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Background: A growing number of studies indicate that the Cognitive Behavioral Analysis System of Psychotherapy (CBASP) is effective in treating chronic depression. However, there is no systematic research into possible negative effects. Therefore, the objectives of the study were to investigate the rate of occurrence of negative effects of an inpatient CBASP program and their impact on treatment response.

Methods: Patients with chronic depression and treatment resistance who completed the 12-week multimodal inpatient CBASP treatment program in an open trial (N = 52) retrospectively completed the Inventory for the Assessment of Negative Effects of Psychotherapy (INEP) during follow-up data collection. Severity of depressive symptoms was assessed self- and observer-rated at admission, discharge, and 6 months follow-up. Rates of occurrence of negative effects were calculated and binary logistic regression analyses were conducted to determine the relationship to treatment outcome.

Results: The results indicate that 92.3% of patients reported having experienced at least one negative effect and 45.2% indicated dependence on their therapist. Stigmatization and financial concerns as well as intrapersonal changes were reported by about one-third. Only dependence on the therapist negatively impacted treatment outcome in both outcome measures.

Conclusions: While almost all patients reported at least one negative effect of a multimodal inpatient CBASP treatment program, most of the reported negative effects appear to be benign. However, dependence on the therapist seems to have a negative impact on treatment outcome. If these results can be replicated in future large-scale, randomized controlled prospective studies, CBASP therapists should be aware of possible dependence and consciously address it during treatment.
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INTRODUCTION

Systematic research to assess and report negative effects such as side effects and other unwanted effects of psychotherapy is lacking (1). By definition, negative effects of psychotherapy can be divided into unwanted effects caused by malpractice or unethical behavior and unwanted effects caused by correct treatment (referred to as side or adverse effects) (2). The relevance of negative effects depends on the severity and duration and should therefore be considered in relation to the short- and long-term treatment outcome: Negative effects are considered relevant, in case they negatively relate to treatment outcome; and irrelevant, if there is no or a positive association to treatment outcome (2).

Over the past 10 years, several instruments for assessing negative effects of psychotherapy have been developed and partially validated, notably the Inventory for the Assessment of Negative Effects of Psychotherapy [INEP; (3)] and the Negative Effect Questionnaire [NEQ; (4)]. According to the INEP, a recent study reveals that 58.7% of patients from a psychiatric hospital and 45.2% of patients from a psychosomatic hospital reported to have experienced at least one negative effect during therapy (5). Another INEP study indicates that 93.8% of former psychotherapy patients reported having experienced at least one negative effect during or after psychotherapy, with the highest rates concerning intrapersonal changes, stigmatization, and relationships (3). In a recent inpatient study, which did not use INEP to measure negative effects, 60–65% of psychiatric inpatients reported deterioration of mood state and unwanted treatment reactions; unwanted treatment reactions decreased in the course of treatment but were negatively associated with the treatment outcome (6). In addition, first research data indicate that negative effects have a negative impact on the outcome of treatment for obsessive–compulsive disorder (7). Overall, knowledge about the occurrence of specific negative effects in different treatment settings and their effects on treatment outcomes is too limited to determine the relevance of the negative effects. However, these reported high rates of occurrence of negative effects of psychotherapy in different treatment settings and mental disorders underline the importance of further investigations of negative effects, especially in seriously burdened patients like those suffering from treatment-resistant chronic depression (CD).

The Cognitive Behavioral Analysis System of Psychotherapy [CBASP; (8, 9)] is a disorder-specific treatment for patients with CD. Since chronically depressed patients have often experienced childhood maltreatment (10), the main goal of therapy is to enable patients to experience healing relationships. Through disciplined personal involvement, the therapist discloses her/his positive and negative personal feelings and reactions that the patient triggers in her/him, to teach the patient that people today respond to him differently than she/he expected or feared, supported by interpersonal discrimination exercises (11). CBASP can therefore be described as an interpersonal learning therapy. Several research studies indicate the efficacy of CBASP as an outpatient treatment for CD (12, 13) and CBASP as an inpatient treatment program (14).

In general, a strong therapeutic alliance has consistently been associated with positive treatment outcomes: Meta-analyses revealed a positive alliance–outcome association for face-to-face and internet-based psychotherapy with a medium and significant effect, explaining about 8% of the variability in treatment outcome (15, 16). More specifically, a relationship between the therapeutic alliance and outcome in CBASP has also been well-documented in literature (17, 18). Indeed, an early positive therapeutic alliance predicted favorable outcomes in CBASP (19) and independently contributed to specific CBASP elements to depressive symptom improvements, yielding unique and additive effects to the outcome (20). In line, larger depressive symptom improvement was related to a higher emphasis on the therapeutic relationship during CBASP (21). Mechanistically, Constantino et al. (22) showed that higher therapeutic alliance predicted decreases in hostile–submissive behavior, which, in turn, predicted less depressive symptoms in patients treated with CBASP. In line with this, decreases in patients' hostile–submissive behavior were significantly associated with a reduction of depressive symptoms and favorable treatment response (23).

However, in addition to these positive effects, it appears important to investigate negative effects of CBASP as well. Preliminary results of a self-constructed, non-validated questionnaire to assess side effects of a multimodal inpatient CBASP treatment program provided some interesting findings; however, the interpretation and generalizability of these results are hampered by methodological limitations of the questionnaire (24). Thus, research data with validated questionnaires (such as INEP) for specific negative effects during CBASP in CD and their relation to treatment response are lacking. In addition, it is of high clinical interest to further investigate negative effects in inpatient treatment, as inpatient treatment might trigger specific negative effects due to its short but intensive treatment (6).

Therefore, the objectives of the current study were to exploratively investigate (1) the rates of occurrence of negative effects of a multimodal inpatient CBASP treatment program and (2) the impact of specific negative effects on the clinician- and self-rated treatment response in order to determine their relevance.



MATERIALS AND METHODS

The study was conducted at the Affective Research Unit of the Department of Psychiatry and Psychotherapy, University of Freiburg Medical School, and approved by the Ethics Committee of the University of Freiburg. It has been performed in accordance with the ethical standards laid down in the 1964 Declaration of Helsinki and its later amendments. All patients gave their written informed consent prior to their inclusion in the study. However, this pilot study has unfortunately not been pre-registered. The present study is part of a larger research project of which the feasibility and outcome data have already been published (14, 25).


Patients

Seventy consecutive patients who met the inclusion criteria of suffering from CD according to DSM-IV, aged 18–70 years, fluently speaking German, and being resistant to outpatient treatment were enrolled in the CBASP inpatient program. Treatment resistance was defined as fulfilling the criterion for either medication resistance (no response to two or more adequate trials of antidepressants) according to Thase and Rush (26) and/or psychotherapy resistance (no response to at least two health-insurance-reimbursed psychotherapies with at least 22 sessions each). Exclusion criteria were defined as a history of bipolar I disorder, comorbid substance dependency with <3 months of abstinence, antisocial personality disorder, severe forms of autism, and mental disorders due to organic factors according to the DSM-IV criteria. Of the 70 patients, 65 completed the study [dropout rate 7.1%; reasons for dropout: serious conflicts with other patients (three patients), severe psychosocial problems impossible to handle due to the distance to the patient's hometown (one patient), and diagnosis of mild cognitive impairment after 3 weeks of treatment (one patient)] [cf. (14)]. Completers (n = 52, 80% retention) filled out the INEP (3) between 6 and 12 months after discharge. No significant differences (p > 0.05) were found between completers who filled out the INEP and completers who did not (n = 13, 20%). The dropout patients refused to fill out follow-up questionnaires. The temporal variance of 6 to 12 months is due to the fact that this research question was developed after the study had already been designed (see Limitations and Future Research). In this manuscript, we analyze the data of the 52 patients who completed INEP.



Study Treatment: Multimodal Inpatient CBASP Treatment Program

The 12-week multimodal inpatient CBASP treatment program portrayed in this study is based on the CBASP treatment by McCullough (8) and was established in 2008. More specifically, this CBASP treatment program has been modified and manualized for inpatient use (27) and now includes the following CBASP-specific treatment elements [cf. (14)]: individual psychotherapy in CBASP sessions (two 50-min sessions per week; use of all CBASP strategies), CBASP group psychotherapy (two 90-min sessions per week, particularly focusing on the application of situational analyses including Kiesler Circle), CBASP body and movement therapy (one 60-min session per week, body-related exercises through various Kiesler Circle Training exercises), CBASP nursing staff sessions (one 30-min session per week; repetition of core treatment elements as well as exercises and role-plays to refresh the content of the CBASP individual sessions and group therapies), occupational group therapy (two 90-min sessions per week; art-related treatment of CBASP-relevant topics, e.g., significant others), and social counseling sessions (as needed, but at least one 30-min session per week; support in managing/resolving interpersonal and psychosocial problems such as divorce or job changes). As indicated, patients received two sessions per week over the course of 12 weeks leading to a total session number of 24 sessions on average exceeding the minimum of 18 sessions at least for CD (28). Of note, as a modification to the outpatient treatment, transference hypotheses are formulated not only for the individual therapist but also for the treatment ward team and for the patient group. In addition to this intensive inpatient treatment program, patients were able to participate in non-CBASP-specific sports and occupational therapies. Moreover, all patients received algorithm-based pharmacotherapy in accordance with current national and international guidelines for the treatment of depression (29, 30) and according to clinical experts supervision.

As discharge and the time thereafter generally play a major role in the success of the inpatient setting, the last 2 weeks of the multimodal inpatient CBASP treatment program focused on relapse prevention and follow-up by making arrangements for discharge from the hospital and continuation of treatment in the outpatient setting (in the form of a discharge plan). If patients continued to use the CBASP strategies they had learned and wanted a further treatment option in the multimodal inpatient CBASP treatment program, they could attend a 4-week inpatient CBASP refresher course at least 6 months after their first discharge. In addition, in at least some cities, CBASP support groups for patients were established to prevent relapse after discharge (27).

Among all patients, about 80% of the patients underwent outpatient psychotherapy after discharge. Of those, the percentual distribution of the therapy orientation is as follows: 46% cognitive behavioral therapy, 32% CBASP, 8% psychodynamic therapies, and 2% client-centered psychotherapy. In 18% of the patients, the continuation of a psychotherapy already started overlapping within the inpatient treatment; in 46% of the patients, the psychotherapy was still running at the time of the follow-up interview. Moreover, 42% of the patients visited the CBASP self-help groups established in Freiburg.



Measures


Inventory for the Assessment of Negative Effects of Psychotherapy

INEP is a self-report questionnaire assessing the negative effects of psychotherapy. Precisely, INEP records experiences and changes that patients have experienced in themselves and in their interaction with other people after the completion of their psychotherapy (3). The 21-item scale covers seven domains where negative effects may occur: “intrapersonal changes,”1 “dependence,” “family,” “friends,” “partnership,” “stigmatization and financial concerns,” and “malpractice.” For example, the key items that measure dependence are formulated as follows: “During therapy and/or after its completion, it is harder for me to make important decisions on my own” and “During therapy and/or after its completion, I feel addicted to my therapist.” The key items measuring intrapersonal changes are phrased like this: “Since the end of my therapy, I suffer less/more from the events of my past compared to the time before the therapy,” “During therapy and/or after its completion, I've had long periods of bad times,” and “During therapy and/or after its completion, I had suicidal thoughts/intentions for the first time.” Concerning malpractice, key items are as follows: “I felt hurt by the therapist's statements,” “My therapist forced me to do things (exposure, role plays, etc.) that I didn't really want to do,” or “During the therapy there were direct sexual assaults by my therapist.” Patients were asked to indicate their agreement or disagreement with these statements on a four- or three-point Likert scale. In addition, patients must indicate for each item whether they attribute this change to psychotherapy or other life circumstances.

INEP in its final version has demonstrated good internal consistency (α = 0.86), while the original subscale “malpractice” showed only satisfactory internal consistency (α = 0.73). Initial results of factor analysis showed a seven-factor solution that supports its construct validity (3). In our sample, the total scale showed equally good internal consistency as indicated by Cronbach's alpha of α = 0.86, while the subscale “negative effects” yielded a Cronbach's alpha of α = 0.84, and, respectively, the subscale “malpractice,” α = 0.78 (excluding items 17, 18, and 19 due to no variance in our sample), both indicating good internal consistency. During follow-up data collection, INEP was assessed between 6 and 12 months after discharge.



24-Item Version of the Hamilton Rating Depression Scale

HRSD-24 is the 24-item version of the well-established clinician-rated Hamilton Rating Scale for Depression assessing the symptom severity of depression and served as primary outcome measure (31). Each item is rated from 0 to 2 or 0 to 4, total score is reported as a sum score and ranges from 0 to 76, while higher sum scores indicate more severe depressive symptoms. HRSD-24 was assessed at intake, discharge, and at 6 months follow-up by blinded and trained raters. A priori, treatment response was defined as a decrease in symptom severity of at least 50% in the HRSD-24. While the HRSD-24 showed only an acceptable internal consistency as indicated by Cronbach's alpha of α = 0.63 in our sample, this instrument showed in general a good internal consistency indicated by a Cronbach's alpha of α = 0.79 in other studies (32).



Beck Depression Inventory-II

BDI-II is an internationally widely used 21-item self-report questionnaire measuring somatic, cognitive, and affective symptoms of depression (33). It serves as a secondary outcome measure in the present study. Scores are ranging from 0 to 63, with higher values indicating more severe depressive symptoms. Like the HRSD-24, BDI-II was assessed at intake, discharge, and at 6-month follow-up. Treatment response was a priori defined in the same way as for HRSD-24, that is, a decrease in symptom severity of at least 50% of the BDI-II sum score. In line with internal consistency estimations reported in literature (34), the BDI-II yielded a Cronbach's alpha of α = 0.88, indicating a very good internal consistency in our sample.



Other Baseline Measures

At the beginning of the study (baseline), sociodemographic questions were asked by a self-report questionnaire including age, gender, educational level, and marital status. Clinical characteristics were also assessed, including diagnosis of CD according to DSM-IV, early onset of depression, age at onset, inpatient treatment and psychotherapy in the past, medication and psychotherapy resistance, and suicide attempts in the past. Finally, axis I and axis II comorbidities were assessed with SCID I (35) and SCID II (36).




Statistics/Statistical Analyses

A data screening according to the suggestions of Tabachnick and Fidell (37) and a test of the assumptions of logistic regression were carried out (37). The data screening showed that between 6.2% and 36.9% of the variables used to measure treatment outcome were missing. In BDI-II, 6.2% of the data were missing at baseline. After completion of the treatment, 7.7% of the data were missing, and 6 months later, 35.4% of the data were missing. Regarding HRSD-24, all data were available for measurements at baseline and discharge. Six months after discharge, 6.2% of the HRSD-24 data were missing. The Little MCAR test (38) was performed to analyze missing values. The results were not significant, implicating that missing values appeared random. According to Tabachnick and Fidell (37), missing values were estimated using the expectation maximization (EM) procedure. Correlational analyses between demographic variables (i.e., gender, age, education, and relational status) and negative effects as indicated by the factors of the INEP were computed using Spearman-Rho correlations. To investigate the relationship between negative effects of psychotherapy and individual treatment response, a binary logistic regression was calculated using the backward stepwise method (the Backward:LR method). Two important assumptions for logistic regression (linearity in logistic regression and the absence of multicollinearity) were fulfilled. In order to evaluate the contribution of a single predictor to the model, the Wald test was calculated. The efficiency coefficient Exp(B), also called odds ratio (OR), and its confidence intervals were calculated to evaluate the effect of the predictor variables. All analyses were conducted using SPSS, version 21 (39). z-test post-hoc power analyses (two-tailed) were calculated using G*Power 3.1 (40, 41).




RESULTS


Patient Characteristics

The mean age at baseline of the 52 patients was 48.1 years (SD = 10.1 years); 61.5% were female. The mean patient sum score of the HRSD-24 at baseline was 31.3 (SD = 6.4), while the mean BDI-II sum score at baseline was 33.6 (SD = 10.5), both indicating severe depression. Moreover, the criteria for medication and psychotherapy resistance were each fulfilled by 88.5% of the sample. Further relevant sociodemographic and clinical characteristics are depicted in Table 1.


Table 1. Sociodemographic characteristics of the sample (N = 52).

[image: Table 1]



Rates of Occurrence of Reported Negative Effects

The 21-item scale covers seven domains of negative effects: “intrapersonal changes” (M = −0.22, SD =.59, Min = −1.33, Max = 1.33), “dependence” (M = 0.21, SD = 0.39, Min = 0, Max = 1.5), “family” (M = −0.72, SD = 1.11, Min = −3.0, Max = 1.0), “friends” (M = −0.55, SD = 1.00, Min = −3.0, Max = 1.0), “partnership” (M = −0.10, SD = 0.52, Min = −1.5, Max = 1.5), “stigmatization and financial concerns” (M = 0.09, SD = 0.34, Min = 0, Max = 2.33), and “malpractice” (M = 0.08, SD = 0.21, Min = 0, Max = 1.33). Figure 1 presents the rates of occurrences of the seven INEP domains of negative effects caused by therapy. According to INEP, 92.3% reported having experienced at least one negative effect. Regarding the different domains, 45.2% reported having experienced dependence on their therapist. Experiences of stigmatization and financial concerns were reported by 35.9%, while intrapersonal changes in terms of symptom deterioration were experienced by 33.0% of patients. Furthermore, the lowest rates of negative effects were reported concerning family (13.5%), friends (13.5%), and partnership (17.2%). Some patients (6.1%) reported malpractice, with this comparatively high figure resulting from items stating that their therapist forced them to do things they did not want to do (such as role-playing) (two patients partly agreed, five patients agreed somewhat) and that patients felt hurt by therapists' statements (one patient totally agreed, one partly agreed, and eight agreed somewhat). No patient reported sexual abuse, physical assault, or other misconduct.


[image: Figure 1]
FIGURE 1. Rates of occurrences of reported negative effects of psychotherapy according to the seven factors of the INEP (3).


The Spearman-Rho correlation indicates that the factor “dependence” correlates non-significantly with sex (ρ = −0.20, p > 0.05), age (ρ = −0.16, p > 0.05), and educational status (ρ = −0.14, p >0.05), and significantly with marital status (ρ = −0.35, p < 0.05), indicating a small to medium effect. Apart from these findings, only the factor “family” shows significant correlations with age (ρ = −0.33, p < 0.05) and educational status (ρ = 0.34, p < 0.05). The factors “intrapersonal changes,” “friends,” “partnership,” “stigmatization and financial concerns,” and “malpractice” did not show any significant correlational relationship with these demographics (all p > 0.05).



Prediction of Treatment Response Measured by HRSD-24

According to the HRSD-24 criterion for treatment response, 46 of the 52 patients (88.5%) responded to the 12-week multimodal inpatient CBASP treatment program. Six months after discharge, 32 patients (61.5%) still reached the response criterion. The results of the last step of the binary logistic regression using the backward stepwise method for treatment response regarding HRSD-24 are depicted in Table 2. The factor “intrapersonal changes” appears negatively related to treatment response at posttreatment [b = −0.36, Wald [image: image] = 5.05, p = 0.03]. The Exp(B) value indicates that when “intrapersonal changes” are increased by one unit, the odds ratio is.70 times as large and therefore patients are 30% less likely to respond to treatment. However, after 6-months of follow-up, the factor “dependence” is significantly associated with treatment response (b = −1.02, Wald [image: image] = 5.08, p = 0.02). The Exp(B) value indicates that when “dependence” is increased by one unit, the odds ratio is 0.36 times as large and therefore patients are 64% less likely to respond to treatment. Other factors were not significantly associated with treatment response (p > 0.05).


Table 2. Results of the logistic regression of negative effects on treatment response at discharge (T2) and follow-up 6 months after discharge (T3) measured by Hamilton Rating Depression Scale, 24-item version (HRSD-24).
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According to the HRSD-24 criterion for treatment response, z-test post-hoc power analyses revealed that only the following findings yielded acceptable power: the factor “family” on treatment response posttreatment (99%), yet not significant, and the factor “dependence” on treatment response after 6 months of follow-up (87%).



Secondary Analysis: Prediction of Treatment Response Measured by BDI-II

According to the BDI-II criterion for treatment response, 27 out of the 52 patients (51.9%) met the response criterion at discharge. Six months after discharge, 18 (34.6%) patients still met the response criterion. Table 3 displays the results of the last step of the binary logistic regression using the backward stepwise method for treatment response regarding BDI-II. The factor “dependence” [b = −0.81, Wald [image: image] = 3.91, p < 0.05] appears to be negatively associated with treatment response at posttreatment, while the Exp(B) value indicates that when “dependence” is increased by one unit, the odds ratio is 0.51 times as large and the patients are 49% less likely to respond to treatment. In the 6-month follow-up assessment, the factor “friends” appears negatively related to treatment response [b = −0.69, Wald [image: image] = 4.87, p = 0.03]. Other factors were not significantly associated with treatment response (p > 0.05).


Table 3. Results of the logistic regression of negative effects on treatment response at discharge (T2) and follow-up 6 months after discharge (T3) measured by Beck Depression Inventory (BDI-II).
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According to the BDI-II criterion for treatment response, the power of these models for both posttreatment and after 6 months of follow-up was overall rather low with the factor “dependence” achieving the highest power (74%), yet slightly under the threshold of acceptable power (i.e., 80%).




DISCUSSION

To date, there are only a few published studies investigating specific negative effects and their impact on the outcome of different specific psychotherapies [exception, e.g., (7)]. A better understanding of the rates of occurrence and relevance of negative effects is also relevant to adequately inform the patient about possible risks of the treatment. This study therefore aimed at (1) assessing the negative effects of a multimodal inpatient CBASP treatment program, as measured by the established and validated instrument INEP (3), and (2) evaluating the impact on treatment response to assess the relevance of negative effects. To achieve the first objective, the reported rates of occurrence of negative effects of the multimodal inpatient CBASP treatment program were examined. Notably, over 90% of patients reported retrospectively to have experienced at least one negative effect during treatment. This finding is consistent with previous studies investigating negative effects in patient populations being treated in outpatient settings (3), but exceeds reported rates of occurrences in inpatient routine clinical care (5, 6). This percentage is also higher than in a recent study that also focused on depressive patients who, however, filled out a different questionnaire than INEP via the Internet and previously underwent outpatient psychotherapy (42). Our comparatively high percentage may be explained by the specific characteristics of patients with treatment-resistant CD, that is, severe symptoms, early onset (age < 21 years), suicidality, and high percentage of reported childhood maltreatment (10, 43, 44), as well as the high-dosage short-term inpatient CBASP program with a strong focus on negative relationship experiences during childhood and the therapist–patient relationship (45). Most frequently in this study, patients reported having developed a dependence on their therapist (almost half of the patients). Stigmatization, financial concerns, and intrapersonal changes due to transient symptom deterioration were reported by one-third of all patients (second most frequent). At first glance, the result that 6.1% of patients reported malpractice appears alarmingly high. A precise analysis of the items that form this scale, however, shows that this comparatively high percentage is due to two items stating that patients felt forced by the therapist to do things they did not want to do, and that patients felt hurt by therapists' statements. In the case of the first item, the patients probably thought mainly of the interpersonal role-plays, which are intended in the CBASP strategy situational analysis in group and individual therapies. Chronically depressed patients usually have difficulties performing the role plays at the beginning of treatment due to their pronounced interpersonal problems (46). In addition, some patients may initially find therapists' statements painful, which are being made in the context of disciplined personal involvement. Therapists address their patients' interpersonally difficult behavior and explain the possible interpersonal consequences, which may initially seem confrontational. The goal, however, is to facilitate long-term healing experiences in relationships. Accordingly, in the course of treatment, patients usually notice how helpful these interpersonal strategies are, which is supported by studies that show that after CBASP therapies, the interpersonal problems have actually decreased (47, 48). Since we could not find any negative correlation to the treatment outcome, such specific malpractice aspects appear to be benign. It should be stressed that 0% reported sexual abuse, physical assaults, or other misconduct. Of note, the subscale malpractice of the INEP showed questionable psychometric properties, for example, only satisfactory internal consistency (3). Concerning the second objective, the results of the regression analyses suggest that, in particular, dependence on the therapist, as the most frequent dimension of negative effects, seems to play a significant role for treatment response on a self- and clinician-rated instrument. While dependence on the therapist is negatively associated with self-rated treatment response defined by BDI-II at discharge, the same factor is negatively linked to clinician-rated treatment response by HRSD-24 also in the long run. Of note, the rate of occurrence of this negative effect dimension is in our study only slightly higher compared to a psychiatric inpatient sample with various mental disorders (5).

In general, adverse event methods seem to be heterogeneous and insufficiently reported in RCTs in CD (49). However, a recent study found that patients receiving supportive psychotherapy reported less severe adverse events in general and less severe adverse events related to personal life and to occupational life than patients receiving CBASP, while less adverse events related to suicidal thoughts were reported in CBASP compared with supportive psychotherapy (50). The authors discussed that the differences in the profile of adverse events may be explained by specific treatment elements, as adverse events related to personal and professional life, for example, may be considered a necessary and expected but temporary adverse treatment outcome of effective CBASP treatment. This is in line with our findings, which underline that most of the reported negative effects had no impact on the treatment outcome. However, given the limitations of this study (see below), our results cautiously suggest that the more a patient reports dependence on her/his therapist, the less likely she/he might benefit from treatment. Yet, there are many possible explanations for this preliminary finding:

• It appears plausible that the high number of personality disorders (61.4% overall, of which 5.7% were diagnosed with a dependent personality disorder) and personality disorder traits (67.1% overall, of which 32.9% were diagnosed with dependent personality disorder traits) of our sample may explain the relatively high percentage of patients reporting dependence on their therapist. Since studies show that personality disorders per se are a negative predictor of the outcome of psychotherapy in depressed patients [e.g., (51)], they might function as the underlying factor being responsible for the finding that the reported dependence on the therapist is negatively related to treatment outcome.

• Notably, it could also be argued that the dependence factor is not a side effect, but simply a consequence of a poor therapeutic alliance during treatment. Since psychotherapy research has often confirmed that a positive therapeutic alliance is associated with a positive outcome [e.g., (15)], dependence as an indicator of a negative alliance could explain the worse response. However, it has recently been reported that patients' dependency on mental healthcare seems to be associated with a better therapeutic alliance (52). Indeed, a relationship between the therapeutic alliance and outcome in CBASP has been well-established in research (17, 18, 21), while in particular a positive early therapeutic alliance predicted beneficial outcomes in CBASP (19, 20). However, a history of drug abuse/dependence and lower past and lower current social adjustment predicted a significantly poorer therapeutic alliance in CBASP (53).

• In addition, the level of severity of the personality dimension “dependency” may have a differential influence on the treatment outcome. Interestingly, a recent study investigated the impact on treatment outcome of the personality dimension dependency according to Blatt (54) in treatment-resistant chronically depressed patients and found that patients with more maladaptive dependent features did not benefit from a long-term psychoanalytic psychotherapy (LTPP) or treatment as usual (TAU), while those with less maladaptive dependent features showed considerable gains from LTPP but not from TAU (55).

• The specific strategies of CBASP might trigger dependence on the therapist. Notably, many patients suffering from CD reported to have experienced both childhood maltreatment [e.g., (10, 44)] and current interpersonal problems such as submissive or hostile behavior (46, 47) or emotional and behavioral avoidance (56, 57). The association between childhood maltreatment and interpersonal problems has recently been reported (58). CBASP-specific techniques (in particular the disciplined personal involvement and the interpersonal discrimination exercise) may allow those patients to experience new healing and corrective relationships—sometimes for the first time in their lives, characterized by predictability, interpersonal closeness, and warmth. Conversely, this new experience could also initially promote dependence on their therapists, especially when isolated patients have no other positive significant others in their life. Of note, CBASP traditionally highlights the importance of using autonomy-promoting strategies such as to encourage patients to write out a complete sentence in the situational analysis and to stress the use of the patient's own wording in an intervention. While autonomy has been well-promoted within the therapeutic relationship, interpersonal change and avoidance behavior outside of treatment (e.g., in occupational and private life) were possibly not yet sufficiently addressed because of the limits of the specific inpatient treatment setting and a lack of transfer opportunities.

• The individual psychotherapy in this CBASP treatment program was delivered in a high intensity with two CBASP 50-min sessions per week that probably have fostered dependence. Additionally, the high intensity of social encounters between the entire team and the patients on the ward (e.g., group psychotherapy twice a week, nurse–patient encounters, and social worker contact) for a predominantly socially isolated patient group of chronic depressive patients with interpersonal dysfunctions might have contributed to an increased dependence, since the main phase of this CBASP treatment focused on the use of the Kiesler circle (e.g., enhancing the understanding of their stimulus character and impact on others) and on conducting situational analyses with subsequent role-playing events to modify inappropriate behavior using the potential of other patients in the group psychotherapy.

• Finally, the applied intensive multimodal inpatient CBASP treatment program was limited to 12 weeks. Patients who have experienced dependence on their therapist may not feel sufficiently prepared yet for the demands of daily life at the end of this comparatively short treatment period, which may lead to an unfavorable treatment outcome. However, the finding of an increased dependence might have been at least partially confounded by the individual aftercare plan as four-fifths of the participants received outpatient psychotherapy, yet one-third of those underwent CBASP, after discharge.

Moreover, our results showed that negative effects related to intrapersonal changes appear negatively related to treatment response defined by HRSD-24 at discharge. This result cautiously indicates that the more a patient has suffered from intrapersonal changes (like transient deterioration of symptoms) during therapy, the less likely he/she might benefit from the therapy in the short term, but not in the long term. Lastly, the result that negative effects on friends are negatively related to long-term treatment response defined by BDI-II after 6 months may indicate that the more a patient reports negative effects on friends caused by treatment, the less he/she may improve in terms of treatment response. This result may be interpreted against the background of theories and approaches that consider CD primarily as a relationship disorder (8).

Although taking into account that two-tailed analyses yield lower power in general, the results of the post-hoc power analyses however indicated that solely the finding of the factor dependence on treatment response seems to be relatively robust and should therefore be interpreted.


Limitations and Future Research

The interpretability of the results of this study is reduced by some limitations. First, the INEP data were collected exclusively retrospectively during a follow-up period and the period between discharge and INEP survey varied between 6 and 12 months. Thus, recall effects such as memory bias and the primacy–recency effect, forgetfulness, retrieval errors, or important experiences occurring after treatment had been completed may have distorted the reported negative effects. Indeed, subjectively experienced negative effects of (group) psychotherapy seemed to decrease in the course of treatment (6). For example, a bias toward the course of the depression after the end of treatment is conceivable, whereby a positive symptom course after treatment could lead to a more positive assessment of the received treatment with fewer negative effects. On the other hand, negative effects of inpatient treatment programs could actually only occur after discharge, whereby these in particular could possibly be detrimental and therefore valuable to record. Future studies should distinguish between the assessment of negative effects during and after treatment to have a more nuanced profile of negative effects in the short and long run. Furthermore, the hindsight bias must be considered when interpreting the results of this study, that is, that patients who did not respond see their treatment in a less positive light and report more negative effects. This retrospective evaluation of negative effects also means that the short-term outcome was recorded before the evaluation of the negative effects. Therefore, the analyses should also be interpreted with caution, as the chronological sequence of the recording of statistical predictors before the variable to be predicted (here: outcome) could not be fulfilled in this way. It is essential that future studies should record negative effects regularly in the therapy process and at uniform measurement times. Future large-scale studies should integrate the assessment of negative effects of psychological interventions in the data collection and analysis design when planning the study as proposed by new guidelines (59). Secondly, INEP does not include any specific negative effects of an inpatient setting, such as group therapy sessions or conflicts with other patients or staff, nor does it consider the influence of pharmacotherapy, which should be directly addressed in future research. Moreover, INEP does not simultaneously capture positive effects as the Positive and negative Effects of Psychotherapy Scale (PANEPS) instrument does (7, 42), which is why this study could not examine the relationship between negative and positive effects (apart from the outcome). Future studies should therefore use a measurement that captures both positive and negative effects [e.g., by using the PANEPS; (40)] to further minimize priming and associated potential nocebo effects. However, one positive aspect of the INEP is the bipolar response format, which records not only deteriorations but also improvements or missing changes, thus partly preventing negative priming (3). Thirdly, although there are promising findings underlining the seven-factor structure of INEP (3), these seven factors still lack some psychometric evaluations. Fourthly, future studies should exclusively use the DSM-5 criteria and the term persistent depressive disorder. Yet, since this study was still conducted under the term of chronic depression, this term was used throughout our manuscript and in reference to the main outcome paper (14). For a diagnostic cross-walk, we refer to relevant literature [e.g., (60, 61)]. Finally, the lack of a control group, additional algorithm-based pharmacotherapy, and a relatively small sample size generally complicate the ability to interpret the results. Due to the lack of a control group, we could not rule out that negative effects could also be due to psychotherapy per se, and not specifically due to the inpatient CBASP treatment. As we investigated a multimodal inpatient CBASP program including multiple interventions and therapists, it is difficult to determine the percentage of variance attributable to individual CBASP sessions. However, since all members of the treatment team were trained in CBASP, the CBASP-specific techniques could also be used by all therapists in their respective therapies (e.g., disciplined personal involvement with interpersonal discrimination exercises). Compared to many inpatient psychotherapy programs, the intensity of CBASP can therefore be classified as very high, as patients also received 2 individual sessions per week over the course of 12 weeks leading to a total number of 24 sessions on average. However, this high CBASP intensity could have contributed to the findings.




CONCLUSIONS

In this study, a multimodal inpatient CBASP treatment program seems to be associated with negative effects, which may be explained by the specific characteristics of patients with treatment-resistant CD and the focus of CBASP techniques on the patient–therapist relationship. Interestingly, most reported negative effects do not appear to have an impact on treatment outcome. However, dependence on the therapist, as the most frequent dimension of negative effects, seems to be negatively linked to both observer- and self-rated treatment response. If large randomized controlled trials find that CBASP is more likely to trigger dependence on the therapist than other psychotherapy concepts and that this perceived dependence actually has a negative impact on outcomes, then clinical implications such as prolonging treatment and focusing more on self-help and autonomy of the patient should be considered.
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FOOTNOTES
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REFERENCES

 1. Jonsson U, Alaie I, Parling T, Arnberg FK. Reporting of harms in randomized controlled trials of psychological interventions for mental and behavioral disorders: a review of current practice. Contemp Clin Trials. (2014) 38:1–8. doi: 10.1016/j.cct.2014.02.005

 2. Herzog P, Lauff S, Rief W, Brakemeier E. Assessing the unwanted: a systematic review of instruments used to assess negative effects of psychotherapy. Brain Behav. (2019) 9:e01447. doi: 10.1002/brb3.1447

 3. Ladwig I, Rief W, Nestoriuc Y. Welche Risiken und Nebenwirkungen hat Psychotherapie?—Entwicklung des Inventars zur Erfassung Negativer Effekte von Psychotherapie (INEP). Verhaltenstherapie. (2014) 24:252–63. doi: 10.1159/000367928

 4. Rozental A, Kottorp A, Forsström D, Månsson K, Boettcher J, Andersson G, et al. The negative effects questionnaire: psychometric properties of an instrument for assessing negative effects in psychological treatments. Behav Cogn Psychother. (2019) 47:1–14. doi: 10.1017/S1352465819000018

 5. Rheker J, Beisel S, Kräling S, Rief W. Rate and predictors of negative effects of psychotherapy in psychiatric and psychosomatic inpatients. Psychiatry Res. (2017) 254:143–50. doi: 10.1016/j.psychres.2017.04.042

 6. Schneibel R, Wilbertz G, Scholz C, Becker M, Brakemeier EL, Bschor T, et al. Adverse events of group psychotherapy in the in-patient setting—results of a naturalistic trial. Acta Psychiatr Scand. (2017) 136:1–12. doi: 10.1111/acps.12747

 7. Moritz S, Fieker M, Hottenrott B, Seeralan T, Cludius B, Kolbeck K, et al. No pain, no gain? Adverse effects of psychotherapy in obsessive-compulsive disorder and its relationship to treatment gains. J Obsessive Compuls Relat Disord. (2015) 5:61–6. doi: 10.1016/j.jocrd.2015.02.002

 8. McCullough JPJ. Treatment for Chronic Depression: Cognitive Behavioral Analysis System of Psychotherapy (CBASP). New York, NY: Guilford Press (2000).

 9. McCullough JP, Schramm E, Penberthy JK. CBASP—Cognitive Behavioral Analysis System of Psychotherapy: Chronische Depressionen effektiv behandeln. Paderborn: Junfermann Verlag (2015).

 10. Nelson J, Klumparendt A, Doebler P, Ehring T. Childhood maltreatment and characteristics of adult depression: meta-analysis. Br J Psychiatry. (2017) 210:96–104. doi: 10.1192/bjp.bp.115.180752

 11. Köhler S, Guhn A, Betzler F, Stiglmayr C, Brakemeier E-L, Sterzer P. Therapeutic self-disclosure within DBT, schema therapy, and CBASP: opportunities and challenges. Front Psychol. (2017) 8:2073. doi: 10.3389/fpsyg.2017.02073

 12. Negt P, Brakemeier E-L, Michalak J, Winter L, Bleich S, Kahl KG. The treatment of chronic depression with cognitive behavioral analysis system of psychotherapy: a systematic review and meta-analysis of randomized-controlled clinical trials. Brain Behav. (2016) 6:e00486. doi: 10.1002/brb3.486

 13. Schramm E, Kriston L, Zobel I, Bailer J, Wambach K, Backenstrass M, et al. Effect of disorder-specific vs nonspecific psychotherapy for chronic depression. JAMA Psychiatry. (2017) 74:233. doi: 10.1001/jamapsychiatry.2016.3880

 14. Brakemeier E-L, Radtke M, Engel V, Zimmermann J, Tuschen-Caffier B, Hautzinger M, et al. Overcoming treatment resistance in chronic depression: a pilot study on outcome and feasibility of the cognitive behavioral analysis system of psychotherapy as an inpatient treatment program. Psychother Psychosom. (2015) 84:51–6. doi: 10.1159/000369586

 15. Flückiger C, Del AC, Wampold BE, Horvath AO. The alliance in adult psychotherapy: a meta-analytic synthesis. Psychotherapy. (2018) 55:316–40. doi: 10.1037/pst0000172

 16. Horvath AO, Del Re AC, Flückiger C, Symonds D. Alliance in individual psychotherapy. Psychotherapy. (2011) 48:9–16. doi: 10.1037/a0022186

 17. Arnow BA, Manber R, Blasey C, Blalock JA, Rothbaum BO, Thase ME, et al. Therapeutic reactance as a predictor of outcome in the treatment of chronic depression. J Consult Clin Psychol. (2003) 71:1025–35. doi: 10.1037/0022-006X.71.6.1025

 18. Klein DN, Schwartz JE, Santiago NJ, Vivian D, Vocisano C, Arnow B, et al. Therapeutic alliance in depression treatment: controlling for prior change and patient characteristics. J Consult Clin Psychol. (2003) 71:997–1006. doi: 10.1037/0022-006X.71.6.997

 19. Arnow BA, Steidtmann D, Blasey C, Manber R, Constantino MJ, Klein DN, et al. The relationship between the therapeutic alliance and treatment outcome in two distinct psychotherapies for chronic depression. J Consult Clin Psychol. (2013) 81:627–38. doi: 10.1037/a0031530

 20. Santiago NJ, Klein DN, Vivian D, Arnow BA, Blalock JA, Kocsis JH, et al. The therapeutic alliance and CBASP-specific skill acquisition in the treatment of chronic depression. Cognit Ther Res. (2005) 29:803–17. doi: 10.1007/s10608-005-9638-5

 21. Vocisano C, Arnow B, Blalock JA, Vivian D, Manber R, Rush AJ, et al. Therapist variables that predict symptom change in psychotherapy with chronically depressed outpatients. Psychotherapy. (2004) 41:255–65. doi: 10.1037/0033-3204.41.3.255

 22. Constantino MJ, Laws HB, Coyne AE, Greenberg RP, Klein DN, Manber R, et al. Change in patients' interpersonal impacts as a mediator of the alliance-outcome association in treatment for chronic depression. J Consult Clin Psychol. (2016) 84:1135–44. doi: 10.1037/ccp0000149

 23. Constantino MJ, Laws HB, Arnow BA, Klein DN, Rothbaum BO, Manber R. The relation between changes in patients' interpersonal impact messages and outcome in treatment for chronic depression. J Consult Clin Psychol. (2012) 80:354–64. doi: 10.1037/a0028351

 24. Brakemeier E-L, Herzog P, Radtke M, Schneibel R, Breger V, Becker M, et al. CBASP als stationäres Behandlungskonzept der therapieresistenten chronischen Depression: Eine Pilotstudie zum Zusammenhang von Nebenwirkungen und Therapieerfolg. PPmP—Psychother Psychosom Medizinische Psychol. (2018) 68:399–407. doi: 10.1055/a-0629-7802

 25. Brakemeier E-L, Engel V, Schramm E, Zobel I, Schmidt T, Hautzinger M, et al. Feasibility and outcome of cognitive behavioral analysis system of psychotherapy (CBASP) for chronically depressed inpatients: a pilot study. Psychother Psychosom. (2011) 80:191–4. doi: 10.1159/000320779

 26. Thase ME, Rush AJ. When at first you don't succeed: sequential strategies for antidepressant nonresponders. J Clin Psychiatry. (1997) 23–9.

 27. Brakemeier EL, Normann C. Praxisbuch CBASP. Behandlung chronischer Depression. Weinheim, Basel: Beltz (2012).

 28. Cuijpers P, van Straten A, Schuurmans J, van Oppen P, Hollon SD, Andersson G. Psychotherapy for chronic major depression and dysthymia: a meta-analysis. Clin Psychol Rev. (2010) 30:51–62. doi: 10.1016/j.cpr.2009.09.003

 29. Middleton H, Shaw I, Hull S, Feder G. NICE guidelines for the management of depression. BMJ. (2005) 330. doi: 10.1136/bmj.330.7486.267

 30. DGPPN, BÄK, KBV, AWMF. S3-Leitlinien/Nationale VersorgungsLeitlinie: Unipolare Depression. 2. Auflage. Heidelberg: Springer (2017).

 31. Hamilton M. A rating scale for depression. J Neurol Neurosurg Psychiatry. (1960) 23:56–62. doi: 10.1136/jnnp.23.1.56

 32. López-Pina J, Sánchez-Meca J, Rosa-Alcázar AI. The hamilton rating scale for depression: a meta-analytic reliability generalization study. Int J Clin Heal Psychol. (2009) 9:143–59.

 33. Beck AT, Steer RA, Brown GK. Beck Depression Inventory-II. San Antonio, TX: Harcourt Assessment Inc. (1996).

 34. Hautzinger M, Keller F, Kühner C. Das Beck Depressionsinventar II. Deutsche Bearbeitung und Handbuch zum BDI-II. Frankfurt/Main: Pearson. (2006).

 35. First MB, Spitzer RL, Gibbon M, Williams JBW. Structured Clinical Interview for DSM-IV Axis I Disorders SCID-I : Clinician Version. Washington, DC: American Psychiatric Publishing (1997).

 36. First MB, Gibbon M, Spitzer RL, Benjamin LS. User's Guide for the Structured Clinical Interview for DSM-IV Axis II Personality Disorders: SCID-II. Washington, DC: American Psychiatric Press (1997).

 37. Tabachnick BG, Fidell LS. Using Multivariate Statistics. Boston: Pearson Education (2013). p. 983.

 38. Little RJA. A test of missing completely at random for multivariate data with missing values. J Am Stat Assoc. (1988) 83:1198. doi: 10.1080/01621459.1988.10478722

 39. IBM Corp. Released 2012. IBM SPSS Statistics for Windows, Version 21.0. Armonk, NY: IBM Corp.

 40. Faul F, Erdfelder E, Lang AG, Buchner A. G*Power 3: a flexible statistical power analysis program for the social, behavioral, and biomedical sciences. Behav Res Methods. (2007) 39:175–91. doi: 10.3758/BF03193146

 41. Erdfelder E, Faul F, Buchner A, Lang AG. Statistical power analyses using G*Power 3.1: Tests for correlation and regression analyses. Behav Res Methods. (2009) 41:1149–60. doi: 10.3758/BRM.41.4.1149

 42. Moritz S, Nestoriuc Y, Rief W, Klein JP, Jelinek L, Peth J. It can't hurt, right? Adverse effects of psychotherapy in patients with depression. Eur Arch Psychiatry Clin Neurosci. (2018) 269:577–86. doi: 10.1007/s00406-018-0931-1

 43. Sabaß L, Padberg F, Normann C, Engel V, Konrad C, Helmle K, et al. Cognitive behavioral analysis system of psychotherapy as group psychotherapy for chronically depressed inpatients: a naturalistic multicenter feasibility trial. Eur Arch Psychiatry Clin Neurosci. (2018) 268:783–96. doi: 10.1007/s00406-017-0843-5

 44. Wiersma JE, Hovens JGFM, van Oppen P, Giltay EJ, van Schaik DJF, Beekman ATF, et al. The Importance of childhood trauma and childhood life events for chronicity of depression in adults. J Clin Psychiatry. (2009) 70:983–9. doi: 10.4088/JCP.08m04521

 45. Köhler S, Sterzer P, Normann C, Berger M, Brakemeier E. Überwindung der Therapieresistenz bei chronischer Depression. Nervenarzt. (2016) 87:701–7. doi: 10.1007/s00115-015-0034-4

 46. Bird T, Tarsia M, Schwannauer M. Interpersonal styles in major and chronic depression: a systematic review and meta-analysis. J Affect Disord. (2018) 239:93–101. doi: 10.1016/j.jad.2018.05.057

 47. Constantino MJ, Manber R, DeGeorge J, McBride C, Ravitz P, Zuroff DC, et al. Interpersonal styles of chronically depressed outpatients: profiles and therapeutic change. Psychother Theory, Res Pract Train. (2008) 45:491–506. doi: 10.1037/a0014335

 48. Constantino MJ, Adams ML, Pazzaglia AM, Bernecker SL, Ravitz P, McBride C. Baseline patient characteristics as predictors of remission in interpersonal psychotherapy for depression. Psychother Res. (2013) 23:190–200. doi: 10.1080/10503307.2013.765997

 49. Meister R, von Wolff A, Mohr H, Nestoriuc Y, Härter M, Hölzel L, et al. Adverse event methods were heterogeneous and insufficiently reported in randomized trials on persistent depressive disorder. J Clin Epidemiol. (2016) 71:97–108. doi: 10.1016/j.jclinepi.2015.10.007

 50. Meister R, Lanio J, Fangmeier T, Härter M, Schramm E, Zobel I, et al. Adverse events during a disorder-specific psychotherapy compared to a nonspecific psychotherapy in patients with chronic depression. J Clin Psychol. (2019) 76:7–19. doi: 10.1002/jclp.22869

 51. Markowitz JC, Skodol AE, Petkova E, Cheng J, Sanislow CA, Grilo CM, et al. Longitudinal effects of personality disorders on psychosocial functioning of patients with major depressive disorder. J Clin Psychiatry. (2007) 68:186–93. doi: 10.4088/JCP.v68n0202

 52. Geurtzen N, Keijsers GPJ, Karremans JC, Hutschemaekers GJM. Patients' care dependency in mental health care: development of a self-report questionnaire and preliminary correlates. J Clin Psychol. (2018) 74:1189–206. doi: 10.1002/jclp.22574

 53. Santiago NJ, Klein DN, McCullough JP, Riso LPL. Pretreatment correlates of the therapeutic alliance in the chronically depressed. J Contemp Psychother. (2002) 32:281–90. doi: 10.1023/A:1020524910971

 54. Blatt SJ. Experiences of Depression: Theoretical, Clinical, And Research Perspectives. Experiences of depression: Theoretical, Clinical, and Research Perspectives. Washington, DC: American Psychological Association (2005). doi: 10.1037/10749-000

 55. Rost F, Luyten P, Fearon P, Fonagy P. Personality and outcome in individuals with treatment-resistant depression-exploring differential treatment effects in the tavistock adult depression study (TADS). J Consult Clin Psychol. (2019) 87:433–45. doi: 10.1037/ccp0000391

 56. Brockmeyer T, Kulessa D, Hautzinger M, Bents H, Backenstrass M. Differentiating early-onset chronic depression from episodic depression in terms of cognitive-behavioral and emotional avoidance. J Affect Disord. (2015) 175:418–23. doi: 10.1016/j.jad.2015.01.045

 57. Ley P, Helbig-Lang S, Czilwik S, Lang T, Worlitz A, Brücher K, et al. Phenomenological differences between acute and chronic forms of major depression in inpatients. Nord J Psychiatry. (2011) 65:330–7. doi: 10.3109/08039488.2011.552121

 58. Klein JP, Stahl J, Hüppe M, McCullough JP, Schramm E, Ortel D, et al. Do interpersonal fears mediate the association between childhood maltreatment and interpersonal skills deficits? A matched cross-sectional analysis. Psychother Res. (2018) 30:1–12. doi: 10.1080/10503307.2018.1532125

 59. Guidi J, Brakemeier EL, Bockting CLH, Cosci F, Cuijpers P, Jarrett RB, et al. Methodological Recommendations for Trials of Psychological Interventions. Psychother Psychosom. (2018) 87:276–84. doi: 10.1159/000490574

 60. Klein JP, Willenborg B, Schweiger U. Diagnostik affektiver Störungen im DSM-5: Neuerungen und Kontroversen. Fortschritte der Neurol Psychiatr. (2015) 82:655–64. doi: 10.1055/s-0034-1385377

 61. Association American Psychiatric. Diagnostisches und Statistisches Manual Psychischer Störungen DSM-5®. In: Falkai P, Wittchen H-U, editors. Diagnostisches und Statistisches Manual Psychischer Störungen DSM-5®. Göttingen: Hogrefe (2015). p. 369–382.

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.

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 © 2021 Herzog, Häusler, Normann and Brakemeier. 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.



OPS/images/inline_1.gif
Xy





OPS/images/inline_2.gif
Xy





OPS/images/fpsyt-12-575837-t002.jpg
Variables B

Criterion: Response on HRSD-24 T2

Family -1.90
Intrapersonal changes -0.36
Criterion: Response on HRSD-24 T3

Dependence -1.02
Malpractice 056

Wald

1.93
5.05

5.08
161

017
0.08*

0.02*
0.20

Exp(8)

0.15
0.70

0.36
1.75

Lower

0.01
0.51

0.15
0.74

95.0% CI for Exp(B)

Upper

219
0.96

0.88
447

T2, Assessment at discharge; T3, Follow up-assessment 6 months after dlischarge; HRSD-24, 24-item Version of the Hamilton Rating Depression Scale (20).

‘p < 0.05.





OPS/images/fpsyt-12-575837-t003.jpg
Variables B

Criterion: Response on BDI-Il T2

Dependence ~0.81
Criterion: Response on BDI-1I T3
Friends. -068
Malpractice 062

Wald

391

4.87
2.28

0.05*

0.03*
0.13

Exp(B)
Lower
0.45 0.20
051 0.28
1.86 0.83

T2, Assessment at discharge; T3, Follow-up-assessment 6 months after discharge; BDI-HI, Beck Depression Inventory-H (21).

*p < 0.05.

95.0% Cl for Exp(B)

Upper

0.99

0.93
415





OPS/images/inline_3.gif
Xy





OPS/images/inline_4.gif
Xy





OPS/xhtml/Nav.xhtml




Contents





		Cover



		Negative Effects of a Multimodal Inpatient CBASP Program: Rate of Occurrence and Their Impact on Treatment Outcome in Chronic and Treatment-Resistant Depression



		Introduction



		Materials and Methods



		Patients



		Study Treatment: Multimodal Inpatient CBASP Treatment Program



		Measures



		Inventory for the Assessment of Negative Effects of Psychotherapy



		24-Item Version of the Hamilton Rating Depression Scale



		Beck Depression Inventory-II



		Other Baseline Measures









		Statistics/Statistical Analyses







		Results



		Patient Characteristics



		Rates of Occurrence of Reported Negative Effects



		Prediction of Treatment Response Measured by HRSD-24



		Secondary Analysis: Prediction of Treatment Response Measured by BDI-II







		Discussion



		Limitations and Future Research







		Conclusions



		Data Availability Statement



		Ethics Statement



		Author Contributions



		Acknowledgments



		Footnotes



		References

















OPS/images/cover.jpg
’ frontiers
in Psychiatry

Negative Effects of a Multimodal
Inpatient CBASP Program: Rate of
Occurrence and Their Impact on
Treatment Outcome in Chronic and
Treatment-Resistant Depression





OPS/images/fpsyt-12-575837-g001.gif
SHHHHH

IJVL. I -

s e st s





OPS/images/fpsyt-12-575837-t001.jpg
Characteristics Patients (N = 52)

Age at entry, M (SD) 48.1(10.1)
Sex, n (%)

Male 20(38.5)

Female 32(61.5)
Educational level, n (%)

No educational degree 4@

Primary education 27 (61.9)

Secondary education 368

Higher education 18(34.6)
Marital status, n (%)

Single 1@212)
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Age at onset M (SD) 15.0(105)
Gomorbid Axis | disorder®, n (%) 43 (61.4)
Comorbid Axis Il disorder?, n (%) 47(67.1)
Inpatient treatment in the past®, n (%) 43 (82.7)
Psychotherapy in the past!, n (%) 50(96.2)
Medication resistance?, n (%) 46 (88.5)
Psychotherapy resistance”, n (%) 46 (88.5)
Suicide attempt in the past, n (%) 19(36.5)
HRSD-24 score at baseline, M (SDJ 31.3(6.4)
BDI-I score at baseline, M (SDf 33.6(10.5)

M, mean; D, standard deviation; n, number.
4DSM-1V, Diagnostic and Statistical Manual of Mental Disorders, 4th Edition.

bBefore the age of 21.

CAssessed with Structured Clinical Interview (SCID) I (22).

9Assessed with Structured Clinical Interview (SCID) Il (23).

Clnpatient treatment in a psychiatric or psychosomatic hospital.

fTreatments with minimum 22 sessions.

9o response to two or more adequae trials of antidepressants.

PNo response to two or more health insurance-reimbursed psychotherapies with each
minimurm 22 sessions in Germany.

"HRSD-24, Hamilton Rating Depression Scale, 24 ltems, scale 0-75 (20).

iBDI-I, Beck Depression Inventory-i, 21 ltems, scale 0-63 (21).









OPS/images/crossmark.jpg
©

2

i

|





OPS/images/logo.jpg
, frontiers
in Psychiatry





