI: 30 - 63) (28). “Moderate” and “severe” categories were merged due to sample sizes of each being small.

A forward stepwise regression model was obtained with demoralization as measured by DS as a dependent variable and those variables found to be statistically significant in the bivariate analysis (except depression as measured by BDI) as independent variables. Depression was then forced into the regression equation as a categorical variable to estimate the improvement in R2 produced by the addition of the BDI score and to calculate its statistical significance for each level of depression.







Results




Characteristics of the sample

A total of 243 patients met the admission criteria and were invited to participate. Of these, 92 declined (“not interested”), giving a participation rate of 62%. There were no significant differences in the age distributions between those who declined and the 151 who participated.

Participants (N = 151) were female with an age range of 30 to 87 (mean age: 63.7 ± 10.7). The majority were white (83.4%, N = 126). A minority were married (49.7%, N = 75), had more than a high school education (38.4%, N = 58), with a third having a monthly household income range of $2001 to $6000 (N = 50). The mean number of months since the diagnosis of cancer was 45. ± 40.9. The type of cancer was primary (nonmetastatic) in 95.9% (N = 140), metastatic in 4.1% (N = 6), and unknown in 3.3% (N = 5). In 90.7% (N = 137) it was diagnosed for the first time. Cancer stages were distributed as follows: stage 1: 20.5%, N = 31; stage 2: 42.4%, N = 64; stage 3:16.6%, N = 25; stage 4: 4.6%, N = 7; and unknown: 16%, N = 24. There was no re-occurrence in 74.2% (N = 118), recurrence in 13.9% (N = 21), and it was unknown in 7.9% (N = 12). Only 24 participants (15.9%) had a psychiatric diagnosis.

Treatments for cancer included radiation in 136 participants (90.1%), surgery in 132 (87.4%), and chemotherapy in 62 (41.1%). Tamoxifen was prescribed to 13 participants (8.6%) and Anastrozole to 15 (9.9%). There were 20 participants (13.2%) on antidepressants and 12 (7.9%) on benzodiazepines.





Univariable analyses

Results of univariable analyses are given in Table 1. In addition, BDI scores were distributed as follows: 112 (74.2%) had no or minimal depression; 31 (20.5%) had mild depression; and 8 (5.3%) had moderate or severe depression.


Table 1 | Univariable analysis.







Bivariable analyses

Statistically significant positive correlations with demoralization were found for the following variables: functional impairment, perceived stress (total, avoidance, and intrusive), depression, and subjective incompetence. Significant negative correlations were found for months since diagnosed with breast cancer, perceived social support, resilience, and quality of life (Table 2).


Table 2 | Pearson correlations with demoralization.







Multivariable analysis

Forward stepwise regression modeling without depression identified the following succession of variables: emotional well-being subscale of quality of life, resilience, subjective incompetence, perceived social support, and functional impairment (Table 3). After the forced entry of categorical depression, perceived social support ceased to be significant and mild depression was not significant, leaving only moderate and severe depression as significant (Table 4). Notably, perceived stress did not enter any of the regression models.


Table 3 | Forward regression with demoralization as the dependent variable without depression in the model.




Table 4 | Forward regression with demoralization as the dependent variable with depression in the model.








Discussion

Ambulatory patients with breast cancer were assessed for levels of demoralization, depression, and sociodemographic, clinical, and treatment-related variables. Regression analysis showed that emotional well-being, resilience, subjective incompetence, perceived social support, and functional impairment are significantly associated with demoralization when depression is not considered. When depression was included in the analysis, perceived social support and mild depression were no longer significant, while moderate and severe depression remained significant.

The findings enhance our understanding of demoralization in breast cancer by highlighting emotional well-being, resilience, and perceived social support as positive correlates, while subjective incompetence and functional impairment are identified as negative correlates of demoralization. Perceived stress lost its statistical significance when other variables are considered, potentially because it became “normalized” over time as the disease progresses. This is supported by the significant negative correlation observed between the severity of demoralization and the number of months since a breast cancer diagnosis. Furthermore, as depression severity increases, the importance of perceived social support diminishes, possibly due to a decline in patients’ confidence in their supportive resources.

The results support the hypothesis that a greater severity of depression is linked to the cooccurrence of demoralization and depression. This complements the findings of previous studies which found that increasing levels of demoralization are associated with a higher degree of depression (36). This conclusion has important implications for diagnosis, treatment, and prognosis.

The results highlight the need to differentiate between depression and demoralization in comprehensive clinical interviews of patients with breast cancer. Anhedonia is a symptom of a major depressive episode, but absent in demoralization, and subjective incompetence, helplessness, and hopelessness point to demoralization, not depression. It should be noted that the most recent edition of the Diagnostic and Statistical Manual of Mental Disorders (DSM-5TR) (37) does not include subjective incompetence, helplessness, or hopelessness as criteria for a major depressive episode. Lack of concentration, anergia, insomnia, and anorexia are usually absent in demoralization but may be present in depressive spectrum disorders. Demoralization always occurs in the context of a past, present, anticipated, or imagined stressful situation (predicament) and is more likely when the stressful situation is relevant to the person’s self-esteem. Depression may or may not be precipitated by a stressful life event (15). Most studies have found that demoralization is correlated with lower income, higher perceived stress, lower perceived social support, lower resilience, higher levels of functional impairment, and lower quality of life (16–26). The clinical interview should inquire about well-being, resilience, subjective incompetence, helplessness, hopelessness, possible “normalization” of perceived stress, illness denial, confidence in perceived social support, and functional impairment, as well as anhedonia and suicidal ideation, intent, and plan. This is particularly important in patients with cancer given the observation that the presence of core depressive symptoms is very low in cancer patients diagnosed with depressive disorder (38).

Two case examples illustrate how the findings of this research can be applied in clinical practice. Both cases involve adult women who were in their usual state of good health until they discovered a lump in their breasts during self-examination. They promptly discussed their findings with their primary care physicians, who obtained a detailed medical history, conducted physical examinations, and ordered mammograms. The mammograms suggested malignancy, leading to biopsies that confirmed the diagnosis of breast cancer. Subsequently, both women were referred to oncologists who evaluated their conditions and proposed treatment plans that included surgery and chemotherapy. After discussing their treatment options with their oncologists, both women felt increasingly discouraged. Both were highly respected professionals, one a researcher, the other a teacher. Past personal and family histories for mental disorders or alcohol and substance use were negative for both.

Their clinical trajectories diverged from that point on. One woman struggled to envision a rewarding career in research following her diagnosis. Although she managed to focus on her work and maintained a good appetite and sleep, she expressed to her primary care physician that even though her husband and children were supportive, and enjoyed doing fun things with them, she felt lost about how her future would unfold. This sense of an “uncertain future” and lack of meaning and purpose in life intensified with time and caused her considerable distress. She frequently asked herself: “what is the point of living like this?.” A few months later, she felt powerless to change her situation and believed that her fate was sealed. The thought of a hastened death had crossed her mind but she categorically denied suicidal ideation, intent, or plan. Her oncologist recognized that she was demoralized but not clinically depressed. Instead of prescribing antidepressants, he referred her to a psychiatrist for psychotherapy. As a result, her mood improved significantly, allowing her to cope better with her illness and changing circumstances. Knowing of the close interrelations of demoralization and depression, the psychiatrist continued to monitor her mental status for symptoms of depressive disorder, such as insomnia, anorexia, anergia, and anhedonia.

In contrast, the other woman, despite also having a supportive family, began to experience increased sadness following her diagnosis. She started losing interest in things she once enjoyed, had a reduced appetite, and suffered from both initial insomnia and early morning awakening. She found it difficult to concentrate on her work and felt increasingly weak. After ruling out that her symptoms were caused by her physical condition or chemotherapy, her oncologist recommended that she consult a psychiatrist. She declined, thinking that her symptoms were understandable given her diagnosis of cancer. Over time, she developed feelings similar to those experienced by the first woman. She felt overwhelmed by her cancer, powerless to change her circumstances, and saw no end to her suffering. At that point she decided to follow her oncologist’s advice and consulted a psychiatrist. She reported to the psychiatrist her symptoms and stated that the wish to die had also come to her mind, but she, too, denied suicidal ideation, intent, or plan. The psychiatrist diagnosed her with a major depressive disorder and prescribed an antidepressant. While her appetite. sleep, and energy improved, and her anhedonia decreased, she continued to experience feelings of subjective incompetence, loss of meaning and purpose in life, helplessness, and hopelessness. The psychiatrist recognized these residual symptoms as manifestations of demoralization and the need to intervene before her condition escalated to existential despair. The treatment plan was adjusted to include psychotherapy. This resulted in a more realistic and accurate appraisal of her situation and significant improvement in her mood.

Early detection and reversal of demoralization and depression are crucial to prevent the co-occurrence of both. Longitudinal use of the clinimetric method, as exemplified by the Diagnostic Criteria for Psychosomatic Research (DCPR), would probably identify certain unique aspects of individual profiles associated with this co-occurrence that may not be immediately obvious from the use of psychometric measures (39). Previous research has shown that in cancer patients, demoralization, but not depression, is associated with a significantly increased risk for suicidal ideation after controlling for all mental disorders (40–42). Given this evidence, future research should determine if the co-occurrence of demoralization and depression escalates the risk of suicidal ideation. The results agree with previous findings that demoralization is associated with lower quality of life and that the combination of demoralization and depression worsens the prognosis (18–25).

Psychotherapy aims at countering demoralization and should focus on reducing subjective incompetence and functional impairment as well as strengthening well-being and resilience. If possible, confidence on perceived social support should also be strengthened. Together with evidence from previous studies, the results support the continuing need for psychotherapy with increasing severity of demoralization and depression (43). There is agreement that the appropriate intervention for demoralization is “a selection of a range of cognitively informed, existentially oriented, and meaning-centered psychotherapies” (44). Psychotherapeutic interventions have been developed specifically tailored to reduce demoralization by modifying the perception of stress, restoring hope, and replacing negative cognitive distortions of self and stressful situations with positive and more precise and realistic appraisals (45). Examples of proposed interventions are meaning-centered psychotherapy (46, 47), sequential combination of cognitive-behavioral psychotherapy and well-being psychotherapy (48), psilocybin-assisted psychotherapy (49), and supportive psychotherapy at the bedside (50). Future research should examine the impact of the co-occurrence of demoralization and depression on adherence to treatment and on medical outcomes as well as the efficacy of psychotherapy at preventing and treating the co-occurrence of demoralization and depression with increasing severity of both. The efficacy of antidepressants at countering the co-occurrence of demoralization and depression should be further investigated. The results are consistent with previous reports suggesting that the magnitude of the benefit of antidepressants increases with the severity of depression (51) and that in major depressive disorder, a greater degree of hopelessness significantly increases the risk for non-response to antidepressant treatment and the risk of greater endpoint depression severity after controlling for depression severity at baseline (52).

The limitations of this study should be recognized. This was a cross-sectional study with a one-time assessment and no follow-up observations. Participants were outpatients at a single academic hospital, thereby limiting generalizations to patients in similar centers. The cross-sectional design precludes causal inferences. Certain potential correlates of demoralization, such as anxiety, allostatic overload, and mental pain, were not examined. The scales used, while reliable and valid, had different time frames. Ideally, assessments should have included both clinician-rated and self-reported measures (53), but at the time of this study, clinician-rated versions of the self-administered scales employed were unavailable. The use of a clinimetric scale, such as the Diagnostic Criteria for Psychosomatic Research Demoralization scale (DCPRD), might have strengthened the conclusions (7). Although consecutive admissions were invited to join the study and an effort was made to avoid bias in sample selection and data collection, bias may have occurred favoring the selection of participants with milder depression over the more severely depressed patients who might have refused to participate. This is suggested by the limited number of participants in each of moderate and severe depression groups. A longitudinal study of a random sample of patients with diverse sociocultural backgrounds stratified for varying levels of depression, including the more severe ones, and evaluated by psychiatrists or psychologists with both clinimetric and psychometric methods would complement our findings and further clarify the course of demoralization and its relationship to increasing depression and vice-versa.

The study also has strengths. Participants were all evaluated, diagnosed, and rated for functional impairment by a Board certified oncologist. Reliable, valid, sensitive, and specific scales were used to assess a wide range of demographic, clinical, psychological, and treatment related variables.





Conclusions

In this study of ambulatory patients with breast cancer, a co-occurrence of demoralization and depression with increasing severity of depression was documented. Subjective incompetence, functional impairment, lower resilience, lower sense of wellbeing, and lower perceived social support correlated with the severity of demoralization. Perceived stress lost its statistical significance when other variables were considered. With increasing severity of depression, perceived social support also lost its statistical significance. These results have implications for the diagnosis and reversal of demoralization in breast cancer.





Data availability statement

The raw data supporting the conclusions of this article can be found here: https://doi.org/10.60600/YU/DU3K6F.





Ethics statement

The studies involving humans were approved by Institutional Review Board, Yale University School of Medicine. The studies were conducted in accordance with the local legislation and institutional requirements. The participants provided their written informed consent to participate in this study.





Author contributions

JF: Conceptualization, Data curation, Formal analysis, Funding acquisition, Investigation, Methodology, Project administration, Resources, Software, Writing – original draft, Writing – review & editing. RK: Formal analysis, Investigation, Methodology, Software, Writing – review & editing. JC: Data curation, Investigation, Resources, Supervision, Writing – review & editing. SG: Data curation, Investigation, Project administration, Writing – review & editing.





Funding

The author(s) declare that financial support was received for the research and/or publication of this article. This study was partly supported by funding from the World Psychiatric Association (no grant number was assigned).




Acknowledgments

We thank Dr. G. A. Fava for his comments on this manuscript. We also thank the patients who participated in this project and the research assistants who helped with the data collection.





Conflict of interest

The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.





Generative AI statement

The author(s) declare that no Generative AI was used in the creation of this manuscript.





References

1. Massie MJ. Prevalence of depression in patients with cancer. J Natl Cancer Inst Monogr. (2004) 32:57–71. doi: 10.1093/jncimonographs/lgh014

2. Frank JD, Frank JB. Persuasion and healing, A comparative Study of Psychotherapy. 3rd ed. Baltimore and London: The Johns Hopkins University Press (1991).

3. de Figueiredo JM, Frank JD. Subjective incompetence, the clinical hallmark of demoralization. Compr Psychiatry. (1982) 23:353–63. doi: 10.1016/0010-440X(82)90085-2

4. de Figueiredo JM. Distress, demoralization, and psychopathology: Diagnostic boundaries. Eur J Psychiat. (2013) 27:61–73. doi: 10.4321/S0213-61632013000100008

5. Gostoli S, Buzzichelli S, Guidi J, Sirri L, Marzola E, Roncuzzi R, et al. An innovative approach to the assessment of mood disturbances in patients with acute coronary syndrome. CNS Spectrums. (2023) 28:78–89. doi: 10.1017/S1092852921000924

6. Dohrenwend BP, Shrout PE, Egri G, Mendelsohn FS. Nonspecific psychological distress and other dimensions of psychopathology. Measures for use in the general population. Arch Gen Psychiatry. (1980) 37:1229–36. doi: 10.1001/archpsyc.1980.01780240027003

7. Tellegen A, Ben-Porath YS, McNulty JL, Arbisi PA, Graham JR, Kaemmer B. The MMPI-2 Restructured Clinical (RC) Scales: development, validation, and interpretation. Minneapolis, MN: University of Minnesota Press (2003).

8. Fava GA, Cosci F, Sonino N. Current psychosomatic practice. Psychother Psychosom. (2017) 86:13–30. doi: 10.1159/000448856

9. Kissane DW, Wein S, Love A, Lee XO, Kee PL, Clarke DM. The Demoralization Scale: a report of its development and preliminary validation. J Palliat Care. (2004) 20:269–76. doi: 10.1177/082585970402000402

10. Cockram CA, Doros G, de Figueiredo JM. Diagnosis and measurement of subjective incompetence: the clinical hallmark of demoralization. Psychother Psychosom. (2009) 78:342–5. doi: 10.1159/000235737

11. Cockram C, Doros G, de Figueiredo JM. Subjective incompetence as the clinical hallmark of demoralization in cancer patients without mental disorder. Primary Psychiatry. (2010) 17:54–8. doi: 10.1159/000235737

12. Fava GA, Guidi J. Clinical characterization of demoralization. Psychother Psychosom. (2023) 92:139–47. doi: 10.1159/000530760

13. Bobevski I, Kissane D, McKenzie D, Murphy G, Perera C, Payne I, et al. The Demoralization Interview: Reliability and validity of a new brief diagnostic measure among medically ill patients. Gen Hosp Psychiatry. (2002) 79:50–9. doi: 10.1016/j.genhosppsych.2022.10.002

14. Tecuta L, Tomba E, Grandi S, Fava GA. Demoralization: a systematic review on its clinical characterization. Psychol Med. (2014) 45:673–91. doi: 10.1017/S0033291714001597

15. Robinson S, Kissane D, Brooker JE, Burney S. A review of the construct of demoralization: history, definitions, and future directions for palliative care. Am J Hosp Palliat Care. (2014) 49:1–9. doi: 10.1177/1049909114553461

16. de Figueiredo JM. Depression and demoralization: phenomenological differences and research perspectives. Compr Psychiatry. (1993) 34:308–11. doi: 10.1016/0010-440x(93)90016-w

17. Robinson S, Kissane DW, Brooker J, Burney S. A systematic review of the demoralization syndrome in individuals with progressive disease and cancer: a decade of research. J Pain Symptom Manage. (2015) 49:595–610. doi: 10.1016/j.jpainsymman.2014.07.008

18. Fava M, Sorg E, Jacobs JM, Leadbetter R, Guidi J. Distinguishing and treating demoralization syndrome in cancer: a review. Gen Hosp Psychiatry. (2023) 85:185–90. doi: 10.1016/j.genhosppsych.2023.10.004

19. Grassi L, Rossi E, Sabato S, Cruciani G, Zambelli M. Diagnostic criteria for psychosomatic research and psychosocial variables in breast cancer patients. Psychosomatics. (2004) 45:483–91. doi: 10.1176/appi.psy.45.6.483

20. Watson M, Homewood J, Haviland J, Bliss JM. Influence of psychological response on breast cancer survival: 10-year follow-up of a population-based cohort. Eur J Cancer. (2005) 41:1710–4. doi: 10.1016/j.ejca.2005.01.012

21. Grandi S, Sirri L, Fava GA. Perceived social support and demoralization in patients with breast cancer. Psychother Psychosom. (2013) 82:39. doi: 10.1159/000354142

22. Grandi S, Sirri L, Tomba E, Duane J, Ga F, de Figueiredo JM. The relationship between demoralization and quality of life in breast cancer patients. Psychother Psychosom. (2015) 84:27. doi: 10.1159/00043878

23. Grandi S, Sirri L, Tomba E, Duane J, Fava GA, de Figueiredo JM. Psychological correlates of resilience in women with breast cancer. Psychother Psychosom. (2015) 84:27. doi: 10.1159/00043878

24. de Figueiredo JM, Chung J, Duane JA, Dove E, Gostoli S, Ramponi T, et al. A study of subjective incompetence in patients with breast cancer. Psychother Psychosom. (2015) 84:19. doi: 10.1159/00043878

25. Peng H-L, Hsueh H-W, Chang Y-H, Li R-H. The mediation and suppression effect of demoralization in breast cancer patients after primary therapy: A structural equation model. J Nurs Res. (2021) 29:p.e144. doi: 10.1097/JNR.0000000000000421

26. Chang TG, Hung CC, Huang PC, Hsu CY, Yen TT. Demoralization and its association with quality of life, sleep quality, spiritual interests, and suicide risk in breast cancer inpatients: a cross-sectional study. Int J Environ Res Public Health. (2022) 19:12815. doi: 10.3390/ijerph191912815

27. Shannon C, Smith JE. Breast cancer in adolescents and young women. Eur J Cancer. (2003) 39:2632–42. doi: 10.1016/s0959-8049(03)00669-5

28. Beck AT, Ward CH, Mendelson M, Mock J, Erbauch J. An inventory for measuring depression. Arch Gen Psychiatry. (1961) 4:561–71. doi: 10.1001/archpsyc.1961.01710120031004

29. Azam F, Latif MF, Farooq A, Tirmazy SH, AlShahrani S, Bashir S, et al. Performance status assessment by using ECOG (Eastern Cooperative Oncology Group) score for cancer patients by oncology healthcare professionals. Case Rep Oncol. (2019) 12:728–36. doi: 10.1159/000503095

30. Horowitz M, Wilner N, Alvarez W. Impact of Event Scale: a measure of subjective stress. Psychosom Med. (1979) 41:209–18. doi: 10.1097/00006842-197905000-00004

31. Connor KM, Davidson JR. Development of a new resilience scale: the Connor-Davidson Resilience Scale (CD-RISC). Depress Anxiety. (2003) 18:76–82. doi: 10.1002/da.10113

32. Sanderson CA, Health Psychology. Understanding the Mind-Body Connection. 3rd ed. Los Angeles: Sage (2019). p. 133.

33. Ware JE Jr, Sherbourne CD. The MOS 36-item short-form health survey (SF-36). I. Conceptual framework and item selection. Med Care. (1992) 30:473–83. doi: 10.1097/00005650-199206000-00002

34. McHorney CA, Ware JE Jr, Raczek AE. The MOS 36-Item Short-Form Health Survey (SF-36): II. Psychometric and clinical tests of validity in measuring physical and mental health constructs. Med Care. (1993) 31:247–63. doi: 10.1097/00005650-199303000-00006

35. Kang H. Sample size determination and power analysis using the G*Power software. J Educ Eval Health Prof. (2021) 18:17. doi: 10.3352/jeehp.2021.18.17

36. Tang P-L, Wang H-H, Chou F-H. A systematic review and meta-analysis of demoralization and depression in patients with cancer. Psychosomatics. (2015) 56:634–43. doi: 10.1016/j.psym.2015.06.005

37. American Psychiatry Association. Diagnostic and statistical manual of mental disorders. In: Text Revision (DSM-5 TR), Fifth Edition. Washington, DC: American Psychiatric Association. p. 184. doi: 10.1176/appi.books.9780890425787

38. Pasquini M, Berardelli I, Cabra A, Maraone A, Matteucci G, Biondi M. Core depressive symptoms in depressed cancer outpatients. Clin Pract Epidemiol Ment Health. (2011) 7:178–81. doi: 10.2174/1745017901107010178

39. Fava GA, Patierno C, Sonino N, Cosci F. Key psychosocial issues in medical care. Acta Psychiatr Scand. (2024) 149:368–77. doi: 10.111/acps.13667

40. Fang CK, Chang MC, Chen PJ, Lin CC, Chen GS, Lin J, et al. A correlational study of suicidal ideation with psychological distress, depression, and demoralization in patients with cancer. Support Care Cancer. (2014) 22:3165–74. doi: 10.1007/s00520-014-2290-4

41. Vehling S, Kissane D, Lo C, Glaesmer H, Hartung TJ, Rodin G, et al. The association of demoralization with mental disorders and suicidal ideation in patients with cancer. Cancer. (2017) 123:3394–401. doi: 10.1002/cncr.30749

42. Costanza A, Vasileios C, Ambrosetti J, Shah S, Amerio A, Aguglia A, et al. Demoralization in suicide: A systematic review. J Psychosom Res. (2022) 157:110788. doi: 10.1016/j.jpsychores.2022.110788

43. Dong L, Li L, Wu Y, Zhao X, Zhong H, Cheng X, et al. A systematic review of interventions for demoralization in patients with chronic diseases. Int J Behav Med. (2025) 32:1–10. doi: 10.1007/s12529-024-10262-w

44. Kissane DW. Diagnosis and treatment of demoralization. In:  Watson  M, Kissane  D, editors. Management of Clinical Depression and Anxiety. Oxford University Press, New York (2017). p. 42–60.

45. Wang Y, Sun H, Li Q, Wei J, Zhu P. Systematic review of interventions for demoralization in patients with cancer. J Nerv Ment Dis. (2023) 211:314–26. doi: 10.1097/NMD.0000000000001615

46. Rodin G, Lo C, Rydall A, Shnall J, Malfitano C, Chiu A, et al. Managing cancer and living. meaningfully (CALM): A randomized controlled trial of a psychological intervention for patients with advanced cancer. J Clin Oncol. (2018) 36:2422–32. doi: 10.1200/JCO.2017.77.1097

47. Kissane DW, Lethborg C, Brooker, Hempton C, Burney S, Michael N, et al. Meaning and Purpose (MaP) therapy II: Feasibility and acceptability from a pilot study in advanced cancer. Palliat Support Care. (2019) 17:21–8. doi: 10.1017/S1478951518000883

48. Tomba E, Tecuta L, Guidi J, Grandi S, Rafanelli C. Demoralization and response to psychotherapy: A pilot study comparing the sequential combination of cognitive-behavioral therapy and well-being therapy with clinical management in cyclothymic disorder. Psychother Psychosom. (2016) 85:56–7. doi: 10.1159/000438674

49. Ross S, Agin-Liebes G, Lo S, Zeifman RJ, Ghazal L, Benville J, et al. Acute and sustained reductions in loss of meaning and suicidal ideation following psilocybin-assisted psychotherapy for psychiatric and existential distress in life-threatening cancer. ACS Pharmacol Transl Sci. (2021) 4:553–62. doi: 10.1021/acsptsci.1c00020

50. Griffith JL, Gaby L. Brief psychotherapy at the bedside: countering demoralization from medical illness. Psychosomatics. (2005) 46:109–16. doi: 10.1176/appi.psy.46.2.109

51. Fournier JC, DeRubeis RJ, Hollon SD, Dimidjian S, Amsterdam JD, Shelton RC, et al. Antidepressant drug effects and depression severity: a patient-level meta-analysis. JAMA. (2010) 303:47–53. doi: 10.1001/jama.2009.1943

52. Papakostas GI, Petersen T, Homberger CH, Green CH, Smith J, Alpert JE, et al. Hopelessness as a predictor as a predictor of non-response to fluoxetine in major depressive disorder. Ann Clin Psychiatry. (2007) 19:5–8. doi: 10.1080/10401230601163451

53. Uher R, Perlis RH, Placentino A, Dernovšek MZ, Henigsberg N, Mors O, et al. Self-report and clinician-rated measures of depression severity: can one replace the other? Depress Anxiety. (2012) 29:1043–9. doi: 10.1002/da.21993




Publisher’s note: All claims expressed in this article are solely those of the authors and do not necessarily represent those of their affiliated organizations, or those of the publisher, the editors and the reviewers. Any product that may be evaluated in this article, or claim that may be made by its manufacturer, is not guaranteed or endorsed by the publisher.

Copyright © 2025 de Figueiredo, Kohn, Chung and Gostoli. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.


OEBPS/Text/toc.xhtml


  

    Table of Contents



    

		Cover



      		

        Modeling of demoralization in breast cancer

      

        		

          Objective

        



        		

          Materials and methods

        



        		

          Results

        



        		

          Conclusion

        



        		

          Introduction

        



        		

          Materials and methods

        

          		

            Design and participants

          



          		

            Data sources and assessments

          



          		

            Statistical analysis

          

            		

              Sample size calculation

            



            		

              Data analysis

            



          



          



        



        



        		

          Results

        

          		

            Characteristics of the sample

          



          		

            Univariable analyses

          



          		

            Bivariable analyses

          



          		

            Multivariable analysis

          



        



        



        		

          Discussion

        



        		

          Conclusions

        



        		

          Data availability statement

        



        		

          Ethics statement

        



        		

          Author contributions

        



        		

          Funding

        



        		

          Acknowledgments

        



        		

          Conflict of interest

        



        		

          Generative AI statement

        



        		

          References

        



      



      



    



  



OEBPS/Images/crossmark.jpg
©

2

i

|





OEBPS/Images/table2.jpg
Variable Scale \| P

Months since diagnosed with breast cancer 139 -0.190 0.025
Functional impairment ECOG 150 0.280 0.001
Perceived stress 1ES 150 0.345 0.001
Perceived stress avoidance 1ES 149 0.247 0.002
Perceived stress intrusion IES 149 0.356 0.001
Perceived social support ISEL-SF 150 -0.591 0.001
Depression BDI 151 0.794 0.001
Subjective incompetence SIS 151 0.659 0.001
Resilience CD-RISC 151 -0.727 0.001
QOL: Physical health SF-36 149 -0.332 0.001
QOL: Limitation health SF-36 149 -0.382 0.001
QOL: Limitation emotion SF-36 149 -0.564 0.001
QOL: Energy/fatigue SF-36 149 -0.499 0.001
QOL: Emotional well-being, SE-36 149 -0.744 0.001
QOL: Social function SF-36 149 -0.609 0.001
QOL: Pain SF-36 149 -0.345 0.001
QOL: General health SF-36 149 -0.388 0.001
QOL: Health change SF-36 149 -0.230 0.005

N, Number of participants; r, Pearson product moment correlation coefficient; p, Two tailed probability (significance); QOL, Quality of Life as measured by SE-36; ECOG, Eastern Cooperative
Oncology Group Performance Status Assessment; IES, Impact of Events Scale. ISEL-SF, Interpersonal Support Evaluation List Short Form; BDI, Beck Depression Inventory (with depression
treated as a continuous variable); SIS, Subjective Incompetence Scale; CD-RISC, Connor Davidson Resilience Scales SE-36, 36-Item Short Form Survey.





OEBPS/Images/table4.jpg
Model R R? AdjR?  SEE R2C df P(FC)< AIC R
0.884 0.781 0.770 6.258 0.023 7.301 2,14 0.001 550.612 0.884
Model ss df s o p<
Regression 19519.577 Z 2788.511 71.197 0.001
Residual 5483.254 140 3789.50
Total 25002.831 147 39.166
B SE ‘ ‘ B it p<
(Constant) 63.921 5.102 ‘ 12.529 0.001
Wellbeing (SF 36) -0.236 0.035 -0.368 -6.794 0.001
Resilience (CD-RISC) -0.344 0.049 -0.375 -6.973 0.001
Subjective incompetence (SIS) 0.245 0.099 0.137 2.488 0.014
Perceived social support (ISEL-SF) -0.124 0.096 -0.070 1.297 0.197
Functional impairment (ECOG) 2.688 1.144 0.100 2.350 0.020
Depression, mild (BDI) -1.370 1.611 -0.42 -0.851 0.396
Depression, moderate + 9.334 3.117 0.162 2.995 0.003

severe (BDI)

Adj R% Adjusted R% SEE, Standard error of estimate; R°C, R’change; FC, F change; p(FC), significance of F change; AIC, Akaike information criterion; S, Sum of squares; df, Degrees of freedom;
MS, Mean of squares; F, F statistic; p, Probability (significance); b, Unstandardized coefficient; SE, Standard error; B (Beta), Standardized coefficient; t, t statistic; SF 36, SE-36, 36-Item Short Form
Survey; CD-RISC, Connor Davidson Resilience Scale; SIS, Subjective Incompetence Scale; ISEL-SF, Interpersonal Support Evaluation List Short Form; ECOG, Eastern Cooperative Oncology
Group Performance Status Assessment; BDI, Beck Depression Inventory.





OEBPS/Images/table3.jpg
Model R? AdjR®  SEE R2C  FC df P(FC)< AIC R
0.871 0.758 0.749 6.530 0.009 5.333 1,14 0.022 561.296 0.871
Model ss df MS ‘ F p<
Regression 18947.648 5 3789.50 88.86 0.001
Residual 6055.183 142 3789.50
Total 25002.831 147
B SE B ‘ t p< ‘
(Constant) 67.144 5.578 14.231 0.001
Wellbeing (SF 36) -0.242 0.035 -0.377 -6.889 0.001
Resilience (CD-RISC) -0.329 0.050 -0.358 -6.597 0.001
Subjective incompetence (SIS) 0.317 0.098 0.177 3232 0.002
Perceived social support (ISEL-SF) | -0.231 0.095 0.130 -2.430 0.016
Functional impairment (ECOG) 2673 1.158 0.099 2309 0.022

Adj R% Adjusted R SEE, Standard error of estimate; R°C, R’change; FC, F change; p(FC), significance of F change; AIC, Akaike information criterion; SS, Sum of squares; df, Degrees of freedom;
MS, Mean of squares; p, Probability (significance); b, Unstandardized coefficient; SE, Standard error; B (Beta), Standardized coefficient; SE-36, 36-Item Short Form Survey; CD-RISC, Connor
Davidson Resilience Scale; SIS, Subjective Incompetence Scale; ISEL-SF, Interpersonal Support Evaluation List Short Form; ECOG, Eastern Cooperative Oncology Group Performance
Status Assessment.





OEBPS/Images/logo.jpg
’ frontiers ‘ Frontiers in Psychiatry





OEBPS/Images/fpsyt.2025.1554128_cover.jpg
& frontiers | Frontiers in Psychiatry

Modeling of demoralization in breast cancer





OEBPS/Images/table1.jpg
Variable Scale Mea SD
Demoralization DS 151 15.2 132
Subjective incompetence SIS 151 6.2 727
Impairment ECOG 150 0.3 0.49
Perceived stress total IES Total 150 216 18.1
Perceived stress-avoidance IES Avoidance 149 12.0 109
Perceived stress intrusion IES Intrusion 149 9.5 9.4

Resilience CD-RISC 151 81.8 14.6
Perceived social support [ ISEL-SF 150 39.7 74

QOL Physical functioning [ SF-36 Physical functioning 149 72.9 252
QOL Bodily pain SF-36 Bodily pain 149 74.7 267
QOL Emotional role limitations SF-36 Emotional role limitations 149 80.3 364
QOL Energy and fatigue SF-36 Energy an fatigue 149 55.3 252
QOL Emotional wellbeing SF-36 Emotional wellbeing 149 774 20.3
QOL Social functioning SF-36 Social functioning 149 84.1 228
QOL General health perceptions SF-36 General health perceptions 149 69.3 221
QOL Health change SF-36 Health change 149 53.2 252
QOL Composite SF-36 Composite 149 71.1 20.1

DS, Demoralization scale SIS; Subjective incompetence scale; ECOG, Eastern Cooperative Oncology Group Performance Status Rating Scales IES, Impact of Event Scale; CD-RISC, Connor
Davidson Resilience Scale; ISEL-SF, Interpersonal Support Evaluation List, Short Form; QOL, Quality of Life, SE-36, Short-Form 36 Health Survey.





