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1. Current status of depression treatment

The aim of this thesis is to improve the understanding of predictive factors 
in the treatment of major depressive disorders. Depression is one of the most 
common psychiatric diseases. The estimated lifetime prevalence is around 18% 
(Kessler et al., 2005). It is associated with a substantial loss of social function-
ing, increased family burden and high health care costs (Fava, 2006), and is 
one of the leading causes of disease disability world-wide (Ustün et al., 2004). 
Apart from the consequences for the well-being of many people, depression also 
imposes an enormous economic burden on society (Greenberg and Birnbaum, 
2005).
Efficacious treatments for depression are available but unfortunately a substan-
tial proportion of patients do not respond satisfactorily to either medication 
or psychotherapy (APA Practice Guidelines, 2000). This is receiving growing 
attention, both in scientific literature and in clinical practice.
As a result, a consensus has been achieved on adopting remission as the stand-
ard aim for outcome of depression treatment. In contrast to the earlier more 
frequently used criterion of response, usually defined as at least 50% improve-
ment on a depression rating scale, remission not only guarantees a minimum 
of residual symptoms, but also provides the best prognosis for the preven-
tion of social impairment and future relapses (Paykel 1998; Rush et al. 2006). 
Evidently, with remission as outcome criterion, the reported success rates of 
depression treatment are more modest than is the case with response. Gener-
ally, they are reported to be around 30% for monotreatment modalities and 
within a range from 30% to 50% for combined options of pharmacotherapy and 
psychotherapy (see e.g. Sotsky et al., 1991; Thase et al.,1997; Reynolds et al., 
1999; Keller et al., 2000; Viinamäki et al., 2002; Meyers et al., 2002; Trivedi 
et al., 2006). 
From a clinical perspective the generalizability of efficacy trials to daily prac-
tice has been strongly criticized (Fava, 2006; Rush et al., 2006). Many earlier 
studies have included symptomatic volunteers, often recruited through adver-
tisements, with minimal comorbidity, suicidal symptoms or personality pathol-
ogy, as opposed to the more complex and often already treatment-resistant 
depressed patients usually referred to psychiatric services. Obviously, in these 
‘real life’ clinical populations it is more difficult to achieve full remission. 
Furthermore, despite the above-mentioned average remission rates, it also can 
be noted that reported outcomes of treatment vary widely in the literature. 
With regard to antidepressants we found extremes ranging from 12% to 80% 
and 16%-60% for psychotherapy (see e.g. Jarrett, 1991; Blackburn and Moore, 
1997; Aberg-Wistedt et al., 2000; Blom, 2007). The reasons for these variations 
have not been well studied. Theoretically, they could be due to differences in 
treatment, differences in patient samples and more specifically, differences in 
individual patient characteristics. However, as studies directly comparing treat-
ment options generally yield a similar efficacy, it would be logical to assume 
that differences in patient characteristics could provide the most valid explana-
tion. 
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2. Predicting outcome using patient characteristics 

In order to identify patients who might benefit from treatment and who are 
at risk for poor response, markers need to be developed. Many reports in the 
literature claim either biological, psychological or social predictor variables of 
response to treatment (Nierenberg 2003). However, few have stood the test 
of time. This has been attributed to various problems in research such as con-
ceptual issues with regard to the diagnosis of depression, underpowering of 
studies, a lack of replication studies and methodological variations between 
studies. 
Most research concerns biological predictors. This has yielded many promis-
ing factors that could be related to depression and to outcome of treatment, 
and sheds more light on underlying biological processes of clinical phenom-
ena. However, most biological parameters require high-standard technological 
equipment, for instance conducting repeated fMRI scans (e.g. Anand,2005), 
that is not always available in everyday practice. Or they require an effort that 
is rather cumbersome to perform on a regular basis in depressed psychiatric 
outpatients, such as collecting 24-hour urine. Therefore, so far, their relevance 
is mainly scientific. 
Psychosocial factors have also been studied extensively as potential predictors. 
They are easier to assess on a regular basis in clinical practice, and numerous 
rating scales are available. Nevertheless, despite the fact that a number of these 
factors have been related to response in individual studies, review studies are 
scarce and very difficult to perform (see chapter 2). The psychometric qualities 
of the instruments used are not always adequate, and many rating scales have 
only been used by a very limited number of research groups (Nierenberg, 2003; 
Hamilton and Dobson, 2002). 
Furthermore, for clinicians it is not always clear what the value of a predictor 
expressed as odds ratios, relative risks, differences between groups etc., means 
for an individual patient. For instance, does it indicate that a different thera-
peutic modality needs to be selected, and for which of the available therapies? 
Does it indicate that a therapeutic strategy needs to be modified, and how? 
In view of these considerations Nierenberg (2003) formulated a number of nec-
essary qualities for predictors to be clinically useful. These are: ease of meas-
urability, ease of interpretation and sufficient prevalence. Taking into account 
these criteria we selected the following easily identifiable patient characteris-
tics to explore as candidate predictors: sociodemographic factors: gender, age, 
marital status, education and work; depression features: severity, duration, 
recurrence, earlier treatment in the present episode; comorbid symptoms: anxi-
ety and somatic complains. 

3. Personality as predictor

Personality pathology, although more difficult to determine reliably, is generally 
regarded as one of the most relevant clinical predictors of treatment course and 

12 Chapter 1



Introduction 13

outcome, as it complicates the treatment processes. The DSM-IV system is still 
the standard used to classify personality pathology in psychiatry. In the case of 
depression, some reviews indeed indicate that the outcome of pharmacological 
treatment is less favourable in patients with co-morbid personality disorders 
(Newton-Howes et al., 2006; Mulder, 2002) although this is not always found 
(Kool et al., 2005). For psychotherapy no reviews of this issue are available, but 
some individual studies suggest a similar interfering influence. 
However, the DSM system of determining personality pathology has been 
severely criticized (Widiger et al., 2005). The main points are:

- Categorical classification 
Compelling scientific and clinical data indicate that personality disorders are not 
discrete clinical conditions or distinct disorders that meet an arbitrary number 
of symptom criteria, but are dimensional in structure (Widiger et al., 2005). 

- Inadequate scientific evidence for individual disorders
It is questionable whether the individual disorders in the form in which they 
are defined in DSM do actually exist in the real world. The most diagnosed per-
sonality disorder in clinical practice is ‘Not Otherwise Specified’: by definition 
not a strictly defined concept. Furthermore, in most patients suffering from 
a personality disorder, more than one disorder according to the DSM could 
be diagnosed. This is incorrectly described as comorbidity but actually it is 
an interfering artifact of the classification system. As a consequence, with the 
exception of borderline and anti-social personality disorder, individual disor-
ders are scarcely investigated and no progress is being made in understanding 
them better with regard to etiology, epidemiology or treatment (Blasfield and 
Intoccia, 2000).

- Inadequate boundaries with normal personality functioning
The diagnostic thresholds for personality disorders are highly arbitrary and lack 
a scientific rationale (Tyrer and Johnson, 1996). Moreover, the DSM system 
only records pathological symptoms while in reality personality is characterized 
by healthy features as well. It is the balance between these two that determines 
the significance, and not the severity of the pathology symptoms only. 

- Heterogeneity within diagnosis
In order to obtain a diagnosis in DSM-IV, a patient has to suffer from a mini-
mum number of symptoms out of a larger set of criteria. This results in many 
phenotypical variations to be clustered within the same personality disorder 
diagnosis. 

- Questionable clinical utility
There is little evidence of the utility of the Axis II for case formulation or plan-
ning treatment (Verheul, 2005). In addition, a lot of useful clinical concepts such 
as interpersonal functioning, trust, coping with stressors and self image, are not 
systematically operationalized in the DSM system. Furthermore, the course and 



outcome of the therapeutic process are highly dependent on phenomena such 
as the attainment of a beneficial working alliance, goal-directing ability of the 
patient, adherence, psychological mindedness and transference. These kinds of 
phenomena are very much related to underlying personality functioning and 
pathology. However, the description of personality disorders in DSM is not very 
helpful for attaining a better understanding of these phenomena. 

Replace or improve the DSM-IV axis II? 
These criticisms has lead to several proposals to improve or replace the DSM
system by a different model. From a scientific point of view the Five-Factor 
Model (FFM) is one of the most strongly advocated systems proposed in place 
of the DSM system. A huge amount of research supports the reliability of this 
model for measuring personality traits, the possibility of relating it to genetic 
and neurobiological characteristics, its broad coverage and its prognostic value 
(e.g. Markon, 2005; Widiger, 2002). 
The main point of concern regarding the FFM model is that it lacks a clinical 
typology. For use in daily practice, where clinicians need to make rapid deci-
sions, frequently based on incomplete information and without the possibility 
of applying measuring instruments, underlying typical images of the diagnostic 
categories are needed (Westen, 2006). It is questionable to which extent the 
FFM model is able to provide this. 
A second option is not to replace, but to improve the Axis II system within 
the present framework. This may involve the adoption of a more dimensional 
model, to help discern ‘trait’ and temporal ‘state’ aspects of personality; or to 
improve the definition criteria for various personality disorders and relate these 
to clinical phenomena such as relational functioning. At present this discussion 
has not been settled. However, the most likely direction for the next version of 
the DSM appears to be an improvement within the present framework. For an 
overview, see Widiger et al. (2006). 

4. Psychodynamic diagnosis

Another approach to obtaining clinically relevant information on personal-
ity characteristics is derived from the psychodynamic theory. In contrast to 
the above-mentioned model, the psychodynamic concepts are not intended to 
replace or improve the current axis II, but are considered to be supplementary. 
It has been advocated that the major advantage of the assessment of psychody-
namic personality factors concerns the more specific relation to treatment 
planning and the therapeutic process (Gabbard et al., 2002; PDM Task Force, 
2006).
Following the tradition of Sigmund Freud, psychoanalysts are strongly inclined 
to start the development of concepts with direct observations during the ther-
apeutic process in a limited number of individual patients. Based on these 
observations, concepts are formulated, refined and theoretically elaborated. 
Ultimately, this has resulted in various, in part complementary, theories on the 
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structure of personality such as ego-psychology, object-relation theory, self-
psychology. They share a strong relationship with the therapeutic process and 
are beneficial to understand symptoms against the background of an individual 
patient. 
However, psychodynamic theory has suffered from a lack of consensus in defin-
ing key concepts and in difficulties in its operationalization. For a long time, 
psychoanalysis has focused mainly on the theoretical elaboration of concepts 
and has paid little attention to the search for evidence by collecting empirical 
data. This has delayed the development of a scientific basis for psychoanalysis 
and it undermines its academic acceptability, despite the commonplace use of 
the concepts in clinical practice, also outside psychodynamically orientated 
settings. 
Nevertheless, in the last decades various methods have emerged to measure 
psychodynamic personality factors. Instruments that provide an overall view of 
psychodynamic personality diagnosis are for instance the structural interview 
of Kernberg (1984) and the Karolynska profile (Wynrebb 1991). In these instru-
ments various psychodynamic concepts are determined and integrated. The 
recently published Psychodynamic Diagnostic Manual (PDM Task Force 2006) 
integrates many scientific and clinical data with regard to psychodynamic con-
cepts, but has not yet been empirical tested.
The main scientific progress has been made in the measurement of specific psy-
chodynamic concepts such as object-relationships (Huprich, 2003) and defense 
styles (Bond, 2004). For the defense styles this has led to the proposal in DSM
IV (APA, 1994) to incorporate a separate axis (Defense Functioning Scale). 
A central and distinctive feature of the psychoanalytic approach is to adopt a 
developmental perspective on personality. This implies that personality grows 
during life, alongside a line of increasing maturity. It is recognized that the 
intrapsychic and relational level of functioning in an individual are ultimately 
determined by the interplay of immature and mature characteristics. Therefore 
both pathological and healthy features of personality need to be determined in 
order to obtain a balanced view on the structure of personality and its role in 
the therapeutic process. In this thesis we use the Developmental Profile which 
is specifically designed to address this developmental perspective on personal-
ity and also permits the study of specific concepts such as object relations or 
defense style separately. 

5. Developmental Profile (DP)

The DP is a Dutch instrument based on a semi-structured interview. It meets 
the above-mentioned standards of an hierarchical view on personality develop-
ment. It provides an analysis of strengths and weaknesses of personality along 
various developmental lines. It represents an attempt to standardize psychody-
namic diagnostics in order to make it more accessible for empirical validation. 
The aim of the DP is explicitly to provide guidelines for the goals and planning 
of treatment. Operationalizations are therefore closely related to a clinical per-
spective (Abraham 1997; Abraham et al. 2001). 



The DP presents an integrated overview of psychodynamic personality diagnosis 
in an individual patient. This includes developmental lines such as self-image, 
object relations, needs, defensive functioning and norms. It yields hierarchical 
scores reflecting the degree of maturity on a certain developmental line, sum-
marized in an overall score. Two studies in the overall psychometric properties 
of the DP are presented in this thesis (Chapter 6 and 7).
We studied the predictive value of the developmental lines referring to object-
relational functioning (ORF) and defense styles separately. The first argument 
for doing so is, that object relationships and defense reflect different clini-
cal perspectives on personality development. The former reflect relationships 
with others and the latter a more individual capacity to react to stress. It is not 
known to what extent they are interrelated, but integrating them in one score 
might mask potential differences in the predictive values of these concepts.
Secondly, this approach facilitates comparison with the existing literature, as 
object relationships and defense are almost always discussed separately. Fur-
thermore, it allows us to investigate some additional research questions. Theo-
retically, the maturity of object relationships might have consequences for the 
actual relationship between therapist and patient. This working alliance has 
been demonstrated to be a consistent predictor for outcome of treatment but its 
interplay with the pre-existent level of maturity of object relationships requires 
further exploration (Huprich and Greenberg, 2003). 
With respect to defense, the Defense Style Questionnaire (DSQ) is the most fre-
quently used measure (Bond, 2004). This is a self-report instrument. However, 
defense mechanisms are largely unconscious psychological processes and a self-
report questionnaire can only reflect the conscious derivates. The relationship 
with observer-rated defense, generally considered to be the ‘gold standard’, is 
not sufficiently well known. In this thesis, both the DSQ and the observer-rated 
method of the DP are applied, which enables us to explore the relationship 
between these two methods in order to determine defense.

6. Short-term Psychodynamic Supportive Psychotherapy (SPSP)

In all the treatment studies of this thesis, SPSP is the psychotherapy of choice. 
The aim of SPSP is to cure depression and to reduce the patient’s vulnerability 
to depression (de Jonghe 2005).
SPSP emphases the relational etiology and significance of depression in an 
individual patient. This implies that not only the actual interpersonal relations 
are discussed, but also the intrapersonal relationship that stems from the past, 
and acts as a mould upon new relationships, both with others and with oneself. 
The therapeutic action of SPSP is assumed to be linked to the experience of a 
‘relational dissonance’ between two contradictory relationships simultaneously 
felt in the therapeutic situation. One is determined by moulds resulting from 
past relationships; the other by the present relationship with the therapist, in 
which the patient will experience adequate support that fosters developmental 
progression. 
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Discourse levels 
Specific to SPSP is the distinction of eight levels of discourse that serve to struc-
ture and foster the therapeutic process. The therapy starts with levels one and 
two, focussing on the patient’s physical and psychological symptoms and com-
plaints and the influence of life circumstances on the depressive symptoms. 
Interventions at these levels are mainly supportive, such as encouraging adap-
tive coping mechanisms, supporting guilt-reducing thoughts or giving praise 
or advice.
At the third level the focus shifts form life circumstances to actual relational 
problems associated with the depressive symptoms. At the fourth level one 
or more relational patterns in the life of the patient are discussed that may 
contribute to the onset or persistence of depressive feelings. If indicated and 
possible, at the fifth level, the focus proceeds to the patient’s own contribu-
tion to the ongoing existence of these patterns. The sixth level focuses on 
an epigenetic explanation of level five and concerns how past relationships 
persist in the patient’s current life. At the seventh level, the relationship the 
patient maintains with himself is regarded as a consequence of identifica-
tion with these internal-interpersonal relationships stemming from the past. 
Level 8 concerns the manifestations of the problems at the former levels in 
the relationship with the therapist. These transference manifestations are rec-
ognized and if necessary adapted to improve the therapeutic process, but not 
interpreted. 
In particular at the higher levels the therapist may use more interventions to 
facilitate insight, such as confrontation or clarification. SPSP usually starts at 
level one and in many cases proceeds to level five. The levels six and seven are 
reached considerably less often. 
It is important to mention that these levels are an attempt to structure the 
steps one can take in the therapeutic process. It is not the intention to reach 
the highest level in every patient. The aim is to address the level that is nec-
essary for the patient, is in line with his psychological capacities and is ben-
eficial to the relief of depression. This means that SPSP can be placed on a 
variable point on the expressive- supportive continuum, and that the thera-
pist is allowed to adopt a more supportive or more interpretative stance, if 
appropriate.

7. Patient sampling

JellinekMentrum Depression Research Project 

The main body of this thesis is based on the results of four efficacy trials consecu-
tively conducted by the JellinekMentrum Depression Research Group at two out-
patient departments of JellinekMentrum Mental Health Care in Amsterdam1.
All trials were designed to determine the relative efficacy of SPSP in adult 
patients with moderately severe major depressive disorders. The studies were 
identical with respect to methodological and procedural aspects. Patients were 



treated for 6 months. In all trials the independently assessed 17-item Hamilton 
Rating Depression Scale (HAM-D) was applied.
The first trial (de Jonghe et al., 2001) compared antidepressants alone with 
combined therapy (antidepressants plus SPSP). Patients started treatment with 
fluoxetine. It was concluded that combined treatment was more acceptable, 
appeared to have a lower drop out rate and a better response. In the second trial 
(Dekker et al., 2005) the efficacy of antidepressants with either 8 sessions or 16 
sessions SPSP were compared. All patients started with venlafaxine. Immedi-
ately after treatment no significant differences in symptom improvement could 
be demonstrated. The third trial (de Jonghe et al., 2004) compared the efficacy 
of combined therapy and SPSP alone. Again patient venlafaxine was used in 

was 40% versus 31% for SPSP alone. Although suggestive, this difference was 
not statistical significant. 
In the pooled data of these three trials the predictive value of baseline socio-
demographic characteristics and depression features, and of response after 2 
months of treatment was explored (chapters 3, 4 and 5). 
The fourth trial concerns a partially randomized preference trial with a sequen-
tial strategy. This means that the trial started with an RCT comparing phar-
macotherapy alone with SPSP alone (Dekker et al., 2008). Patients not willing 
to participate in the randomization procedure could opt for their treatment 
of choice. The sequential strategy of the treatment algorithm included the 
addition of an antidepressant (venlafaxine) in case of poor response after 2 
months of treatment. The relative efficacy between patients who started psy-
chotherapy after randomization and those who chose psychotherapy is reported 
(chapter 8). 
On the basis of this patient sample we explored the predictive value of psy-
chodynamic personality diagnosis as measured with the Developmental Profile 
for course and outcome of treatment. This will be reported for object relation-
ships and defense styles separately (chapters 9 and 10).

Developmental Profile Research Project

Before the application of the DP in the Mentrum studies, the general psycho-
metric aspects were investigated. For this purpose the data were pooled of 
patients from various sites in the Netherlands where the DP was administered 
for use either in daily clinical practice or in research. The sites were: University 
of Leyden, Department of Psychiatry; Symfora Group Amersfoort, Department 
of Clinical Psychotherapy; Erasmus MC Rotterdam and a number of private 
practices (chapters 6 and 7) .

8. Aims and research questions

In the light of these background considerations two general aims are formu-
lated that are elaborated in nine research questions (Q.). 
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Aim I. Patient characteristics and outcome of depression treatment 

To gain a better understanding of the predictive value of patient characteristics 
for outcome in the treatment of depression with SPSP, antidepressants or a 
combination of both. 

Q.1 What is the evidence in literature for the influence of sociodemographic 
characteristics and depression features on outcome of depression treat-
ment? 

Q.2 What is the influence of sociodemographic characteristics and depression 
features for outcome of SPSP, antidepressants and their combination? 

Q.3 Which patients are at risk for complete treatment failure?
Q.4  Does early response predict final outcome in psychotherapy and com-

bined therapy for major depression? 

Aim II. Psychodynamic diagnosis and psychotherapy for depression

To explore the influence of psychodynamic personality diagnosis for outcome 
of SPSP.

Assessment: The Developmental Profile (DP) 

Q.5 What is the theoretical basis of the DP? How is the information collected 
and interpreted? What are the psychometric properties? 

Q.6 What is the interrater reliability and construct validity of psychodynamic 
personality diagnosis according to the DP?

Treatment: Short-term Psychodynamic Supportive Psychotherapy (SPSP) 

Q.7 What is the outcome of SPSP in a partly randomized by-preference trial 
with a sequential strategy? 

Prediction: Object Relationships and Defense Styles

Q.8  To determine the association of object relationships with working alliance 
and outcome of SPSP.

Q.9 To determine the association of self-reported defense and observer rated 
defense with outcome of SPSP

9. Contents of the thesis

The nine research questions are addressed in the following studies: 

Chapter 2
Predicting outcome of depression treatment with antidepressants and psycho-
therapy: A qualitative systematic review
This review seeks to explore the consistency of findings across primary studies 
with regard to the association between easily identifiable patient characteristics 



and the outcome of commonly used treatment options. Treatments examined 
include tricyclic and modern antidepressants, cognitive behaviour therapy and 
interpersonal/psychodynamic psychotherapy. 

Chapter 3
Predicting remission in the outpatient treatment of major depressive disor-
ders
This study consists of a post hoc analysis of the pooled data of three RCTs on 
the treatment of outpatients with major depressive disorder. The predictive 
value of easily identifiable sociodemographic characteristics and depression 
features are investigated, both across treatments and for pharmacotherapy, 
psychotherapy and combined therapy separately. 

Chapter 4
Identifying patients at risk for complete nonresponse in the outpatient treat-
ment of depression.
In this chapter, the frequency of complete nonresponse in the treatment of 
depression treatment is determined, both across treatments and for combined 
therapy, psychotherapy and pharmacotherapy separately. The associations with 
sociodemographic factors and depression characteristics is explored in order to 
identify patients at risk for nonresponse. 

Chapter 5
Does early response predict outcome in psychotherapy and combined therapy 
for major depression?
The aim of this study is to investigate the predictive value of early response, 
defined as a decrease of more than 25% on a depression rating scale after 8 
weeks of treatment, for outcome of SPSP or combined therapy. 

Chapter 6.
The developmental profile
This chapter contains a description of the theoretical background of the Devel-
opmental Profile, the manner in which information is collected, interpreted 
and used in treatment planning. It also reports on an exploration of the psy-
chometric properties of the instrument: internal reliability, interrater relia-
bility, homogeneity (expressed as item-remainder correlation) and construct 
validity. In addition, the hierarchical arrangement of the levels was tested. 
The sample consisted of different patient groups from various sites in the 
Netherlands.

Chapter 7. 
The developmental profile: Preliminary results of interrater reliability and 
construct validity 
The research questions for this chapter are firstly, whether the assessment of the 
DP by various raters is sufficiently reliable to warrant its use in clinical practice. 
Furthermore, whether the DP makes it possible to distinguish between psychi-
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atric patients treated on a ward for clinical psychotherapy, medical patients 
admitted in a general hospital and normal controls (dental patients).

Chapter 8
Effectiveness of a partially randomized by preference trial with a sequential 
design in the psychotherapeutic treatment of depression.
The feasibility, course and outcome of SPSP is studied in a randomized clinical 
trial with a sequential strategy. The latter includes the addition of an antide-
pressant in cases of early non response. Patients not willing to be randomized 
were included in their treatment of choice. This allows us to explore the influ-
ence of patients’ preference on outcome as well.

Chapter 9
Predictive value of object relations for the working alliance and the outcome 
of psychotherapy for depression: An exploratory study. 
Based on the sample described in chapter 8, the object relational functioning 
of 81 depressed patients was rated by using the Developmental Profile before 
starting treatment. The association between object relational functioning 
and both the working alliance during treatment and final outcome of SPSP is 
explored as well.

Chapter 10
Predictive value of self-reported and observer rated defense style in psycho-
therapy for depression. 
In this chapter we reported on the defensive functioning of the same sample of 
81 depressed patients and explored the predictive value for outcome of SPSP.
In addition, the relationship between a self report measure for defense (DSQ) 
and an observer rated method (DP) are investigated.

Chapter 11.
General Discussion
The last chapter contains a critical review of the main findings. The general 
methodological considerations focus on patient sample, post hoc design, the 
use of the HAM-D as outcome measure and the DP as instrument to obtain 
a psychodynamic diagnosis. What follows is an evaluation of the significance 
of patient characteristics for outcome, what may be learned from the predic-
tive studies about SPSP and a short discussion on some theoretical aspects of 
the DP. Finally, clinical implications are formulated leading to recommenda-
tions for future research. In the epilogue a ‘real world’ patient (and therapist) 
appear. 

1  The trials were supported by unrestricted educational grants from Eli Lilly Nederland 
and Wyeth pharmaceuticals. These companies had no role in collection, analysis and 
interpretation of data or in writing the papers.



References

Kessler, RC, Berglund P, Demler O et al. (2003). The epidemiology of major depres-
sive disorder: Results from the National Comorbidity Survey Replication (NCS-R). 
JAMA; 289: 3095-105.

Fava, G.A., 2006. The intellectual crisis of psychiatric research. Psychother Psychosom. 
75, 202-208.

Ustün TB, Ayuso-Mateos JL, Chatterji S et al. (2000). Global burden of depressive dis-
orders in the year 2000. Br J Psychiatry 184:386-392.

Greenberg PE, Birnbaum HG (2005). The economic burden of depression in the US:
societal and patient perspectives. Expert Opin Pharmacother 6: 69-76.

American Psychiatric Association (2000). Practice guidelines to the treatment of 
patients with major depressive disorders 2th ed Washington (DC): American Psy-
chiatric Press.

Paykel ES (1998). Remission and residual symptomatology in major depression. Psy-
chopathology; 31:5-14.

Rush J, Trivedi MH, Wisniewski SR et al. (2006). Acute and longer-term outcomes in 
depressed outpatients requiring one or several treatment steps: A STAR*D report. 
Am J Psychiatry 163:1905-1917. 

Sotsky SM, Glass DR, Shea MT et al. (1991). Patient predictors of response to psycho-
therapy and pharmacotherapy: Findings in the NIMH Treatment of Depression Col-
laborative Research Program. Am J Psychiatry; 148: 997-1008. 

Viinamäki H, Tanskanen A, Haatainen L et al. (2000). Effect of somatic comorbidity on 
alleviation of depressive symptoms. Aust N Z J Psychiatry; 34: 755-761.

Meyers BS, Sirey JA, Bruce M et al.(2002). Predictors of early recovery from major 
depression among persons admitted to community-based clinics. Arch Gen Psychia-
try; 59:729-735.

Keller MB, McCullough JP, Klein DN et al. (2002). A comparison of nefazodone, the 
cognitive behavioral-analysis system of psychotherapy, and their combination for 
the treatment of chronic depression. N Engl J Med; 342: 1462-1470.

Trivedi MH, Rush AJ, Wisnieski SR et al. (2006). Evaluation of outcomes with citalo-
pram for depression using measurement-based care in STAR*D: Implications for 
clinical practice. Am J Psychiatry; 163: 28-40. 

Reynolds CF, Miller MD. Pasternak RE et al. (1999). Treatment of bereavement-related 
major depressive episodes in later life: a controlled study of acute and continuation 
treatment with nortriptyline and interpersonal psychotherapy. Am J Psychiatry. 156: 
202-208. 

Thase ME, Greenhouse JB, Frank E et al. (1997). Treatment of major depression with 
psychotherapy or psychotherapy-pharmacotherapy combinations. Arch Gen Psy-
chiatry 54: 1009-1015. 

Jarrett RB, Eaves GG, Grannemann BD, Rush AJ (1991). Clinical, cognitive, and demo-
graphic predictors of response to cognitive therapy for depression: a preliminary 
report. Psychiatry Res 37: 245-260.

Blackburn IM, Moore RG (1997). Controlled acute follow-up trial of cognitive therapy 
and pharmacotherapy in outpatients with recurrent depression. Br J Psychiatry 171: 
328-334. 

Aberg-Wistedt A, Agren H, Ekselus L, Bengtson F, Akerblad A (2000). Sertraline versus 
paroxetine in major depression: Clinical outcome after six months of continuous 
therapy. J Clin Psychopharm 20:645-652.

Blom MBJ (2007). Combination treatment for depressed outpatiens: efficacy and pre-
diction of outcome (Thesis). Amsterdam Vrije Universiteit. 

Nierenberg AA (2003). Predictors of response to antidepressants. General principles 
and clinical implications. Psychiatr Clin N Am 26: 345-352.

Anand A, Li Y, Wang Y et al. (2005). Antidepressant Effect on Connectivity of the Mood-
Regulating Circuit: An fMRI Study. Neuropsychopharmacology 30: 1334–1344.

22 Chapter 1



Introduction 23

Hamilton KE, Dobson KS (2002). Cognitive therapy of depression: pre-treatment patient 
predictors of outcome. Clin Psychol Rev 22: 875-893.

Newton-Howes G, Tyrer P, Johnson T (2006). Personality disorder and the outcome of 
depression: meta-analysis of published studies. Br J Psychiaty 188:13-20.

Mulder RT (2002) Personality pathology and treatment outcome in major depression: 
A review. Am J Psychiatry 159; 359-371.

Widiger TA, Simonsen E, Krueger R et al. Personality disorder research agenda for the 
DSM-V. J Pers Disord 2005; 19: 315-38.

Blasfield RH, Intoccia J (2000). Growth of the literature on the topic of personality 
disorders. Am J Psychiatry 157: 472-473.

Tyrer P, Johnson T (1996). Establishing the severity of personality disorder. Am J Psy-
chiatry 153: 1593-1597.

Verheul R (2005) Clinical utility of dimensional models for personality pathology. 
J Pers Dis 19: 283-302. 

Markon KE, Kruger RF, Watson (2005) Delineating the structure of normal and abnor-
mal personality: an integrative hierarchical approach. J Pers Soc Psychol 88: 139-
157.

Widiger TA, Costa PT, McCrae (2002). A proposal for Axis II: diagnosing personality dis-
orders using the five-factor model. Personality disorders and the Five-Factor Model 
of personality. Costa PT, Widiger TA (ed) American Psychological Association. 

Westen D, Shedler J, Bradley R (2006). A prototype approach to personality disorder 
diagnosis. Am J Psychiatry; 163: 846-856. 

Widiger TA, Simonson E, Sirovatka PJ, Regier DA (ed) (2006). Dimensional models of 
personality disorders. Refining the research agenda for DSM-V. Arlington: American 
Psychiatric Association.

American Psychiatric Association. (1994). Diagnostic and Statistical Manual of Mental 
Disorders. 4th ed. Washington DC: American Psychiatric Press. 

Gabbard GO, Gunderson JG, Fonagy P (2002). The place of psychoanalytic treatments 
within psychiatry. Arch Gen Psychiatry 59; 505-510 

PDM Task Force (2006). Psychodynamic Diagnostic Manual. Silver Spring, MD: Alli-
ances of Psychoanalytic organizations.

Kemberg 0 (1984). Severe personality disorders: Psychotherapeutic strategies. New 
Haven. Cl: Yale University Press.

Weinryb, R. M., & Rissel, R. J. (1991). Karolinska Psychodynamic Profile. Acta Psych 
Scand 83(suppl. 363) 1-23.

Huprich SK, Greenberg RP (2003). Advances in the assessment of object relations in the 
1990s. Clin Psychol Rev 23: 665-698.

Bond M. (2004). Emperical studies of defense style: Relationships with psychopathology 
and change. Harv Rev Psychiatry; 12: 263-278.

Abraham RE (1997). Het Ontwikkelingsprofiel. Een psychodynamische diagnose van de 
persoonlijkheid. Assen: Van Gorkum.

Abraham RE, Van HL, Ingenhoven Th et al. (2001). The Developmental Profile. J Pers 
Disord 15: 457-473. 

Jonghe F de (2005). Kort en Krachtig. Kortdurende Psychoanalytische Steungevende 
Psychotherapie. Amsterdam: Benecke.

Jonghe de F, Kool S, van Aalst G et al. (2001). Combining psychotherapy and antidepres-
sants in the treatment of depression. J Affect Disord 64: 217-229. 

Dekker J, Molenaar PJ, Kool S et al. (2005). Dose-effect relations in time-limited com-
bined psycho-pharmacological treatment for depression. Psych Med 35: 47-58.

Jonghe de F, Hendriksen M, Aalst van G et al. (2004). Psychotherapy and Combined 
Therapy (pharmacotherapy plus psychotherapy) in the treatment of depression. Br 
J Psychiatry 185: 37-45.

Dekker J, Koelen J, Van HL et al. (2007). Speed of action. The relative efficacy of Short-
term Psychodynamic Supportive Psychotherapy and pharmacotherapy in a sequen-
tial design. J Affect Disord [E pub ahead of printing].





Review 25

CHAPTER 2

Predicting the outcome of antidepressants and 
psychotherapy for depression: 
A qualitative systematic review

Henricus L. Van, Robert A. Schoevers, Jack Dekker 

Harvard Review of Psychiatry (2008). Accepted for publication.



26 Chapter 2

Abstract

Background
As treatment outcomes in depression vary widely it is important to gain a bet-
ter understanding of the predictive value of patient characteristics. However, 
qualitative systematic reviews of the association between easily identifiable 
patient characteristics and outcome for commonly usedtreatment options are 
not available.

Aims
To perform a qualitative systematic review on the association between easily 
identifiable patient characteristics and outcome of antidepressants, cognitive 
behaviour therapy (CBT) and interpersonal/psychodynamic psychotherapy 
(IPP).

Method 
Literature search in Pubmed, PsychINFO and Embase to explore the consist-
ency of findings. 

Results
There were no findings indicating that gender was associated with treatment 
outcome in tricyclic antidepressants (TCA). There are some indications that 
younger patients have a poorer response to TCA, while women in particular 
appeared to have better outcomes in modern antidepressants. Marital status 
may be related to better outcome for antidepressants and in CBT. Longer dura-
tion of depression was identified as a negative predictor, most consistently for 
psychotherapy. In none of the treatment modalities was recurrence a negative 
predictor. The relation between severity of depression and outcome appeared 
to be complex and did not allow to draw a conclusion.

Conclusion
Due to heterogeneity it was not possible to aggregate data in a quantitative 
meta-analysis. However, exploring the consistency of findings a number of 
associations were found that may be clinically relevant. Future studies should 
take into account that predictors may vary across different forms of depression 
treatment.
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2.1  Introduction

Although in general the efficacy of the available pharmacological and psycho-
therapeutic treatments for depression is comparable, at the individual level 
results may vary considerably. It is therefore important to determine which fac-
tors are associated with outcome and to define subgroups of patients for whom 
a treatment modality is helpful or not1. Many studies have looked at biological, 
psychological and social predictors of treatment success but so far they have 
not yielded clinically useful results2.
This may in part be due to methodological differences, such as the way vari-
ables are measured or the nature and number of confounders that studies have 
controlled for. Due to this heterogeneity, aggregating data of primary studies in 
meta-analyses on predictive factors is not considered to be meaningful, except 
where original data drawn from registration studies for antidepressants could 
be used. Furthermore, many studies report on predictive factors of depression 
treatment in general and were not designed to determine the differential value 
of predictors between treatments.
In case of psychotherapy, the influence of both easily identifiable patient charac-
teristics and more difficult to measure clinical concepts such as object relational 
functioning3, parental bonding4 or psychological mindedness5 has been investi-
gated more extensively6. This has contributed significantly to the understanding 
of the determinants of the therapeutic process and their relation to outcome. 
Psychotherapy is by nature characterized as an interactive process permitting 
to adjust interventions to the psychological level of functioning of the patient. 
Therefore, the exploration of the responsiveness of the therapist to patient vari-
ables and behavior (Stiles, Honos 1998) needs to be addressed as well. It has 
been argued that such interactions might even be more relevant for outcome in 
psychotherapy than the single-patient variables or diagnostic categories6.
Nevertheless, in daily practice, diagnostic categories remain the primary focus 
in psychiatry and a main question for clinicians is whether specific patient vari-
ables should be taken into account when selecting the optimal treatment for 
an individual patient. From this perspective, more easily identifiable patient 
characteristics can be considered as potentially helpful.
The current review seeks to explore the influence of sociodemographic fac-
tors and depression characteristics on outcome of commonly used treatment 
options for depression. These include tricyclic and modern antidepressants, 
cognitive behavior therapy and time-limited interpersonal or psychodynamic 
psychotherapy. 

2.2  Method

Selection of articles
The articles were identified by conducting a systematic literature search in the 
Ovid databases of Pubmed, Psychinfo and Embase for the period 1990-2006 
using the search terms: predict$, depres$, treatment, outcome and response, 
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The terms antidepressants, psychodynamic psychotherapy, interpersonal ther-
apy and cognitive behavioral therapy were also combined in separate searches 
with the candidate predictors: gender, age, education, employment, marital 
status, severity, chronicity and recurrence. Articles were also found through 
cross-references. 
The inclusion criteria were: unipolar, non-psychotic depression according to 
DSM-III (R) or DSM-IV, age between 18-65 and out-patient treatment. Treat-
ment was required to be clearly defined and properly implemented. A require-
ment for inclusion was therefore that the articles had to state at least whether 
a treatment protocol had been followed. The antidepressants (AD) were catego-
rized as tricyclic antidepressants (TCAs) and modern antidepressants (SSRIs
and SNRIs). The forms of psychotherapy were time-limited and categorized as 
cognitive behavior therapy (CBT) or interpersonal/ psychodynamic psycho-
therapy. Interpersonal Therapy (IPT) was assigned to the latter. Included stud-
ies needed to report predictors for different forms of treatment separately. All 
papers were independently assessed by two reviewers and data were included 
on the basis of consensus discussions.
A number of studies also provided other variables beyond the scope of this 
review. However, only the results reporting on the above variables are given 
here. To limit a potential influence of these factors as confounders or medi-
ators, we therefore abstracted the results from univariate analyses where 
available. If publications referred to the same original data, the paper pro-
viding most information was selected. Studies with fewer than 25 patients 
receiving one form of treatment were excluded because of the risk of a type 
II error. If studies used different instruments to determine depression 
severity (self-reporting questionnaires, interview methods, rating scales) 
the data from semi-structured interviews – usually the Hamilton Depres-
sion Rating Scale (HAM-D) – were selected where available. Meta-analyses 
are discussed separately and treated as additional to the review of primary 
studies.

Assessing the impact of predictors
The consistency of findings was determined by counting how often these pre-
dictors had favorable, unfavorable or no effects on outcome for the differ-
ent treatment modalities. In particular, if findings were conflicting, a more 
concise assessment of the quality of the original studies – consisting of, for 
instance, a discussion of the size and characteristics of the patient popula-
tion or the statistical analysis – is given in order to arrive at a more balanced 
appraisal. 
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2.3  Results

Number of studies and exclusion
On the basis of the search terms and by applying the inclusion criteria, we iden-
tified 51 studies. We added another 10 studies identified from cross-references 
and one study from our own research group8. Articles were excluded on the fol-
lowing grounds: Naturalistic studies that analyzed several treatments together 
or concern treatment modalities that were not sufficiently clear described to 
assign them to one of the conditions (11 x); Controlled trials concerning other 
treatment options such as stepped care collaborative programs consisting of 
various interventions, MAO inhibitors, group psychotherapy or CBASP (9 x)’; 
No clear outcome measure (4x); No outpatients (5x); Fewer than 25 patients 
in a treatment condition (3x); Patients with psychotic symptoms (2x); Patients 
younger than 18 or older than 65 years of age (5x). Two studies9,10 with a small 
percentage of patients older than 65 were not excluded because, among other 
reasons, both articles stated that age did not have any effect. There were two 
reports on the NIMH study from the early 1990s. Sotsky et al.11 describes a large 
number of predictors; Elkin et al.12 focused on the implications of depression 
severity. The latter study was used only for the discussion of this factor. 
Table 1 provides an overview of the 22 included primary studies. Table 2 shows 
the ratio of numbers of studies with favorable and unfavorable influence of a 
predictor per total number of available studies that reported on this predictor. 
The three meta-analyses in antidepressants are summarized separately in table 
3. They do not contain data of the included primary studies. 

Results by predictor

Gender
Antidepressants. Of the seven included primary studies looking at TCAs, only 
Kornstein et al.23 reported a modest gender effect: 62% of the men responded to 
imipramine, as compared to 46% of the women. In addition, the meta-analysis 
from Wohlfahrt et al.31 based on the original data from 30 registration studies 
of TCAs did not find a gender influence..
In six of the eight modern antidepressants included, it was found that women 
were more likely to respond than men 9,20,21,23,24,25. The two largest studies in this 
series reported odds ratios around of 1.520,21. Furthermore, an interaction with 
age may play a role. All three studies that reported on such an interaction founded 
an indication for an improved response in younger women23,241,25 although the 
studies varied in cut-off age: 25 years, 40 years and pre-post menopausal. 
Psychotherapy. Five psychotherapy studies reported on gender. No influence 
was found in cognitive behavioral therapy in three studies11,26,27. The results 
were contradictory for interpersonal psychodynamic therapies.The NIMH study 
reported that IPT was more effective in men11, without, incidentally, providing 
quantitative support for this finding. In a study of Short-term Psychodynamic 
Supportive Psychotherapy (SPSP), on the other hand, the chance of women to 
achieve remission was enhanced8.
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Table 2: Number of studies with influence of a predictor per total available 
studies.

 TCA Modern AD CBT IPT/PP

Gender 1  6  0  1
(ref. )  7  8  3  2
 0  0  0  1 

Age 2  0  0  0
(  older + predictor)  6  6  3  2
 0  2  0  1

Marital status 2  0  2  0
(ref. married)  3  3  3  3
 0  0  0  1

Employment 0  2  0  0
(ref. yes)  2  3  1  1
 0  0  0  0

Education 0  1  0  0
(  higher + predictor)  1  3  1  1
 0  1  0  0

Duration 0  0  0  0
(  longer + predictor)  5  4  1  2
 1  2  0  2

Recurrence 0  0  2  0
(ref. yes)  4  3  3  2
 0  0  0  0

Severity 1  0  1  2
(  more + predictor)  5  4  5  4
 3  2  3  0

 *  N positive studies 
       N Total studies for that predictor     
    N negative studies 

} } } }

} } } }

} } } }

} } } }

} } } }

} } } }

} } } }

} } } }

} 

Age
Antidepressants. In four of the six studies in TCAs reporting on the effect of 
age, no correlation was found with outcome. Likewise in the above mentioned 
meta-analysis with a cut-off age of 50 years, no difference was found31. The 
study of Joyce et al.24 reported that patients under 25 years had a less optimal 
response to nortriptyline. In a selected group of treatment-resistant depressed 
patients, Papakostas et al.17 found a lower average age for non-responders (39.1 
compared to 44.0 years). In modern antidepressants age was only found to be 
associated with outcome in women. 
Psychotherapy. Four studies reported on age and the effect of psychotherapy. 
Three studies on CBT found no effect11,26,27. The SPSP study found that younger 
patients showed more improvement8, and an IPT study reported no effect of 
age11. 
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Marital status
Antidepressants. Differences according to marital status were found in two of 
the five studies on antidepressants that reported this predictive factor. Both 
studies indicated that married patients responded better to either imipramine11 
or citalopram21 in comparison to unmarried patients. 
Psychotherapy. . In two of the three studies on CBT, married patients responded 
better than unmarried patients11,14. On the other hand, in the case of IPT in the 
NIMH study, it was precisely unmarried patients who benefited more11 but in 
two other interpersonal/ psychodynamic studies, marital status was not linked 
to outcome8,29. 

Work 
Antidepressants. There were five studies that looked at the possible link between 
employment status and results obtained with antidepressants. In the two larg-
est of these studies, both dealing with modern antidepressants20,21 employed 
patients responded better. 
Psychotherapy. This factor was examined only once for both forms of psycho-
therapy and no association was found8,26.

Education
Antidepressants. Four studies addressed the association between level of edu-
cation and outcome. In treatment-resistant depressed patients, education was 
not a predictor of the effect of a TCA17. One of the three studies using modern 
antidepressants found that patients with a lower level of education improved 
more after treatment in terms of social functioning than patients with a higher 
level of education19. In contrast, the STAR*D study found the reverse: higher 
educated patients responded better21. In both studies, this factor remained 
significant after logistic regression analysis, entering potential mediating fac-
tors such as baseline social adjustment scores, employment, income, race or 
severity of depression. 

Table 3:  Meta-analysis of antidepressants for influence of predictors.

Study Treatment (N) Association Outcome Predictor 

Entsuah10 Venlafaxine (N=930) /  Subgroup HDRS  No influence:
 placebo (N=500).  differences MADRS  Age
 6 phase II and III studies  Fisher exact  CGI  Duration
  test  Severity

Khan30 Fluoxetine, sertraline,  Product HDRS  Higher initial
 paroxetine, venlafaxine,  moment  severity
 nefazodone, mirtazapine/  correlation  > difference
 placebo. (45 trials)   antidepres-
    sants-placebo

Wohlfahrt31 Imipramine, amitryptyline,  Regression HAM-D No influence:
 placebo (N= 3,886;  analysis Remission Gender
 30 trials)  Response Age
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Psychotherapy. Both forms of psychotherapy were covered in one study respec-
tively and level of education was not found to be a predictive factor8,26.

Depression characteristics

Duration
Antidepressants. Out of the five studies in TCAs that reported on duration, one 
found that depressions lasting for more than two years responded less well to 
treatment24. In the remaining four studies no association with duration was 
reported. Two of the four studies dealing with modern antidepressants found 
that more chronic depressions responded less well. In the venlafaxine meta-
analysis10 no influence of duration of depression was reported. 
Psychotherapy In all three psychotherapy studies, duration of depression was 
identified as a negative predictor. For both CBT and IPT, the NIMH study found 
that patients who had been depressed for more than six months responded less 
favourably11. The study of SPSP showed that patients who had been depressed 
for more than one year responded less well8. The duration of the present epi-
sode was also a negative predictor in patients with a recurrent depression 
treated with IPT29.

Recurrence 
Antidepressants. In five of the six studies using antidepressants, outcome was 
not dependent on the number of previous depressive episodes7,11,20,21,22. A
study of TCAs showed that remission after treatment with desipramine actu-
ally increased with the number of relapses: from 31% for the first depression 
episode to 54% for patients with three or more relapses, although after covari-
ance analysis controlled for initial severity and duration of treatment, this was 
no longer statistically significant15.
Psychotherapy. There are no reports indicating that recurrent depressions 
respond less well to either form of psychotherapy. The NIMH study found 
that CBT patients with recurrent depression actually responded better11.
Another study of CBT also indicated that this was the case and that the aver-
age number of episodes was 2.5 for responders and 1.5 for non-responders, 
although this was no longer a significant predictor in multivariate analysis26.
Two interpersonal/ psychodynamic studies found that relapse did not play a 
role8,11.

Severity
Firstly, when evaluating depression severity as a predictor, a general finding 
must be discussed. Patients with a more severe depression are more likely to be 
excluded from most studies, not only on the basis of their depression score, but 
also because of other severity characteristics such as suicidality, the presence of 
psychotic symptoms, or being too ill to participate. Therefore it had to be taken 
into account that the results do not concern these types of patients. 
Antidepressants. The search strategy we used identified five studies dealing 
with TCAs. The outcome measure in all of these studies was remission. In three 
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studies the probability of remission appeared to be lower for patients with more 
severe depressions14,15,16 and in one study more severely depressed patients had 
better outcomes12.
In two primary studies of modern antidepressants remission was more difficult 
to achieve for more severely depressed patients19,21; the other two found no 
effect9,20.
In two mega-analyses in modern antidepressants, severity was examined. 
Entsuah et al.10 reported on the basis of six placebo-controlled studies that 
mild to moderate and severely depressed patients benefited from venlafaxine 
in an equal manner. By contrast, a meta-analysis of 45 trials from the database 
of the Food and Drug Administration suggested a positive correlation between 
initial severity on the HDRS and outcome (r = 0.45, p< 0.001)30.
Psychotherapy. . In the case of psychotherapy, the most striking finding was 
again the variation in the influence of severity. Three out of the five studies 
dealing with CBT found a negative correlation between severity of depression 
and effect of therapy12,26,27. One study concluded that more severely depressed 
patients actually achieved remission14. However, this study concerned only 
12 patients with severe depression (HDRS > 20). Finally, one study found no 
correlation with severity, but concluded that treatment of severe depression 
took more time28. Four interpersonal/ psychodynamic studies are available. 
The first analysis of the NIMH data did not report a link between severity of 
depression and the result of IPT. Still, a correlation was found between the 
outcome of IPT and severity of social dysfunction11. A repeat analysis of the 
same data using a different statistical technique showed that, in addition to 
these general measures for social dysfunction, the patients with higher HDRS
scores responded better to IPT12. Three studies did not find an association 
with depression severity using either remission8,16 or symptom alleviation28 as 
outcome measure. As stated above, the latter study found that a longer period 
of treatment was needed in more severely depressed patients.

2.4  Discussion

To our knowledge the current study is the first that intends to explore in a 
systematic way the differential predictive value of easily identifiable sociode-
mographic characteristics and depression features in both antidepressants and 
psychotherapy. The study revealed some trends but at present it is not clear to 
which extent differences could be attributed to methodological heterogeneity 
between studies. Nevertheless, the relevance of predictors in single studies has 
been demonstrated, and summarizing them in a review indicates that the influ-
ence of some predictors may vary depending on the treatment modality.

Sociodemographic characteristics
Gender was not associated with treatment outcome in TCAs. There are some 
indications that younger patients have a poorer response to TCA, while this is 
not the case in modern antidepressants. Young women in particular appeared to 
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have better outcomes. This may have several explanations. It was hypothesized 
that atypical symptoms of depression are more common in women, and these 
symptoms respond better to modern antidepressants23. It has also been postu-
lated that female sex hormones influence the effect of serotonergic antidepres-
sants. This hypothesis is supported by indications that oestrogens increase ser-
otonergic activity32. Furthermore, oestrogen supplements enhance the effect of 
fluoxetine in post-menopausal women33. Although fewer psychotherapy studies 
are available, gender and age appeared to be of no influence in CBT, while the 
results for interpersonal/ psychodynamic therapieswere conflicting. 
Married patients appeared to benefit more from treatment with either antide-
pressants or with CBT. Hamilton and Dobson34 suggest that married people 
both receive more social support and possibly have better social skills, which 
might be helpful in recovering from depression. In psychodynamic therapies 
marital status had no influence and one study even reported more favorable 
outcomes in unmarried patients. One could speculate that this is on account 
of the distinctive characteristics of interpersonal/ psychodynamic therapies, 
such as the emphasis on improving relational functioning, which might favor 
unmarried persons more. 
Spillmann et al.18 found that patients with lower education did benefit more in 
terms of psychosocial functioning after treatment with fluoxetine. The authors 
explained this somewhat counterintuitive finding by the poorer psychosocial 
functioning of lower educated patients at baseline, which permits a more sub-
stantial relative improvement. In contrast, full remission was less likely to be 
achieved by less educated patients in the STAR*D study21. Taken together this 
suggests that, although lowly educated patients may benefit more from antide-
pressant treatment in terms of improvement of psychosocial functioning, full 
remission, i.e. the virtual absence of depressive symptoms, appears to be more 
difficult to achieve.

Depression characteristics
Duration was identified as a negative predictor in three of the antidepressant 
studies and in all psychotherapy studies and was never a predictor of positive 
outcome. This confirms clinical lore that the chance that a chronic depression 
will turn out to be refractory is enhanced. As a consequence, the question may 
arise whether it is therefore preferable to treat such patients more intensively, 
for instance with a combination of antidepressants and psychotherapy. There 
are no studies that directly compare the differential efficacy of combined versus 
single treatment in chronically and non-chronically depressed patients35. How-
ever, combined treatment has proven to be more effective than monotherapy 
with antidepressants or psychotherapy in chronically depressed patients36.
Duration was also found to be a negative predictor for psychotherapy but not for 
combined therapy8. Taken together, we think therefore that combined therapy 
should be the first treatment option for chronic depressions.
Another consistent finding was that outcomes were not poorer for recurrent 
depression in comparison with first depressive episodes, and were sometimes 
even better. In this sense, the hypothesis of Post37 that recurrent episodes not 
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only become more independent of actual psychosocial factors and stress but 
also increase the risk of treatment resistance, was not supported. 
In most antidepressant studies more severely depressed patient appeared to 
have less favorable outcomes. However, the relationship between severity of 
depression and outcome may be in part dependent on different outcome defi-
nitions across studies. In four of the six studies (3 TCA, 1 modern antidepres-
sant) that adopted remission as outcome definition, more severely depressed 
patients showed less favorable outcome rates. It is possible that there is a “ceil-
ing” effect: remission is more difficult to achieve at higher depression scores, 
but symptom improvements actually emerge more readily. Together with the 
above mentioned influence of severity of depression on the selection of the 
patient samples, we believe conclusions with regard to this predictor cannot be 
drawn.

Limitations
This review has a number of limitations. First of all, counting the number of 
studies that yield positive or negative associations of a specific predictor with 
outcome is a very global estimate. It does not provide more detailed informa-
tion about the strength of correlations. Secondly, the primary studies showed a 
relatively wide variation in the number of variables and also included variables 
which we did not investigate. This may have influenced outcome. We therefore 
opted for the results of univariate analyses, if reported. Is conceivable that 
interaction between the variables plays a role as was demonstrated for gender 
and age in studies on antidepressants. However, we did not find other studies 
that reported on such effects. Third, most of the studies examined predictors 
without placebo controls. It is therefore not possible to differentiate between 
naturalistic course of depression and effect of treatment. An overall limitation is 
the relatively small number of studies, particularly in the area of psychotherapy. 
It could not be excluded that an additional handsearch strategy of all available 
literature on depression treatment would have elicited data with respect to 
predictors that were not found with the current method. However, in two com-
parable reviews no other studies were found neither. Hamilton and Dobson34

reviewed predictors of Cognitive Therapy of depression, Gijsbers van Wijk38

on gender and depression treatment. Both noted this was problematic, in par-
ticular in view of the high prevalence of depression and the disproportionately 
large female/male ratio in efficacy studies. 
It has been questioned whether IPT may be classified as psychodynamic ther-
apy39. However, due to the inclusion criteria the therapies included in this 
review also have important similarities, especially in comparison with the cog-
nitive behavioural therapies. First of all, they share the interpersonal back-
ground of depression as the primary focus. Second, the therapeutic stance is 
supportive and active, including interventions such as negotiation and encour-
agement with regard to the interpersonal problems that are discussed. Third, 
these therapies are time limited (max 24 sessions) and relatively structured, 
and concern depression diagnosed according to standardised criteria. This spe-
cifically excludes the typical ‘open end’ psychodynamic therapies characterized 



Review 39

by interpretation as the main intervention and the working through of transfer-
ence as the therapeutic process. 
Finally, in general, psychotherapies for depression are equally effective and it 
has been demonstrated that common factors such as the therapeutic relation-
ship40 and the presentation of a salient model of depression to the patient41 are 
the most powerful ingredients of any psychotherapy. Nevertheless this does 
not rule out the possibility of clinically relevant differential efficacies for sub-
groups. Modified research strategies such as matching interventions to specific 
patient characteristics are proposed to determine differential efficacy between 
subgroups42,43. This also would allow to explore the interaction between patient 
variables and the actual therapeutic interventions that may play a decisive role, 
in particular for the process and outcome of psychotherapy6. Studies in candi-
date predictive factors are helpful to define the subgroups to which specific psy-
chotherapeutic (or pharmacotherapeutic) strategies might preferably be applied.

Conclusion 
Because of considerable variations between studies, with pooling of data not 
being an option, this review only permits vary cautious conclusions with respect 
to the predictive value of easily identifiable patient characteristics in major 
depression. However the finding that predictors may not be equal across treat-
ments suggests a potential usefulness for clinical practice. Scientifically, the rel-
evance might be to generate hypotheses about how treatment works, for exam-
ple why younger women may respond better to modern antidepressants, why 
chronically depressed patients may respond less well to psychotherapy alone or 
why married patients respond better to CBT and unmarried to interpersonal/ 
psychodynamic therapies. However, to shed more light on these issues, directly 
comparing efficacy of treatments between patient groups are needed. In addi-
tion, it is recommended that future trials provide systematically data on the 
outcome per baseline characteristic, in order to make it possible to aggregate 
studies in a quantitative meta-analysis. 
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Abstract

Objective
To investigate easily identifiable patient characteristics associated with remis-
sion in depression treatment.

Methods
Post hoc analysis of pooled data of three RCTs. In total, 313 moderately severe 
depressed patients were treated with either Pharmacotherapy, Short-Term Psy-
chodynamic Supportive Psychotherapy or a combination of the two. 

Results
Overall, higher remission rates were associated with younger age, lower edu-
cational levels, no prior use of antidepressants, less severe anxiety and somatic 
symptoms. In combined therapy (n=171), patients with age 30-40, lower edu-
cation, recurrent depression, no prior use of antidepressants and less severe 
somatic symptoms were more likely to remit. In psychotherapy (n =97), higher 
remission rates were related to female gender, age < 30 and less severe anxiety 
symptoms. In pharmacotherapy (n=45), women remitted more. 

Conclusion
Easy to recognize patient characteristics such as gender, earlier use of antide-
pressants, anxiety and somatic symptoms appear to be associated with outcome 
of depression treatment. Although these data should be interpreted cautiously 
because of the post hoc design, they suggest that predictors are not equal for 
different treatment modalities. 
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3.1  Introduction

Major depressive disorders are treated with either antidepressants, time-lim-
ited psychotherapy or a combination of these. Although the efficacy of these 
interventions has been well established, a substantial number of patients do not 
respond satisfactorily. Both for scientific and for clinical reasons it is important 
to distinguish factors that may be associated with the outcome of depression 
treatments. Easily identifiable patient characteristics would be very useful as 
predictors of the likelihood of a positive result in clinical practice (1). 
One of the most important studies on predictive factors in depression treatment 
still is the NIMH Treatment of Depression Collaborative Research Program. 
From the pooled data of the RCT’s included in this study, it can be concluded 
that severity and duration of depression are related to worse outcome across 
the different treatment conditions that were studies (2).
In addition to the prediction of overall response, it is of great clinical interest to 
improve our understanding of factors related to success in each of the different 
treatment options (3). 
Most studies on this topic concern pharmacological treatments. SSRI’s are found 
to have better results in younger patients (4) and in women ( 5, 6). Duration of 
depression appears to be associated with lower response to antidepressants (4). 
Severity has also been identified as a negative predictor of the effectiveness of 
antidepressants but this is not reported in all studies (7). 
Predictors of outcome in psychotherapy for major depression has not been 
studied as much. There are some indications that marital status may be 
associated with response ( 2, 8). Duration of depression was associated with 
less improvement on psychotherapeutic interventions (9). Again the role of 
severity as a predictor seems to vary across the available studies (8, 10, 11, 
12). 
An advantage of combined therapy over monotherapeutic options has been 
demonstrated in severely or chronically depressed patients (13) but appears to 
be questionable in mildly to moderately severe depressions (14). To our knowl-
edge, there are no data available on the predictive value of other patient char-
acteristics in combined therapy.
Currently, the significance of these findings for clinical practice is not well 
established. Apart from the relative scarcity of research on this issue, this is 
also due to inconclusive findings from earlier studies that have used different 
research populations in terms of patient, depression and treatment character-
istics. With the above in mind, we conducted a post hoc analysis of the pooled 
data of three consecutive RCTs in outpatients with mild to moderately severe 
depression. This enabled us to investigate predictors of outcome of depression 
in a relatively large and homogeneous sample of patients who had been treated 
according to standardised criteria. As the original trials included pharmaco-
therapy, psychotherapy and combined therapy, predictors for each these treat-
ment options could be explored as well. 
Remission was chosen as the primary outcome because it does not only provide 
an optimal result immediately after treatment, but also guarantees the best 
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prognosis and is increasingly considered as the main goal of antidepressant 
treatment (6, 15).

3.2  Methods

Subjects and procedure
The three original RCTs were conducted consecutively in two outpatient facili-
ties of the Mentrum Institute of Mental Health, a large psychiatric teaching 
hospital in Amsterdam. One site was located in the inner city, with a relatively 
young and highly educated population, and the other in the northern part of 
the city, mainly a low-income working-class area.
The samples of the three RCTs consisted of consecutively newly registered 
patients. All patients were referred by their general practitioners. The first trial 
compared pharmacotherapy and combined therapy (16), the second compared 
two different dosages of combined therapy: pharmacotherapy accompanied 
by either eight or sixteen psychotherapy sessions (17), and the third compared 
psychotherapy and combined therapy (18). The general inclusion criteria for 
all trials were: age 20-65 years; a DSM III-R or DSM-IV defined major depres-
sive disorder. Inclusion with regard to severity of depression differed between 
the trails; for the first trial a baseline score of 14 points or more on the 17-item 
Hamilton Depression Rating Scale (HAM-D-17) (19); for the second a score of 
12- 25 and for the third trial a score of 14-25. In order to achieve full compara-

Assessed for 
eligibility
N=1812

Not meeting 
inclusion criteria or 
exclusion N=1248

Refused to 
participate

N=87

Randomized
N= 478 

Combined therapy
N=238

Psychotherapy
107

Farmacotherapy
N=84

Excluded  8 session 
combined therapy 

N=49

Refused: 21 
HAM-D > 25: 18* 

N= 45

Refused: 36 
HAM-D > 25: 31* 

N=171

Refused: 1 
HAM-D < 14: 9* 

N=97

* In the pooled data set only patients with HAM-D 14-25 are entered (see text)

Figure 1:  Flow diagram of patients.
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bility only patients with a HAM-D-17 score of 14-25, and patients who received 
the sixteen session version of psychotherapy were entered in the pooled data-
set. Exclusion criteria for all trials were psycho-organic disorder, drug abuse, 
a psychotic symptoms, language barrier and pregnancy or a wish to become 
pregnant. Exclusion criteria related to medication were: contraindication for 
antidepressants and earlier use of one of the antidepressants prescribed by the 
pharmacotherapy protocol. Before entering the trial, other antidepressants had 
to be stopped. In case of partial effect, patients were also advised to stop. Benzo-
diazepines could be continued to a maximum of 30 mg equivalents of oxazepam 
per day. During the trial, no further benzodiazepines were prescribed. 
In figure 1, the flow diagram of included patients is presented. Of 1,812 patients 
referred to one of the outpatient departments, 1,248 either did not meet the 
inclusion criteria or were excluded. Finally, the pooled dataset consisted of 313 
patients: 45 in pharmacotherapy, 97 in psychotherapy and 171 in combined 
therapy. Patients were interviewed by trained residents in psychiatry or by 
psychologists, in keeping with the regular intake procedure of the departments, 
in order to obtain the DSM diagnosis. All diagnoses were confirmed by senior 
psychiatrists. All patients gave written informed consent after the procedures 
were fully explained. The three studies were identical with respect to methodo-
logical and procedural aspects.

Treatment conditions
All treatments lasted for a period of six months. Pharmacotherapy was provided 
following an antidepressant protocol by psychiatrists or advanced supervised 
residents in psychiatry. In the first two trials, patients started with fluoxetine 
20 mg/day in a fixed dose. In the third trial, patients started with venlafaxine 
75 mg/day, and depending on the response of the patient the dose could be 
increased to a maximum of 225 mg/ day. In case of intolerance or complete 
non response to the first antidepressant according to pharmacotherapist and 
patient, the patient was switched to nortriptyline (maximum 150 mg/day) or 
moclobemide (maximum dosage 600 mg/day). 64% of the patients in the phar-
macotherapy-only condition did not proceed to the next step in the protpcol, 
and 36% changed antidepressants. In combined therapy, these percentages 
were 76% and 24 % respectively. Patients had 6-8 appointments with their phar-
macotherapist, the first 4 every fortnight, the last 4 every month or bimonthly. 
Except for the first visit, these appointments had a maximum duration of 20 
minutes, mainly focussing on the evaluation of symptoms, side effect and treat-
ment adherence.
The psychotherapy consisted of sixteen sessions of Short-Term Psychodynamic 
Supportive Psychotherapy (SPSP). The first 8 sessions were weekly, the last 8 
fortnightly.
SPSP is a manual-based approach focusing on the affective, behavioral and 
cognitive aspects of relationships (20). In the first phase these aspects are dis-
cussed from an interpersonal perspective. If possible, the therapist proceeds to 
discuss this from an intrapersonal perspective. Depending on the focus of ther-
apy and the capacities of the patient, the therapists may choose more supportive 
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interventions, such as encouraging adaptive coping mechanisms, guilt-reducing 
thoughts and giving praise. However, interventions to enhance insight, such 
as confrontation or clarification may also be used. Manifestations of defense 
mechanisms and transference are discussed if necessary to stenghten the thera-
peutic process but not interpreted in depth. Depending on patient characteris-
tics, the SPSP may thus vary along the expressive-supportive continuum.
Therapist were thoroughly trained in the SPSP methodology, and had to fin-
ish up to 3 supervised therapies in order to be allowed to treat patients in the 
study. The two study supervisors are psychoanalytic psychotherapists, qualified 
by the Dutch Association of Psychoanalytic Psychotherapy. Therapists were 
judged by one of the supervisors to be competent in the delivery of SPSP before 
they participated. About half of the therapist were experienced psychiatrists 
or psychologists. They met biweekly for peer supervision. The other therapists 
were advanced residents in psychiatry or clinical psychology trainees, and were 
supervised weekly. Supervision was based on audiotaped material of sessions 
and focussed on change in depressive symptoms, optimization of the therapeu-
tic process and the technique of specific interventions. The supervisors also 
monitored adherence to the psychotherapy manual. 

Assessments
Sociodemographic factors and depression characteristics were assessed by a 
trained research assistant according to standardised forms. These included sex, 
age, marital status (married/ never married/ divorced or widowed), and edu-
cational level (low, intermediate and high). Patients with a job, students and 
housewives were classified as employed. Patients without a job and on sickness 
benefits were classified as unemployed. The duration of the current depressive 
episode was dichotomized as less or more then one year. Type, duration and 
dosage of prescribed antidepressants in the current episode were noted. As this 
information was obtained retrospectively from the patient, a dichotomised vari-
able on earlier use of antidepressants was used in the analyses. If antidepressants 
had been used in the present episode they were classified as unsuccessful. Recur-
rent depression was defined as having had one or more episodes of depression 
in the last five years. Severity of depression was measured at baseline using the 
HAM-D-17 derived from a semi-structured interview by independent observers. 
The reliability of the observers’ assessments was established before their partici-
pation in the study. Audiotaped assessments were discussed monthly in order 

months of treatment. Depressive, anxiety and somatic symptoms were measured 
at baseline with the Symptom Checklist (SCL-90) subscales (21).

Statistical methods
Pearson chi-square tests (2-tailed, level of significance .05) were used to com-
pare baseline differences between potential predictors. ANOVA was used to 
compare the scores on the SCL-90 subscales. The results were analysed on 
the basis of a Per Protocol procedure, consisting of all patients who started 
the proposed treatment. The ‘last observation carried forward’ method was 
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applied in the case of missing data. The dependent variable was remission or 
non-remission (HAM-D-17). Independent variables included all sociodemo-
graphic factors and depression characteristics. In a logistic regression, bivariate 
Odds Ratios of remission per factor were computed (method enter), adjusted 
for initial severity of depression (HAM-D-17) and treatment condition. Subse-
quently, a logistic regression analysis with the backward elimination of factors 
that did not contribute significantly (criterion: p < 0.10) was applied. Associa-
tions between study variables and outcome were considered statistically sig-
nificant at p< 0.05. Initial severity of depression as well as treatment condition 
were kept in the model, in order to control for these variables. Finally, the same 
bivariate analyses and backward analyses were applied to each of the three 
treatment conditions separately, again adjusting for initial depression sever-
ity. The predictive value and explained variation (Nagelkerke R2) of the models 
were computed.

3.3  Results

Table 1 shows baseline sociodemographic and depression characteristics. 
There was one statistically significant difference between treatment condi-
tions: patients receiving pharmacotherapy reported slightly SCL-90 depressive 
symptoms than patients in psychotherapy. There were no differences in sever-
ity at the HAM-D-17. At treatment termination, 35% of all study patients had 
achieved remission; this was 40% in combined therapy, 31% in psychotherapy 
and 24% in the pharmacotherapy condition. The difference in outcome between 
combined therapy and pharmacotherapy was statistically significant (Chi2 = 
3.87, p < 0.05). 
Bivariate associations with baseline characteristics are presented in table 2. For 
the whole sample, higher remission rates were found in younger age groups. 
Patients who had used antidepressants earlier in the present depressive episode 
had lower remission rates. 
Self- reported severity of depression, anxiety and somatic symptoms according 
to the SCL-90 were all related to lower remission rates. In addition, bivariate 
associations between baseline characteristics and remission for each of the 
treatment conditions are presented in table 2. 

Table 3 shows the results of logistic regression analysis for the whole sample, 
adjusted for depression severity (HAM-D-17) and treatment condition. Factors 
independently associated with remission were: younger age groups, lower and 
intermediate educational levels, no prior use of antidepressants, more severe 
anxiety symptoms and more severe somatic symptoms. The other variables 
were not found to be independently associated with remission. The predictive 
value of this model was 72%, and it explained 24% of the variation. 

Finally, table 4 shows the factors that independently contributed to remission 
in multivariate logistic regression analysis. In combined therapy, remission 
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was positively associated with the age range 30 to 39, with lower and interme-
diate educational levels and with recurrence of depression. Lower remission 
rates were associated with earlier use of psychotropic medication in the present 
episode, and with more severe somatic symptoms. The predictive value of the 
model was 71% and the explained variation 31%. 
In psychotherapy, men had lower remission rates than women. Remission was 
positively associated with age 20-29 in comparison with older age categories. 
Patients with more severe anxiety symptoms were less likely to remit. The pre-
dictive value of the model was 83% and the explained variation 44%. 
In pharmacotherapy, men also had a smaller chance of remission. None of the 
other variables were related to remission. Still, the predictive value of the model 
was 80% and it explained 33% of the variation.

Table 1:  Baseline characteristics of patients randomised in the three RCTs. 

   Total Combined  Psycho- Pharmaco-
   therapy  therapy  therapy
  (n=313) (n=171)  (n=97) (n=45)

Sociodemographics     
Gender % Male  32.9  32.2  33.0  35.6
 Female  67.1  67.8  67.0  64.4
Age % 19-29 yr  35.5  35.7  33.0  40.0
 30-39 yr  34.8  35.7  34.0  33.3
  40 yr   29.7  28.7  33.0  26.7
Educational level % Low  15.0  15.4  15.1  13.3
 Intermediate  36.2  37.3  34.4  35.6
 High  48.9  47.3  50.5  51.1
Marital status % Married  20.4  20.6  20.2  20.0
 Div./widowed  10.4  11.2    7.4  13.3
 Never married  69.3  68.2   72.3   66.7
Employed % No  54.5  55.3  53.8  53.3
 Yes  45.5  44.7  46.2  46.7

Depression 
Duration 
(present episode) % < 1 yr  71.1  70.8  74.2  65.9
  > 1 yr  28.9  29.1  25.9  34.1
Recurrence %  0  61.8  61.7  69.0   47.7
 > 1  37.2  38.2  31.0  52.3
Antidepressants 
(present episode) %  Yes  23.0  22.8 27.8 13.3
  No   77.0  77.2  72.2  86.7

HAM-D-17 Mean (SD) 18.7 (3.0) 18.7 (3.0) 18.7 (3.0)  19.0 (2.8)
Depression (SCL-90) Mean (SD) 48.7 (9.6) 48.5 (9.4)   50.3 (8.8)*    46.4 (11.2)*
Anxiety (SCL-90)  Mean (SD) 24.6 (7.1) 24.8 (7.1)  24.9 (7.1) 23.3 (7.5)
Somatic (SCL-90)  Mean (SD) 26.4 (7.3) 26.5 (7.5) 27.1 (7.7) 25.0 (8.8)

* P < .05
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Table 2: Factors associated with remission for whole sample and for specific treatment 
conditions in bivariate analyses. (Odds ratios adjusted for initial depression 
severity).

 Total a Combined Psychotherapy Pharmacotherapy
 (n=313) (n=171) (n=97) (n=45)
 OR (C.I.) OR (C.I)  OR (C.I)  OR (C.I) 

Gender    
   Female (ref)    
   Male 0.67 (0.40- 1.13) 1.13 (0.58- 2.19) 0.38 (0.14- 1.07) 0.12 (0.01- 1.05)
Age %    
    40 yr (ref)    
   30-39 yr 2.07b (1.11-3.84) 2.33b (1.05- 5.16) 2.34 (0.70- 7.84) 1.87 (0.28-12.57)
   19-29 yr 2.29b (1.23-4.26) 1.44 (0.64- 3.23) 4.82c (1.47-15.83) 1.83 (0.29-11.64)
Education    
   High (ref)    
   Intermediate 1.19 (0.58-2.41) 1.52 (0.77- 3.00) 1.74 (0.66- 4.60) 0.42 (0.07- 2.52)
   Low 1.39 (0.82-2.34) 1.16 (0.46- 2.92) 0.80 (0.19- 3.37) 2.84 (0.45-18.08)
Marital status     
   Div./wid. (ref)    
   Married 2.12 (0.78-5.75) 2.15 (0.63- 7.40) 0.86 (0.12- 6.00) d

   Never married 1.97 (0.80-4.85) 2.06 (0.69- 6.16) 0.94 (0.15- 5.77)  
Employment     
   Employed (ref)    
   Unemployed 0.95 (0.59-1.53) 1.12 (0.60- 2.09) 0.72 (0.29- 1.79) 0.83 (0.20-3.45)
Depression:     
Length of episode    
   < 1 yr (ref)    
   > 1 yr 0.95 (0.56-1.63) 1.37 (0.68-2.76) 0.34 (0.10-1.12) 1.19 (0.28-5.00)
Recurrence     
   No (ref)    
   Yes 0.83 (0.50-1.38) 1.97 c(1.02-3.88) 2.18 (0.74-6.44) 1.44 (0.36-5.69)
Antidepressants 
(present episode)     
   No (ref)    
   Yes 0.34b (0.16-0.72) 0.38c (0.15-0.97) 0.30 (0.08-1.16) d

SCL-90    
Depression  0.97b (0.94-1.00) 0.98  (0.94-1.01) 0.94 b (0.89-1.00) 0.99 (0.92-1.05)
Anxiety  0.94c (0.90-0.97) 0.94c (0.90-0.99) 0.90 c (0.83-0.97) 0.98 (0.88-1.08)
Somatic  0.94c (0.90-0.97) 0.92c (0.87-0.97) 0.96   (0.90-1.02) 0.96 (0.87-1.05)
a Adjusted for treatment condition
b p < .05; 
c p < .01
d  Empty cells
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3.4  Discussion

Although a considerable number of studies have examined predictors of out-
come in depression treatment, few have presented a comprehensive model 
including easily identifiable patient characteristics and the associations with 
outcome in different treatment modalities (13). Combining the data from three 
consecutive RCTs with identical patient groups and highly comparable research 
designs enabled such comparisons. 
Overall, independent predictors of remission were female gender, younger age 
groups, lower educational levels, no earlier use of an antidepressant and less 
severe anxiety and somatic symptoms. In addition, predictors differed between 
combined therapy, psychotherapy and pharmacotherapy. The potential clin-
ical relevance of the different models is illustrated by the predictive values 
and explained variation of these models in each of these treatment modalities. 
Still, the current study did not include direct ‘head-to-head’ comparisons and 
is based on post hoc analyses, suggesting that the results should be interpreted 
cautiously. 

Sociodemographic factors
For the whole sample, a trend was found for female gender as a predictor for 
remission. Both in pharmacotherapy only and psychotherapy only, women 
appeared to have a statistically significant advantage in terms of chances of 
remission. A more favourable outcome for women has also been reported in 
various other studies (4, 5, 6). Possibly, the gender effect is limited to the mod-
ern antidepressants as it could not be demonstrated in a meta-analysis of 30 

Table 3:
across all treatments, (adjusted for initial depression severity and 
treatment condition).

Odds ratio C.I. P

Predictive value 72% 
Explained variation 24% 

Gender (Female ref)  
   Male 0.58 0.31-1.07 .08
Age (> 40 ref)  
   30-39 2.91 1.36-6.21 .03
   20-29 2.37 1.09-5.20 .00
Education
   High (ref)  
   Intermediate  3.20 1.27-8.02 .01
   Low 2.20 1.20-4.05 .01
Earlier antidepressants
(present episode)  0.33 0.14-0.76 .00
Anxiety (SCL-90)  0.93 0.88-0.98 .00
Somatic (SCL-90)  0.94  0.90-0.99 .02
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registration studies of TCAs (23). It may be explained by the fact that atypical 
symptoms of depression are more common in women, and these symptoms 
respond better to modern antidepressants (5). It has also been postulated that 
female sex hormones influence the effect of serotonergic antidepressants which 
is supported by indications that oestrogens increase serotonergic activity (24) 
and oestrogen supplements enhance the effect of fluoxetine (25).
Usually, depressed women and men appear to respond equally well to psycho-
therapies such as Cognitive Behavioural Therapy and Interpersonal Therapy 
(2, 18, 26). Interestingly, this is not concordant with our findings on the out-
come of SPSP, with an advantage for women. However, an earlier study of 
supportive psychotherapy in a mixed diagnostic patient sample also showed 
a more favourable outcome for women (27). It was hypothesized that women, 

Table 4:
for specific treatment modalities (adjusted for initial depression 
severity).

Odds ratio  95% C.I. P

Combined therapy 
Predictive value 71%  
Explained variation 31%  

Age (> 40 ref) 
   30-39 3.18 1.16-8.76 .03
   20-29 1.17 0.42-3.23 NS
Education 
   High (ref) 
   Intermediate 3.88 1.63-9.23 .00
   Low 3.86 1.09-13.74 .04
Earlier antidepressants
(present episode)   0.29 0.10-0.89 .03
Recurrent episode  2.95 1.33-6.67 .00
Somatic (SCL-90)  0.88 0.83-0.94 .00

Psychotherapy 
Predictive value 83%  
Explained 44%  

Gender (Female ref)  
   Male 0.21 0.05-0.92 .02
Age (> 40 ref) 
   30-39 9.50 0.48-11.20 NS
   20-29 2.33 1.76-51.25 .00
Duration > 1 year  0.23 0.05-1.14 .07
Anxiety (SCL-90)  0.81 0.72-0.92 .00

Pharmacotherapy
Predictive value 80%  
Explained 33%  
Gender (Female ref)  
   Male 0.10 0.01-0.94 .04
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compared to men, may have more appreciation for therapy ingredients such 
as empathy, affective expressiveness and having a collaborative and personal 
relationship with the therapist. These elements are also emphasized in the SPSP
technique.
Patients belonging to younger age groups were more likely to achieve remis-
sion, both in combined therapy and in psychotherapy, but in pharmacotherapy 
no association with age was found. The latter is in line with other studies con-
cerning antidepressants that did not demonstrate a relation between age and 
outcome (6). It is often believed that higher educational levels are related to 
better treatment effects.
Some, but not all studies including education as a potential predictor of depres-
sion treatment (6, 8, 26) have confirmed this. In our study however, patients 
with lower educational levels responded better, particularly in combined ther-
apy. By discerning different levels of discourse to determine the focus of ther-
apy, SPSP comprises a special effort to adapt the process to the individual’s 
level of verbal and reflective functioning. This with the explicit intention to 
make it a suitable approach for a broad range of patients with different levels 
of reflective functioning. Our findings suggest that this may have been suc-
cessful, although it is difficult to explain that patients with lower educated 
patients even had a better response than patients with higher educational 
levels. It should be noted also that our sample included relatively high num-
bers of patients with higher educational levels, and contrasts were therefore 
limited.

Depression characteristics
The current study suggests that patients who had received an apparently unsuc-
cessful earlier treatment with antidepressants in the present episode have a less 
favourable outcome, both in farmacotherapy and in combined therapy. This is 
in line with a recent naturalistic study using sertraline, in which previous use 
of antidepressant medication was associated with a less optimal response as 
well (28). Similarly, the STAR*D study reported a decline in remission rates 
after two earlier unsuccessful antidepressant treatments (29). In our study, 
earlier antidepressant use was not identified as a negative predictor in patients 
who received only psychotherapy. The significance of this finding requires fur-
ther research, in particular whether this indicates that treatment failure with 
antidepressants would preferably followed by psychotherapy in patients with 
depression of moderate severity . 
A in other studies (2, 6, 30) recurrence of depression was not identified as a 
predictor of an untoward outcome. In combined therapy, recurrence even pre-
dicted a more favourable outcome.
The usefulness of combined therapy in case of chronic depression compared 
to monotherapy involving either antidepressants or psychotherapy has been 
demonstrated (31). Although direct comparisons in the literature with respect 
to duration of depression are not available, this has led to the recommendation 
to treat chronic depression with combined therapy (13). This recommendation 
is can be seen concordant with a trend we found with regard to duration of 
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depression. Longer duration was a negative predictor in psychotherapy but not 
in combined therapy.
Anxiety was identified as a negative predictor for outcome, especially in psy-
chotherapy. 
It might be explained by the fact that psychodynamic supportive psychotherapy 
is not the most appropriate approach to address anxiety symptoms. On the 
other hand, literature indicates that anxiety symptoms negatively affect the 
outcome of pharmacotherapy, interpersonal therapy and cognitive behavioural 
therapy as well (32, 33, 34). This suggests that, in general, patients with comor-
bid anxiety are more difficult to treat. In this context, it may be of interest that 
in combined therapy anxiety symptoms were not associated with treatment 
failure in this study. Clearly, this finding needs further confirmation but it may 
indicate that the combination of psychotherapy and antidepressants would be 
the preferred option in depressed patients with comorbid anxiety symptoms. 
Depression and somatic symptoms frequently co-occur (35). Studies have 
shown a negative association between initial somatic symptoms and treatment 
resistance in depression, both in naturalistic designs and in controlled trials of 
antidepressant medication (36,37). In our study, the severity of initial somatic 
symptoms was related to lower remission rates, especially in combined therapy. 
This association did not emerge in patients who received psychotherapy only. 
We are not aware of other studies on the association of somatic symptoms with 
outcome of psychotherapy in major depression. However, this finding chal-
lenges the clinical impression one may have that depressed patients with more 
severe somatic symptoms would be less likely to benefit from a psychothera-
peutic approach.

Strengths and limitations 
A strength of this study is that it incorporates a set of patient and depression 
characteristics that are easy to recognise in normal clinical practice. As the 
studies were carried out in regular psychiatric services, with all patients being 
referred by their general practitioner who had often first tried an unsuccess-
ful primary care treatment, we believe that the sample approaches ‘real world’ 
psychiatric practice. Distinguishing different predictor variables according to 
the treatment used may help to refine our indication procedures. 
There are also a number of limitations. First, there was no parallel placebo 
control condition. Without such a control group, we are not able to discern the 
influence of general correlates of the natural course of depression from spe-
cific predictors of treatment outcome. However, from an ethical viewpoint, it 
is difficult to justify that patients who have already been referred by a general 
practitioner for further depression treatment should be put on a waiting list 
or assigned to a placebo condition for six months. Second, the considerable 
difference in sample sizes between treatment groups, especially between phar-
macotherapy and the two other treatment modalities, could have biased the 
results, especially in terms of the lower number of statistically significant asso-
ciations we found for predictors in pharmacotherapy. Third, this study focuses 
on short-term treatment and remission; it did not address long-term effects. 
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Although compared to response, remission is associated with a lower probabil-
ity of relapse in the future, further studies are needed to explore whether the 
predictors of short-term remission are similar to those of sustained recovery. 
Fourth, the pharmacotherapy protocols in the original trials differed slightly, as 
the first treatment option was fluoxetine in the first two trials, and venlafaxine 
in the last. A meta-analysis suggests a slight difference in efficacy between these 
antidepressants (39). However, no difference was found in the current sample 
of patients in combined therapy using either fluoxetine or venlafaxine (Ch2 = 
.021, p=.886, data not presented) We therefore believe that pooling was accept-
able for the purpose of the present analysis.
A final limitation is that SPSP was the only psychotherapy modality we studied. 
It is not certain to what extent the predictive factors are restricted to this form 
of psychodynamic supportive therapy or can be generalised to other established 
psychotherapies for depression such as interpersonal therapy of cognitive 
behavioural therapy. Direct comparisons of different forms of psychotherapy 
are required to further explore this issue.
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Abstract

Background
Although complete nonresponse in depression treatment is considered to be 
a major problem in clinical practice, research on this area is very limited. The 
objective of this preliminary study was to determine the frequency and predic-
tors of complete nonresponse in different treatments for depression.

Methods
Post hoc analysis of the pooled data of three consecutive RCTs of outpatient 
depression treatment. 313 patients with major depressive disorder and HAM-
D-17 scores between 14 and 25 were treated for six months with either Phar-
macotherapy, Short-Term Psychodynamic Supportive Psychotherapy or com-
bined therapy. Complete nonresponse was defined as less than 25 % response 
according to the HAM-D-17. Sociodemographic factors, depression features and 
adherence were investigated as predictors in a multivariate stepwise logistic 
regression analysis. 

Results
Overall, nonresponse occurred in 34% of the patients. In pharmacotherapy this 
was 46%, in psychotherapy 39% and in combined therapy the percentage was 
28%. Severity of somatic symptoms was associated with nonresponse in both 
combined therapy and psychotherapy. No predictive factors were found in the 
case of pharmacotherapy. In psychotherapy nonresponse was related to age 
above 40, chronic depression and non-adherence by the patient. In the case of 
combined therapy younger age, previous use of an antidepressant and having a 
first depressive episode were associated with nonresponse. 

Conclusion
Easily measurable patient characteristics may help to identify patients at 
risk for complete nonresponse to treatment. It is suggested that predictors 
may differ across treatment modalities. However, head-to-head compari-
sons are required before it can be recommended to take this into account 
when selecting the most appropriate treatment for specific depressed 
patients. 
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4.1  Introduction

Major depressive disorder is among the leading causes of disease disability 
world-wide [1]. Apart from the influence on the well being of individual patients 
it also creates an enormous economic burden [2]. Although the efficacy of 
treatments in depression has been demonstrated, unfortunately a substantial 
proportion of the patients do not respond [3]. These patients are more likely 
to experience major problems in psychosocial function [4], are more likely to 
attempt and complete suicide, and suffer greater morbidity and mortality, also 
from comorbid general medical conditions [5]. 
Consequently, it is important to develop strategies to identify patients at risk 
for ineffectiveness of treatment [6]. Studies of predictive factors could help to 
define better subgroups of probable responding and nonresponding patients 
which may ameliorate the selection of the most appropriate treatment strategy 
for an individual patients. Useful predictors in clinical practice need to be eas-
ily identifiable and prevalent enough to detect differences between groups [7]. 
Therefore sociodemographic patient characteristics and clinical features of the 
depression are potential workable predictors.
The available studies of nonresponse mainly concern antidepressants. In natu-
ralistic studies, inadequacy of treatment [8-12] due to either discontinuation of 
medication by the patient or failure in prescription by the doctor, appeared to 
be the most relevant factor related to poor response. In RCTs the latter might be 
less relevant as therapies are more standardized. In these studies, mainly con-
cerning associations with response and not with nonresponse, variables such 
as gender, age, severity, duration and recurrence of depression and comorbid 
anxiety symptoms have been investigated. 
The results are however difficult to interpret and far from conclusive, partly 
due to methodological differences. The studies also vary in their operationalisa-
tions of response. Nonresponse and response are on a continuum ranging from 
achieving no effect at all, partial response, to complete remission. The decision 
where to draw a line is to a certain extent an arbitrary choice. However, there 
seems to be a growing consensus to distinguish nonresponse and response more 
clearly because of the different clinical consequences. In this view, response is 
preferably defined as achieving remission, mainly because that provides the 
best prognosis in terms of future relapse. Complete nonresponse is operation-
alized as < 25% decrease on an accepted depression rating scale, indicating 
treatment has not been efficacious [13, 14]. 
Defining response and nonresponse on the extremes of a continuum not only 
distinguishes these outcome more clearly but implies also that the two groups 
might be characterized by different features that need to be studied separately. 
However, we are aware of only one study, concerning antidepressants, using the 
criterion of nonresponse as less than 25 % improvement [15]. 
Time limited psychotherapy and combined therapy are frequently applied treat-
ment modalities in depression as well. It would be of great clinical interest to 
improve our understanding of predictors of nonresponse in these options, not 
only to identify patients at risk for poor outcome, but also to enable clinicians 
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to take this into account in selecting treatment options. Notably, no studies on 
nonresponse in these treatment modalities have been published.
With the above in mind, we conducted a post hoc analysis of the pooled data 
of three RCTs to determine the frequency of complete nonresponse in outpa-
tient depression treatment, both across treatments and for combined therapy, 
psychotherapy and pharmacotherapy separately. The association with sociode-
mographic factors and depression characteristics was investigated in order to 
identify patients at risk for nonresponse. Finally, the influence of non-adher-
ence on the frequency and predictors of nonresponse is addressed. 

4.2  Methods

Subjects and procedure
The three original RCTs that form the data of this study were consecutively con-
ducted in two outpatient facilities of the Mentrum Institute of Mental Health, 
a large psychiatric teaching hospital in Amsterdam. The first trial compared 
pharmacotherapy and combined therapy [16]; the second compared two differ-
ent intensities of combined therapy: pharmacotherapy accompanied by either 
eight or sixteen psychotherapy sessions [17]; and the third compared the effi-
cacy of psychotherapy with combined therapy [18]. 
The general inclusion criteria for all trials were: age 18-65 years, a DSM III-R or 
DSM-IV defined major depressive disorder. The first two trials used a baseline 
score of 14 points or more on the 17-item Hamilton Rating Scale for Depression 
(HAM-D-17) [19] as inclusion criterion. The third trial included patients with 
a HAM-D-17 score of 14 up to a maximum of 25 points. Pooling of the data was 
justified because the studies were identical with respect to methodological and 
procedural aspects. In total 478 patients were randomised to a treatment condi-
tion. Of these, 59 patients refused the allocated treatment condition. In order to 
achieve comparability in the pooled dataset, 52 patients from the first two trials 
with a HAM-D-17 > 25 and 49 patients from the second trial who received the 
eight session version of psychotherapy were excluded. Consequently, the pooled 
dataset consisted of 313 patients with HAM-D-17 score of 14-25 of whom 45 had 
received pharmacotherapy, 97 psychotherapy and 171 combined therapy. 

Treatment conditions
All treatment modalities lasted for a period of six months. Pharmacotherapy 
was provided in accordance with an antidepressant protocol. In the first two 
trials patients started with fluoxetine 20 mg/day in a fixed dose. In the third 
trial patients started with venlafaxine 75 mg./day. Depending on the response 
of the patient the dose could be maximized to 225 mg/ day. In all trials, in case 
of intolerance or obvious complete nonresponse according to the pharmaco-
therapist and the patient, the first choice antidepressant could be replaced 
by amitriptyline or nortriptyline to a maximum of 150 mg/day. Patients had 
eight appointments with their pharmacotherapist, the first four fortnightly 
the last four monthly, during which adequate clinical management was pro-
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vided. Except for the first visit, all appointments had a maximum duration of 
20 minutes. 
The psychotherapy consisted of sixteen sessions of Short-Term Psychody-
namic Supportive Psychotherapy (SPSP). SPSP is a manual-based approach 
[20] focusing on the affective, behavioral and cognitive aspects of relationships 
that can be discussed from both an interpersonal or intrapersonal perspec-
tive. Depending on the focus of therapy and the capacities of the patient, the 
interventions of the therapists are primarily directed at providing support (e.g., 
encouraging adaptive coping, reducing feelings of guilt) or enhancing insight 
by confrontation or clarification. The psychotherapy was performed by trained 
psychiatrists or psychologists. They met regularly to discuss audiotaped ses-
sions and to ensure adherence to the psychotherapy manual. 

Assessments
Sociodemographic factors and depression characteristics were assessed by 
trained research assistants and filled out on standard forms. These included 
gender, age, marital status (married/ never married/ divorced or widowed), 
living situation (alone/ with at least one person) and educational level (low, 
intermediate and high). Patients with a job and students were classified as 
employed. Patients without a job, on sickness benefits and housewives were 
classified as not employed. Duration of current depressive episode was dichot-
omized as less or more than one year. Type, duration and dose of prescribed 
antidepressants in the current episode were collected and dichotomized as yes 
or no prior use. Recurrence of depression was defined as 1 or more episodes of 
depression in the last 5 years. 
Severity of depression was measured at baseline and after six months of treat-
ment using the HAM-D-17. Ratings were made on the basis of a semi-struc-
tured interview by independent observers. The reliability of the assessments 
of the observers was established before their participation in the study. Audi-
otaped assessments were discussed monthly to prevent slippage. Remission 

and somatic symptoms were measured at baseline with the Symptom Checklist 
(SCL-90) subscales [21]. Complete nonresponse was defined as < 25% improve-
ment from baseline on the HAM-D-17. 
Right after pharmacotherapy non-adherence was determined, operationalized 
as either self-reported non-compliance with the medication regime or no show 
at follow up appointments with the pharmacotherapist. After psychotherapy it 
was defined as premature termination of the therapy by the patient. After com-
bined therapy it was defined as either meeting the non-adherence criterion of 
pharmacotherapy or psychotherapy. 

Statistical methods
Pearson chi-square tests (2-tailed, level of significance .05) were used to com-
pare baseline differences between potential predictors. ANOVA was used to 
compare mean age, severity of depression and the scores on the SCL-90 sub-
scales. The results were analysed on the basis of a Per Protocol procedure, 
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consisting of all patients who started the proposed treatment. The ‘last observa-
tion carried forward’ method was applied. The complete dataset was subjected 
to logistic regression analysis with the backward elimination of factors that 
did not contribute significantly (criterion: p < 0.10). The dependent variable 
was nonresponse according to the HAM-D-17. Independent variables included 
all sociodemographic factors and depression characteristics. Treatment condi-
tion was entered as an independent variable as well. Similar logistic regression 
analyses were performed for each of the three treatment conditions separately. 
Associations between independent variables and outcome are presented as 
odds ratios. 

4.3  Results

Table 1 shows the sociodemographic and depression characteristics of all 
patients and of the different treatment conditions separately. There were no 
baseline differences between the groups, with the exception of a slightly higher 
rating on the depression subscale of the SCL-90 in SPSP, but not on the HAM-
D-17. Overall, 34% of the patients in this sample improved less than 25% on 

Table 1:  Baseline characteristics.

Total Combined  Psycho- Pharmaco-
 therapy  therapy  therapy

(n=313) (n=171) (n=97) (n=45)

Sociodemographics 
Sex % Male 32.9 32.2 33.0 35.6

Female 67.1 67.8 67.0 64.4
Age % < 40 yr 70.3 71.3 67.0 73.3

> 40 yr 29.7 28.7 33.0 26.7
Educational level % Low/ interm 51.1 52.7 49.5 48.9

High 48.9 47.3 50.5 51.1
Marital status % Married 20.4 20.6 20.2 20.0

Div. / widow. 10.4 11.2   7.4 13.3
Never married 69.3 68.2  72.3  66.7

Employed % No 54.5 55.3 53.8 53.3
Yes 45.5 44.7 46.2 46.7

Depression
Duration (present  < 1 yr 71.1 70.8 74.2 65.9
episode) % > 1 yr 28.9 29.1 25.9 34.1
Earlier depressed  0 61.8 61.7 69.0  47.7
episodes % > 1 37.2 38.2 31.0 52.3
Medication used % Yes 23.0 22.8 27.8 13.3
(present episode) 
HAM-D-17 Mean (SD) 18.7 (3.0) 18.7 (3.0) 18.7 (3.0)  19.0 (2.8)
SCL-90 depression. Mean (SD) 48.7 (9,6) 48.5 (9.4)   50.3 (8.8)*    46.4 (11.2)*
SCL-90 anxiety . Mean (SD) 24.6 (7,1) 24.8 (7.1)  24.9 (7.1) 23.3 (7.5)
SCL-90 somatic . Mean 26.4 (7.3) 26.5 (7.5) 27.1 (7.7) 25.0 (8.8)

* P < .05
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the HAM-D-17 and were identified as complete non-responders (table 2). In the 
pharmacotherapy, psychotherapy and combined therapy conditions, these per-
centages were 47%, 39% and 28% respectively. The difference between pharma-
cotherapy and combined therapy was statistically significant (Chi2 = 5.667, df 1, 
p= 0.017). In the whole group, 28 % of the patients did not complete therapies 
according to the protocols and were classified as non-adherent. In combined 
therapy, psychotherapy and pharmacotherapy these percentages were 28%, 
25% and 38% respectively.
In table 3 the predictors of complete nonresponse across all treatments are 
presented. Nonresponse was related to a) less severe depression, OR = 0.86 per 
point increase on the HAM-D-17, b) more severe somatic symptoms, OR = 1.08 
per point increase on the somatic subscale of the SCL-90. A statistical trend was 
found for antidepressant use during the present episode and non-adherence to 
the therapeutic regimes. In addition, form of therapy emerged as a significant 
predictor. Patients in combined therapy had the least chance of remaining non-
responsive. The predictive value of the presented model was 76%. 
Table 4 presents the predictors for each of the treatment conditions separately. 
In pharmacotherapy, no significant predictors were found. In combined therapy 
patients aged 20-29 and with more severe somatic symptoms were more likely 
to be nonresponsive. Less chance of nonresponse was related to no antidepres-

Table 2: Frequency of non response and non adherence in depression treat-
ment.

All treatments  Combined  SPSP Pharmacotherapy
(N=313) (N=171) (N=97) (N=45)

Non response 107 (34%)   48 (28%)* 38 (39%)   21 (47%)*

Non Adherence   89 (28%) 48 (28%) 24 (25%) 17 (38%)

*P < .05

Table 3:  Predictors of complete nonresponse across all treatments.

Variable Oddsratio (C.I.) p

HAM-D-17 severity 0.86 (0.78 - 0.95) .00
SCL-90 somatic sc 1.08 (1.04 – 1.12) .00

No Antidepressant used 0.53 (0.27 – 1.04) .06

Non-adherence 1.70 (0.96 – 3.00) .07

Treatment 
   Combined therapy (ref) 
   SPSP 1.68 (0.92 – 3.05) .09
   Antidepressant 2.62 (1.24 – 5.54) .01

Predictive value 76%
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sant use in the present episode, recurrent depression and less severe depression 
score, both according to HAM-D-17 and depression subscale of the SCL-90. A
statistical trend was found for intermediate education. In psychotherapy nonre-
sponse was related to: age below 40 years and less severe depression. A higher 
chance of nonresponse was related to longer duration of the depression, more 
severe somatic symptoms and non-adherence to the psychotherapeutic regimen.

4.4  Discussion

Of all depressed patients starting depression treatment about one third were 
classified as complete nonresponders. These percentages appear to be compara-
ble with earlier findings. In a study by Fava, 38% of the patients were classified 
as nonresponders (< 25% improvement) [15] after antidepressant treatment. 
In a naturalistic study in primary care, 46% of the patients achieved less than 
50% symptom improvement [22]. Nonresponse was most probable in pharma-
cotherapy alone. This might be interpreted as an indication for a preference 
to start with either combined therapy or psychotherapy in mild to moderate 
depression. Predictors were not equal between therapies. With the exception of 
severity of depression score and of somatic symptoms, no predictor emerged in 
more than one treatment condition. This suggests that nonresponse is not only 
a general characteristic of the so-called difficult-to-treat depressed patient, but 
that it depends on the kind of treatment provided as well. 

Table 4:  Predictors of nonresponse for combined therapy and SPSP.

Predictor Combined therapy   SPSP
  O.R. (C.I.) P O.R. (C.I.) P

Age
> 40 yr (ref) 
30-39 yr 2.59 (0.84-7.92) .10 0.13 (0.03-0.57) .01
20-29 yr   3.77 (1.12-12.68) .03 0.19 (0.05-0.76) .02

Education
 High (ref) 
 Intermediate 0.40 (0.15-1.06) .06
 Low 1.84 (0.55- 6.19) .33 
No Antidepressant used  0.22 (0.08-0.66) .01 

Duration > 1 yr  6.43 (1.63-25.36) .01
Recurrence 0.30 (0.10-0.89) .03
HAM-D-17 severity 0.86 (0.73- 1.01) .06 0.73 (0.59-0.90) .01
Depression sc (SCL-90) 0.95 (0.90-1.00) .04 
Somatic sc (SCL-90) 1.14 (1.06-1.213 .00 1.11  (1.02-1.21) .02
Non-adherence 5.50 (1.35-22.42) .02

Predictive value 79% 75% 
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Overall we found that patients with more severe depression had less chance 
of remaining nonresponsive. Apparently in these patients it is more likely that 
treatment had at least some effect. This might be attributed to the regression 
toward the mean effect, implying that patients with a more severe depression 
will show a greater likelihood to respond [23]. 
In this context it is remarkable that in contrast to severity of depression, sever-
ity of somatic symptoms appeared to be a consistent predictor of nonresponse. 
Somatic symptoms have been identified as a negative predictor of outcome in 
antidepressant treatment [24, 25], although there are indications that espe-
cially dual-action antidepressants, affecting both serotonin and norepinephrine 
neurotransmission may be more efficacious in treating depression with somatic 
symptoms [26]. We are not aware of studies on the influence of somatic symp-
toms on the outcome of psychotherapy and combined therapy. Our findings 
emphasize the potential benefit of developing adjusted therapeutic strategies in 
these patients, similar to recent suggestions for interpersonal therapy [27].
In particular in psychotherapy premature termination by the patient emerged 
as a predictor of nonresponse. Literature on adherence mostly concerns medica-
tion and several treatment tactics have been described to enhance it [28]. Our 
findings suggests that non-adherence is a relevant factor in psychotherapy for 
depression as well and it is important to investigate the reasons for this. In addi-
tion, it might be useful to develop techniques to improve adherence to the psy-
chotherapeutic regime, for instance by applying more motivational strategies. 
Although data were drawn from 3 RCT’s with identical patient selection pro-
cedures and highly comparable research designs, differences in predictors 
between treatment options have to be interpreted cautiously as this study did 
not concern head-to-head comparisons.
In addition, sample sizes between treatment groups differed considerably, espe-
cially between pharmacotherapy and the other treatment modalities, which may 
also explain this result. Nevertheless, the differential findings with regard to 
duration of depression and earlier use of an antidepressant as predictors of non-
response may be of interest, also in view of recent findings in the literature. 
Patients with a more chronic depression appeared to be at risk for nonresponse 
in psychotherapy. An obvious explanation is that longer duration results in 
more additional social and functional complications, making it more difficult to 
benefit from treatment. It may therefore be relevant that in combined therapy 
duration was not identified as a predictor. This can be seen in line with the 
literature [29, 30] indicating a preference for combined therapy in cases of 
chronic depressions.
Patients who had used an antidepressant before, appeared to be at risk for non-
response in combined therapy, but not if they were treated with psychotherapy 
only. Previous use of an antidepressant was also associated with less optimal 
response in a recently performed naturalistic study in pharmacological treat-
ment of depression [31]. 
In addition, a recent cross-over trial conducted in chronic depressed patients 
demonstrated the usefulness of switching from medication exclusively to psy-
chotherapy exclusively (and vice versa) in nonresponding patients [32]. Taken 
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together, these findings suggest that patients who have already been treated 
unsuccessfully with an antidepressant might have less chance of benefiting 
from a treatment modality that involves antidepressants. The background of 
this phenomenon needs to be investigated more systematically, addressing also 
the question if, as a second step, it would be preferable to administer a treat-
ment option that does not contain an antidepressant .
A number of limitations have to be addressed. This study focuses on time lim-
ited treatment, and did not address the effect of sustained therapy or of switch-
ing strategies which might be indicated in the case of nonresponse. Neither does 
it examine long term course and chance on recurrence, which is considered 
of growing importance in depression and might be characterized by different 
predictors [33]. Further, SPSP was the only psychotherapy modality we studied. 
It is not certain to what extent the predictive factors are restricted to this form 
of psychodynamic therapy or could be generalised to other short-term psycho-
therapies for depression. Finally, sociodemographic characteristics, duration 
and recurrence of depression were not measured using validated scales but 
by patient interviews. Therefore the findings of this study are preliminary and 
need to be prospectively confirmed.
In conclusion, although complete nonresponse occurs relatively frequently in 
depression treatment and appears to be associated with severe prognostic fea-
tures, it has often been ignored [34]. In fact, this is the first study of which we 
are aware, that presents data of complete nonresponse not only in pharmaco-
therapy, but also in psychotherapy and combined therapy for major depression. 
It suggests that easily measurable patient characteristics may be helpful to 
identify patients at risk for complete nonresponse. 
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Abstract

Background 
To examine the predictive value of early response for final outcome of psycho-
therapy and combined therapy in major depression.

Methods
Mild- to moderately depressed patients were treated with either Short-Term 
Psychodynamic Supportive Psychotherapy (SPSP) (N=63) only, or combined 
with an antidepressant (N=127). Early response was defined as a reduction of 
more than 25 % on the HAM-D-17 after 2 months. Outcome was determined in 
terms of complete nonresponse and remission rates. Associations between early 
response and outcome were examined using logistic regression analysis.

Results
In SPSP, early nonresponse was clearly related to final nonresponse (OR=3.57). 
Nevertheless, remission was not predicted by early response, and 26% of the 
early nonresponders ultimately achieved remission. In combined therapy, both 
final nonresponse (OR 7.13) and remission (OR 3.66) were associated with early 
nonresponse.

Limitations 
In this study, SPSP was the only psychotherapy examined. The design did not 
provide feed-back to the therapist of the independently measured depression 
score after two months.

Conclusion
Although a number of early nonresponsive patients will achieve remission, this 
study points out that these patients are at risk factor for ultimate treatment fail-
ure. This could be an indication for clinicians to adapt their treatment strategy.
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5.1  Introduction

Although major depressive disorders can be treated effectively, a substantial 
number of patients do not fully respond. In order to identify patients who will 
respond the association between pre-treatment patient characteristics and out-
come has frequently been investigated. This has yielded a number of potential 
predictors, but results appear to be conflicting (Nierenberg, 2003).
Instead of investigating pre-treatment characteristics, an alternative approach 
would be to make use of patterns of early response as predictors of treatment 
outcome. This would enable clinicians to shorten the duration of an unsuccess-
ful treatment, and proceed to the next step in the treatment protocol.
There is general agreement that response by week 4 is related to outcome of 
treatment with antidepressants, and that in case of complete early nonresponse 
a switch in antidepressant medication is indicated (Quitkin et al., 1996). How-
ever, only a few studies have addressed the predictive value of early response in 
psychotherapy for depression (Renaud et al., 1998) and the results remain open 
for debate. Finally, although the usefulness of combining pharmacotherapy and 
psychotherapy has been demonstrated (Keller et al., 2000) we are not aware of 
studies addressing the predictive value of early response in combined therapy.
The aim of this study was to investigate the relationship between early response 
and outcome in depressed patients, treated with either Short-Term Psychody-
namic Supportive Psychotherapy (SPSP) only, or combined with an antidepres-
sant.
In contrast with the assessment of early (non) response in antidepressants, 
there is no agreed- upon definition in psychotherapy for early response(Haas et 
al., 2002). We decided to measure response at week 8, assuming, on theoretical 
grounds, that by then early non-specific or placebo effects may have passed and 
an initial specific effect of the psychotherapy have emerged.
Currently, complete treatment failure is defined as less than 25% decrease on 
an accepted depression rating scale (Hirschfeld et al., 2002). In order to iden-
tify all patients with an apparent initial effect, we therefore adopted the 25% 
decrease in depression symptoms as the cut off score to determine whether 
there is an early response.

5.2  Methods

The data were drawn from three RCTs conducted in two outpatient facilities 
of the Mentrum Mental Health Care, a large psychiatric teaching hospital in 
Amsterdam. The original trials successively compared pharmacotherapy with 
combined therapy (de Jonghe et al., 2001), and psychotherapy with combined 
therapy (de Jonghe et al., 2004). Of the third study, comparing an antidepres-
sant with either 8 or 16 sessions of psychotherapy (Dekker et al., 2005) only the 
data of the latter were included.
The patients were adults with DSM-IV defined major depressive disorder and 
HAM-D-17 score of 14-25. The treatment modalities lasted for a period of six 
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months. Depression scores were rated independently with the HAM-D-17 after 
two months and after six months of treatment.
The psychotherapy consisted of sixteen sessions of Short-Term Psychodynamic 
Supportive Psychotherapy (SPSP). SPSP focuses on the affective, behavioral 
and cognitive aspects of relationships that may be discussed from both an 
interpersonal and an intrapersonal perspective (de Jonghe, 2005; Van et al., 
2006). The therapists were trained psychiatrists or psychotherapists. They met 
regularly to discuss audiotaped sessions and to ensure adherence to the psy-
chotherapy manual.
In two trials patients started with fluoxetine, in one trial with venlafaxine. 
In cases of intolerance or obvious complete nonresponse, the antidepressant 

Fig 1. Complete nonresponse, partial response and remission (%) at the end of treat-
ment in early nonresponders and early responders. 
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was replaced by nortriptyline. To control for a potential influence of medica-
tion switch on outcome, an additional analysis was performed excluding these 
patients. 
The sample and procedures have been described in greater detail in previous 
publications.
To control for a possible dosage-effect, only patients who fully completed treat-
ments were included. This concerns 63 out of 97 patients in psychotherapy and 
127 out of 171 in combined therapy. Completers and non completers did not 
differ with respect to baseline characteristics.
The HAM-D-17 reduction after 8 weeks of treatment was divided into two cat-
egories: early response (> 25% reduction) or early nonresponse (<25% reduc-
tion). As outcome variables we defined complete nonresponse (< 25% reduc-
tion), remission (HAM-D-17 < 7) and partial response (> 25% reduction but 
no remission achieved). Differences between categories at the end of treat-
ment were analyzed using Chi2 test. Next, a logistic regression analysis was 
performed, adjusting for initial severity of depression as a covariate. 

5.3  Results

In the whole sample, 67% of the patients were female. The average age was 
35.4 (SD = 10.45). The mean HAM-D-17 at baseline was 18.7 (SD 3.0). Overall, 
33% of the patients in SPSP and 45% in combined therapy achieved remission. 
Although this difference was suggestive, it was not statistically significant (Chi2

2.56; p=0.11). 
Treatment outcome was compared between early responders and early non-
responders (fig 1). In the psychotherapy condition, 31 out of 63 patients were 
identified as early nonresponders. Of these, 14 patients (45%) remained in this 
category until the end of treatment, 9 (25%) showed a partial response and 
8 (26%) achieved remission. Among the 32 psychotherapy patients with an 
early response, 12 (38%) achieved remission, 14 (44%) had a partial response 
and 6 (19%) reverted to complete nonresponse. With respect to final complete 
nonresponse, the difference between early nonresponders and responders was 
statistically significant with respect to complete nonresponse (Chi2 = 5.069, df 

Table 1: Odds ratios (95% confidence interval) for HAM-D-17 scores at week 8 
with outcome at week 24.

SPSP OR (C.I.) P

Week 8 Week 24 
Nonresponse Nonresponse 3.57 (1.14 - 11.22) < 0.05
Response Remission 1.72 (0.59 -   5.06) ns

Combined therapy 
Nonresponse  Nonresponse 7.13 (2.59 - 16.63) < 0.00
Response Remission 3.66 (1.68 -   7.99) < 0.00
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= 1, p < 0.01). This was not the case for the differences in remission rates (Chi2

= 0.994, df = 1, p=0.319). 
In the combined therapy condition, 50 out of 127 patients were identified as 
early non-responders. Of these, 21 patients (42%) remained nonresponsive 
until the end of treatment, 26 showed a partial response and 13 patients (26%) 
ultimately achieved full remission. Of the 77 combined therapy patients with 
an early response, 46 (60%) achieved remission, 22 a partial response whereas 
9 (12%) reverted to complete nonresponse. With respect to final complete non-
response the difference between early non responders and responders was sta-
tistically significant, both with respect to complete nonresponse (Chi2 = 16.019, 
df = 1, p < 0.001) and remission (Chi2 =12.435, df = 1, p < 0.001).
Subsequently, in a logistic regression analysis controlling for initial depression 
severity, odds ratios were computed (table 1). In psychotherapy final nonre-
sponse was significantly related to nonresponse at week 8. However, remission 
was not related to early response.
In combined therapy, final nonresponse was related to early nonresponse 
and the achievement of remission to early response. In combined therapy, 30 
patients switched antidepressant medication. Excluding these patients from the 
analysis did not change the findings.

5.4  Discussion

The results presented in this study showed an equivocal relationship between 
early response and outcome in psychotherapy for major depression. Nonre-
sponse after 8 weeks of treatment was clearly predictive of final nonresponse. 
However, when addressing remission as an outcome measure, early response 
was not related to outcome. This suggests that in some patients, psychotherapy 
may require more time than 8 weeks before favorable effects become notice-
able. A potential theoretical explanation of this delayed effectiveness may be the 
time needed to establish a beneficial psychotherapeutic relationship.
In combined therapy, both complete nonresponse and remission at the end of 
treatment were related to the depression scores after 8 weeks. In particular, 
early non-response carried a large risk of final non-response (OR 7.13). Still, it 
should be noted that even among these early nonresponders, a quarter achieved 
remission at the end of therapy.
Few studies specifically analyzed the predictive value of early response in psy-
chotherapy.
The available studies measured response after one of the first sessions (Renaud et 
al., 1998) or included patients with a variety of diagnoses who were treated with 
varying types and duration of psychotherapy (Percevic et al., 2006). A strength 
of this study is that it concerns all patients with the same diagnosis treated with 
one form of standardized psychotherapy. This enabled us to determine the time-
response relationship under relatively homogeneous conditions. 
There are also a number of limitations. The study concerns a post hoc analy-
sis of data that were not originally collected to explore the predictive value of 
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early response. SPSP was the only psychotherapy examined. It is not certain 
whether the results can be generalized to other short-term psychotherapies for 
depression. Pre-treatment patients characteristics that might influence speed of 
change, such as level of social impairment were not taken into account. Finally, 
the design did not enable feedback to the therapist about the independently 
determined depression score. Especially in cases of poor progress this may 
increase attendance for patients and improve outcome (Whipple et al., 2003). 
On the other hand, for a lot of clinicians it may be difficult to arrange a system-
atic and independently measured feedback. In this sense the presented design 
reflects common practice. 
Overall, it can be concluded that early non response carries an important risk 
for final non-response. At the same time a substantial number of early nonre-
sponsive patients do remit following prolonged psychotherapy or combined 
therapy. Clearly it would be of help if clinicians could identify these patients and 
subsequently allocate the optimal treatment. Future research should therefore 
ideally combine data on early response with other potential predictors such as 
pre-treatment patients characteristics. 
At present, we believe that in depressed patients treated with psychotherapy 
only, the addition of an antidepressant should be considered in cases of early 
non response in order to increase their chance of final remission. In line with 
the recent findings of the STAR*D project (Rush et al., 2006) a switch of anti-
depressants appears to be a logical step for non responsive patients in combined 
therapy. Nevertheless, the effectiveness of this step in case of a prolonged psy-
chotherapeutic treatment has not yet been demonstrated and needs further 
research.
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Abstract

We describe the Developmental Profile and the development of the instrument, 
the theory on which it is based, and the manner in which information is col-
lected, interpreted, and used in clinical practice. We present the results of the 
psychometric research that has been performed to date. Finally, we examine 
the extent to which this method is in accordance with recent insights within the 
field of personality diagnostics.
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6.1  Introduction

The Developmental Profile represents an attempt to standardize psychody-
namic personality diagnostics to make them more accessible for empirical vali-
dation. As such, the profile builds on the work of Anna Freud (1963), Loevinger 
& Wessler (1970), Bellak, Hurulch, & Geddiman (1973), Kernberg (1981), and 
Luborsky & Crits-Cristoph (1990). A previous version of the Developmental 
Profile has appeared in this journal (Abraham, 1993).
The present version (Abraham, 1997), expanded on the basis of practical experi-
ence, has been in use since 1995. The Developmental Profile (Table 1) is a matrix 
consisting of 10 developmental levels (horizontal rows) and nine developmental 
lines (vertical columns). The developmental levels describe a central or specific 
aspect of behavior characteristic of the various phases in the development of 
psychosocial capacities (Table 2). 
The lowest six levels (00 to 50) refer to maladaptive behaviour. The levels Lack 
of Structure (00) and Fragmentation (10) are characterized by a deficiency in 
psychological functions. In the case of Lack of Structure, we are dealing with 
an actual absence of such capacities, whereas Fragmentation represents an 
inability to link experiences. The central theme of the next two levels is the 
relationship of the individual to significant others. On the level of Self-Centred-
ness (20), the individual is the centre of the world and everyone is relegated 
to a subordinate role, whereas on the level of Symbiosis (30), the behaviour of 
the individual is determined by others. The following two levels (Resistance 
and Rivalry are characterized by the struggle for territory. In Resistance (40), 
the striving for autonomy is paramount, whereas in Rivalry (50), competition is 
the central theme. The next four levels refer to adaptive behavior. Individuation 
(60) includes the realisation in daily life of one’s personal choices and Solidarity 
(70) covers the establishment of mature relationships. The last two levels are 
alsoknown as the “post-narcissistic period.” On the level of Generativity (80), 
the importance accorded to oneself diminishes in favour of caring for others or 
for society in general. In the final phase, Maturity (9), the central theme is the 
ability to deal with limitations, in particular one’s own mortality.

The developmental lines (Table 3) describe various categories of behaviour 
as they are manifested on each of the developmental levels (Neubauer, 1984). 
These categories refer to behavior in everyday life: (a) Social Attitudes, the roles 
ascribed to others; (b) Object Relationships, the manner in which the patient 
characterizes himself or herself; (c) Self-Images, the manner in which he or she 
judges; (d) Norms, the way the individual obtains satisfaction; (e) Needs, the 
way experiences are structured; (f) Cognitions, the way distressing situations 
are handled by altering thoughts, feelings, and actions; (g) Problem Solving; 
and (h) Miscellaneous Themes, which are concerned primarily with specific 
affective reactions.
For instance, lack of self-support, characteristic of the level of Symbiosis (30), 
appears as Dependence (31) in Social Attitudes and as the desire for safety in 
object relationships of the Parent (32) type. The patient’s Self-Images, Norms, 
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Table 1:  The Developmental Profile*.

SOCIAL OBJECT SELF-IMAGES NORMS 
ATTITUDES RELATIONS

90. 91. Retirement 92. Altruism 93. Existential 94. Ideologic 
MATURITY      (General)      (general)

80. 81. Responsibility 82. Care 83. Existential 84. Ideological 
GENERATIVITY      (Personal)      (personal) 

70. 71. Living 72. Mate 73. Authentic 74. Authentic 
SOLIDARITY     together      (relational)      (relational) 

60. 61. Productivity 62. Equal 63. Authentic 64. Authentic 
INDIVIDUATION       (Individual)      (individual) 

    XX      XXX

50. 51. Conquest 52. Idol 53. Hierarchical 54. Conventional 
RIVALRY      (internal) 

    XX      XX      XX

40. 41. Liberation 42. Oppressor 43. Derived 44. Conventional 
RESISTANCE      (internalized) 

    XX      XX 

30. 31. Dependence 32. Parent 33. External 34. Conditional 
SYMBIOSIS 

    XXX      XX      XX      X      XXX

20. 21. Supremacy 22. Servant 23. Grandiose 24. Selfish 
NARCISSISM

10. 11. Changebility 12. Frame 13. Vague 14. Intuitive 
FRAGMENTATION  

    X     XX      X

00. LACK OF 01. Inconsistency 02. Lack of 03. Lach of Self  04. Lack of 
STUCTURE      Attachement      Norms      Needs 

* Refer to appendix for an introduction to Mrs A. X = sometimes present; XX = regularly present; XXX = very clearly present.
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NEEDS COGNITIONS                      PROBLEM SOLVING MISCELL.
                (Defense and coping) THEMES

95. Significance 96. Self-trans- 97. Synthesis 98. Innovation 99. Dying
     formation

85. Integrity 86. Self-inter- 87. Perspective 88. Enterprise 89. Mourning
     pretation

75. Intimacy 76. Self-Clari- 77. Ambivalence 78. Affiliation 79. Empathy
     fication

     X

65. Identitity 66. Self-Con- 67. Self-Control  68. Assertivity 69. Self-
     frontation      Respect

     XX      XX

55. Potency 56. Dissonant 57. Reversal 58. Pretending 59. Exhibi-
     tionsm

     XX

45. Power 46. Classifying 47. Elimination 48. 49. Self-
Defensiviness      Punishment

     X      X      X

35. Passive need 36. Suggestive 37. Detachement 38. Giving up 39. Basic
     for love      distrust

     XX      X      X      XXX      X

25. Mirroring 26. Self-referring  27. Disclaiming 28. Omnipotence 29. Coldness

15. Sensation- 16 Lack of 17. Distortion  18. Acting out. 19. Dissociation
     Seeking      subjectivity 

05. Lack of 06. Lack of 07. Falsification 08. Autism 09. Dis-
     Representations       organization
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and Cognitions are defined by others: External Self-Image (33), Conditional 
Norms (34), and Suggestible Cognitions (36). There is a prevailing Passive Need 
for Love (35) and a tendency towards Detachment (37) or Giving Up (38) under 
stress. And finally, Basic Distrust (39) refers to the feeling a patient may have 
that there is no place for him in the world. 

6.2  Development of the instrument

The Developmental Profile is based on the clinical observation that adult 
personality characteristics often bear a considerable similarity to the behav-
ioural patterns of early childhood (Pine, 1985, Tyson & Tyson, 1990). Freud 

Table 2:  The Definitions of the Developmental Levels.

00.  Lack of Structure: The lack of a frame of reference and/or the lack of certain general
human abilities

10.  Fragmentation: A lack of inner consistency
20.  Egocentricity: An excessive or egoistic attitude
30.  Symbiosis: An incomplete separation or an inability to function independently
40.  Resistance: The lack of autonomy; a lack of inner freedom
50.  Rivalry: Insecurity about one’s own qualities as an adult man or woman, together with a

striving to prove oneself
60.  Individuation: Self-realization; living life in one’s own way, taking into account the exist-

ing possibilities as well as the interests of others
70.  Solidarity: Functioning in a relationship. Being part of a larger entity, without losing one’s

own personality
80.  Generativity: A true joint responsibility for the functioning of society
90.  Maturity: Decentralization whereby one’s personal interests are no longer of primary

importance;  no longer placing oneself at the center of things

Table 3:  Definitions of the Developmental Lines.

Social Attitudes: The habitual behavior of the patient in daily contacts
Object Relations: The role the patient ascribes to significant others or to people in gen-
eral
Self-Images: The criteria that determine one’s sense of self-esteem
Norms: A frame of reference for assessing the correctness or feasibility of the behavior
Needs: A general desire or urge for something one lacks
Cognitions: The manner in one attributes meaning to one’s experiences
Problem-Solving Behavior (Defense  and coping styles)
-Thoughts and Feelings: Thoughts and feelings as a reaction to internal or external stress
-Action: Action as a reaction to internal or external stress

Miscellaneous Themes: Level-specific, largely affective habitual behavioral patterns
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(1905) was the first to associate early childhood development with the occur-
rence of psychological disorders in adulthood. He used the concept of stages 
in psychosexual development as the foundation for a model that linked 
adult habitual behaviour to developmental levels, thereby formulating the 
concepts of an oral, anal, or genital character (Abraham, 1925). This model 
assumes a gradual transition between psychologically healthy and disturbed 
behaviour.
The application of concepts from developmental theory to the description of 
personality is based on similarities and not equality. Similar phenomena do 
not have the same meaning for a child and an adult because of the different 
contexts in which they manifest themselves. For example, the adult interacting 
with another person may have the sensation of literally merging with the other 
and as a result experience disintegration anxiety.
However, the young child who is unable to distinguish between his internal and 
external world does not experience the same anxiety. But that does not mean 
that concepts derived from developmental theory, such as reality testing, the 
ability to distinguish between the internal and the external world, are not useful 
in describing adult behaviour.
The various developmental levels are not mutually exclusive (Wilson & Gedo, 
1990). The behavioural repertoire of an adult is a combination of aspects of 
different developmental levels (Bellak & Goldsmith, 1984). For example, an 
unscrupulous tyrant may also be a loving grandfather. Although there may 
be a relationship between the developmental lines, the patient’s functioning 
on one line does not necessarily determine his functioning on another. It is 
possible for a patient who is capable of self-reflection (Self-Confrontation, 
pattern 66), which is considered an adult or adaptive cognitive behavioural 
pattern, to describe an immature or maladaptive aspect of his or her behav-
ioural repertoire as a symbiotic object relation (Parent, pattern 32): “I need 
a relationship. When I’m alone, I turn to stone. I can’t do anything at all.” 
To ensure adequate coverage, all the developmental levels and lines described 
in the literature that are related to manifest behaviour are included in the 
profile.
Developmental levels in the profile matrix are organized in a hierarchy, accord-
ing to the degree to which they are associated with the severity of maladap-
tive psychosocial functioning. The two lowest or most primitive levels, Lack of 
Structure and Fragmentation, refer to Kernberg’s (1981) psychotic and border-
line personality organization.
The level of Self-Centeredness refers to narcissistic problems as elaborated by 
Kohut (1971). The next three levels, Symbiosis, Resistance, and Rivalry, corre-
spond to Freud’s (1905) oral, anal, and genital developmental phases. The next 
four levels, Individualization, Solidarity,
Generativity and Maturity, are derived from Erikson’s (1950, 1959) model of 
adult development.
The developmental line of Social Attitudes has gained a place in the litera-
ture of psychotherapy through the work of Erikson (1963). The foundation of a 
developmental line of Object Relations was laid by the work of Fairbain (1952), 
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Winnicot (1965), and Mahler (1974). The importance of the self for human 
development is elaborated in the work of Hartmann (1964) and Kohut (1971). 
The stages of moral development are described by Loevinger (1976) and Kohl-
berg (1981). The developmental line of needs refers to Freud’s (1905) libidinal 
phases and the work of Hartmann (1964), Maslow (1954), and Klein (1976). 
The foundation of the developmental line of cognitions is the work of Piaget 
(1962) and has been integrated into psychoanalytic theory by Greenspan (1979), 
among others. The corresponding stages of affective involvement have been 
elaborated by Klein, Mathieu-Coughlan, and Kiesler (1986). The developmental 
lines of Problem-Solving strategies refer to the work of A. Freud (1936), Vaillant 
(1994), Perry (1989), and Lazarus (1993).
Freud’s theory, founded on psychosexual development, gives preference to 
biologically determined needs that must be controlled. The interpersonal and 
object relation theories assume that behaviour is the result of the interaction 
between an individual and his environment and the internalization of his rela-
tionship with significant others. Erikson’s sociocultural model assumes that 
behaviour, including the fulfilment of biological needs, is determined largely 
by cultural or subcultural factors. These differences in the theoretical points 
of departure do not interfere with personality diagnostics, the aim of which 
is to describe habitual behaviour, rather than to examine the question of how 
it originates. For this reason, the developmental lines are used alongside one 
another and have no a priori relation.
Once the framework of the profile and the developmental levels, and the devel-
opmental lines had been determined, the next step was to search for the cells of 
the matrix—behavioural patterns that represent both the central theme of the 
levels and the characteristic aspect of the lines. This was no simple task, in view 
of (a) the large number of clinically relevant behavioural patterns described in 
the literature; (b) the differences in complexity and in the level of abstraction 
of the descriptions of these patterns; and (c) the use of terms, which were not 
defined or were defined differently. In arranging this highly heterogeneous 
body of material, the following criteria were used.
First, the behavioural patterns must have clinical significance; it must be pos-
sible to relate them to adaptation or maladaptation of the individual’s func-
tioning. By adaptation we mean the degree to which a person has developed 
capabilities suited to his age. Second, the behavioural patterns must be related 
to one single developmental level. This excludes phenomena which occur in 
many different situations, such as feelings of general anxiety or tension. Third, 
the patterns must be related to manifest behaviour. This criterion excludes 
metapsychological themes, as the latter symbolize concepts, which transcend 
observable behaviour.

6.3  Administration and scoring of the interview

The information for the Developmental Profile is obtained using a semi-struc-
tured interview that explores the patient’s habitual behaviour during the previ-
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ous 10 years. For the most part, this interview corresponds to the customary 
clinical anamnesis. The first part includes (a) the nature and duration of the 
symptoms or problems and the manner in which the patient deals with them; 
(b) lifestyle, school, and work; (c) partner, children, and other relationships; 
(d) religious, political, and other social activities; and (e) sport and hobbies. 
The second part assesses reactions to stressful events, needs, and situations, 
which evoke anxiety, anger, guilt, shame, and feelings of insufficiency. Patients 
are also asked to provide a self-description, to indicate what they think are the 
causes of their complaints, what kind of help they expect, and how they expe-
rienced the interview. Finally, the patient is given an opportunity to make any 
additional remarks.
The interview is performed according to the so-called “a-b-c model.” For each 
patient, the therapist attempts to elicit information on (a) the affective signifi-
cance; (b) the actual behaviour; and (c) the cognitive meaning. During the first 
part of the interview, questions focus on specific behaviours and explore the 
patient’s thoughts and feelings. In the second part, the patient is asked to recall 
what he or she was thinking and how he or she acted on a particular affect-laden 
occasion. Table 4 illustrates this technique.

After completing the interview, the researcher rereads the answers given by the 
patient to check whether these provide information about one or more of the 
patterns described in the profile. This evaluation is made on the basis of a regis-
tration protocol. This protocol provides an operational definition of each of the 
90 patterns (i.e., a description in observational terms of the manifest behaviour, 
a clarification, and a number of clinical examples). The items on levels 0 to 5 
(Lack of Structure, Fragmentation, Self-Centeredness, Symbiosis, Resistance 
and Rivalry) are defined negatively, and those on levels 6 to 10 (Individuation, 
Solidarity, Generativity, and Maturity) positively. 
Thus “early” behavioural patterns are registered only if they are maladaptive. 
The reasoning behind this is that these patterns are also part of the normal 

Table 4:  Developmental Profile Interview: Work*.

• What type of work do you do? How long have you done this work? (b)
• Why do you do this work? (c) Is it important to you? (a) Why? (c)
• Are you satisfied with the way you do your work? (a, c) Why?
A statement such as “I try not to make any mistakes” is not enough to determine which pattern
of behaviour is involved. A request for more details (Why?) can elicit a wide variety of replies,
as in the following examples:
“I’m afraid of being rejected” (Parent 32).
“I don’t want to give anyone a chance to criticize me” (Oppressor 42).
“You’re not supposed to make mistakes” (Conventional Norms; internalized 44).
“I want to be as good as other people” (Hierarchical Self-Image 53).
“I think it’s important to do good work” (Fundamental Norms; individual 64).

*a = affect; b = behavior; c = cognition.
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behavioural repertoire. Every normal person has a Passive Need for Love (pat-
tern 35) and Conventional Norms (patterns 44 and 54). To take an example, the 
operational definition of a Passive Need for Love indicates is as follows: “The 
desires of the patient are directed mainly towards satisfaction in a receptive and 
endless manner.” Adaptive early patterns, it is assumed, manifest themselves 
in the development of later mature behaviour. The development of object rela-
tionships of the Equal (62) or Mate (72) type indicates the absence of a ‘Lack 
of Attachment’ (02).
Once the material from the interview has been processed, the researcher indi-
cates his opinion concerning the extent to which the behaviour of the patient 
agrees with the operational definition. This is done by assessing all the informa-
tion obtained on a certain pattern by means of a 4-point scale, with scores rang-
ing from 0 (not present) to 3 (very clearly present). The registration procedure 
is described Table 5.

6.4  Use of the profile in treatment planning

The Developmental Profile provides guidelines with respect to the goals of treat-
ment and the manner in which they can be pursued. Goals are related to the 
central themes of the maladaptive levels: (a) stabilization for Lack of Structure; 
(b) integration for Fragmentation; (c) respect for others for Self-Centeredness; 

Table 5:  The Registration Procedure.

1  Read the answers given by the patient to a cluster of questions. For example A1, B3.
2  Establish which behavioral patterns from the profile these answers refer to.
 For instance, when asked what he or she does to alleviate his or her symptoms (A3), the

patient says that he or she tries to avoid those circumstances in which they are most likely
to occur (Avoidance - Defensiveness 48). If in doubt, consult the Registration Protocol.

3  Note in the margin of the interview next to the answer the code of the pattern it refers to.
For example, write 48 in the margin next to A3.

4  Note in the field which corresponds to this behavioral pattern in the profile scheme the
code of the question to which it refers. For example, write A3 in field 48.

5  After processing all the answers, quantify each pattern by assessing whether, on the basis
of the information obtained, the behavior described in the operational definition is absent
(-), sometimes present (X), regularly present (XX) or almost always present (XXX). The
important thing is not the number of answers which point to this pattern, but rather the
significance of those answers. Note the quantification in the field corresponding to the pat-
tern in question (-, X, XX, or XXX).

6  After quantifying all the patterns, quantify the levels by adding up the number of points for
the patterns on that level, dividing the total by three and truncating the result: 0 to 2 points
= -; 3 to 5 points = 1 or X; 6 to 8 points = 2 or XX and 9 points or more = 3 or XXX.
Record the quantification in the field of the profile schema that corresponds to the level in
question.
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(d) separation for Symbiosis; (e) autonomy for Resistance; and (f) equality for 
Rivalry. A clinical example is presented in the Appendix.
For patients functioning at the levels of Lack of Structure and Fragmentation 
with few, if any, adaptive patterns, treatment often consists of stimulus con-
trol designed to influence the patient’s environment to ensure that it does not 
provoke maladaptive behaviour. For patients functioning at the levels of Lack 
of Structure and Fragmentation who have developed several adaptive patterns, 
the plan of treatment will include additional elements, such as training to pre-
vent or limit the negative consequences of the maladaptive behaviour and psy-
cho-education (provided there is a capacity for Self-Confrontation - [66]). For 
patients who function mainly at the levels of Self-Centeredness or Symbiosis 
with few, if any, adaptive patterns, treatment generally consists of support and, 
if the patient is sufficiently motivated, skills training. Where a patient has also 
developed some adaptive patterns, psycho-education and self-exploration are 
possible options. If the patient’s problems arise from his functioning on the 
levels of Resistance or Rivalry, self-exploration may be helpful, provided the 
patient so desires and has the necessary cognitive skills (Self-Confrontation 
[66]) and Self-Clarification (76), together with some measure of Productivity 
(61) and the ability to enter into object relationships of the Mate type (72).
Several patterns are of special importance for treatment planning. These include 
Disclaiming (27), the rejection or devaluation of anything that is not in accord-
ance with one’s own ideas and Giving Up (38) because these patients are quite 
also likely to display such behaviours in therapy. 
Another important pattern is Basic Distrust (39), which impedes the develop-
ment of the treatment alliance. In the case of patients who are convinced that 
they do not deserve the good things in life (Self-Punishment [49]), there is a 
danger that they will enter into a negative therapeutic reaction whereby any 
improvement is suddenly and unexpectedly destroyed.
Conversely, if the patient’s history shows that in the past he or she has been 
able to call onothers for help (Affiliation [78]), he or she will probably be able 
to do so again. Although the adjustment of treatment to the possibilities and 
limitations of an individual is logical and examples given here are in accordance 
with clinical experience, the accuracy of the relationships established here will 
have to be demonstrated empirically.

6.5  Reliability and construct validity

To collect a sufficiently large and representative sample necessary for psycho-
metric analysis, the Developmental Profile (DP) was administered to a diverse 
psychiatric population from various psychiatric facilities and a group of nonpsy-
chiatric patients. The final sample consisted of 356 women (61.4%) and 224 
men (38.6%), with an average age of 34.2 years (range 18 to 77; SD-10.4). In
addition to a group of 23 nonpsychiatric dental patients, the DP was adminis-
tered to 232 outpatients and 325 inpatients from various psychiatric services. 
For 290 of these patients a DSM Axis II classification is available (cluster A, 3; 
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cluster B, 47; cluster C, 10; PD, NOS (not otherwise specified), 70; PD, Deferred, 
82; No PD diagnosis,78). Patients were diagnosed by their treating physician, 
using DSM-III-R criteria. In most cases, a consensus diagnosis was reached 
after discussing the case in the intake or treatment team.
The psychometric evaluation of the DP involved the interrater reliability, inter-
nal reliability, and preliminary work on construct validity. To assess interrater 
reliability, the written interviews of a subsample of the 580 cases mentioned 
earlier consisting of 158 consecutive enlisted patients were independently 
scored by seven raters, working in pairs. 
The evaluation of internal reliability and construct validity was based on data 
from all 580 patients. The interrater reliability was calculated on the basis of 
the end scores per level. On this scale, some disagreements are more serious 
than others. For example, the difference between not present (0) and some-
times present (1) has fewer clinical consequences than the difference between 
sometimes (1) and very clearly present (3). Therefore, different kinds of disa-
greement have to be differentially weighted. For this reason interrater reli-
ability was expressed by means of a weighted ê (Cohen, 1968) and interpreted 
according to the guidelines proposed by Landis and Koch (1977). Differences 
were quadratically weighted (weighting factors: 0, 1, 4, 9 for 0, 1, 2, 3 points 
difference, respectively). The statistical analyses were performed with the aid 
of SPSS and Agree (Popping, 1989). Kappas were .76, .67, .68, .82, .60, .61, .75, 
.77, and .73 (mean .71) for levels 00 to 80, respectively. Level 90 was omitted 
due to lack of data.
To determine internal reliability, it was necessary to obtain consensus not only 
on the end score of the developmental levels, but also on the behavioural pat-
terns and the cells of the profile matrix. Therefore, all the profiles were scored 
again by an experienced psychologist and compared with the original scor-
ing. In the presence of a supervisor, a consensus score was then determined 
by discussing differences. If no agreement was reached, the lowest score was 
recorded. The analysis of internal reliability was based on the premise that each 
of the 10 developmental levels may be seen as a separate scale consisting of nine 
items (behavioural patterns). For example, each of the nine items on level 3 is 
assumed to represent one aspect of the overall theme of Symbiosis. The cor-
rected item-remainder correlation was calculated for each of the 90 items. The 
internal consistency for the matrix as a whole, and for the separate levels, was 
determined using Cronbach’s  coefficient (Cronbach, 1951, 1990; Nunnally & 
Bernstein, 1994). Because there were no scores on Maturity, this level was not 
included in the calculation of internal reliability.

Table 6 shows the corrected item-remainder correlation per level for each of the 
items. For 70 of the 81 items (86%), the calculated correlations were within the 
range of 0.10 to 0.50, representing an acceptable level of homogeneity (Nunnally 
1978; Nunnally & Bernstein, 1994). The correlation was too low for six items 
and too high for five items. The internal consistency of the matrix as a whole 
expressed as Cronbach’s á was 0.76. For the separate levels, á ranged from 0.65 
(level 8) to 0.83 (level 2), indicating acceptable á coefficients for all levels.
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The construct validity is concerned with the horizontal and vertical structure 
of the profile matrix. The horizontal arrangement in developmental levels pre-
sumes a specific coherence between the patterns on any level. The vertical hier-
archy, from the most maladaptive level (level 0) to the most adaptive level (level 
9), implies a reverse coherence: The lower the maladaptive levels on which the 
patient scores, the fewer scores there will be on the adaptive levels.
To examine these connections, three hypotheses were formulated: (a) the cor-
relations of patterns on the same level differ significantly from 0; (b) the corre-
lations of patterns on the same level differ significantly from the correlations of 
patterns on different levels; and (c) The arrangement of the levels is hierarchi-
cal. This means that the levels are arranged from least adaptive patterns (level 
0) to most adaptive patterns (level 9).
To examine the first two hypotheses, a version of the nonparametric test pro-
posed by Hubert and Baker (1978) was used. The test forms groups of correla-
tions that are theoretically assumed to have a high correlatation (same-level 
pattern correlations) and compares this with 0 (the first hypothesis) or another 
group of correlations (the second hypothesis). Differences were expressed by 
means of a Z statistic. Deviations due to multiple testing are accounted for by 
using the Bonferroni inequality (Feller, 1968). To access a 1% significance level 
for all 18 tests, the Z values must be over 3.46 (Hays, 1994). Maturity (9) was 
disregarded in these analyses because there were no scores on the correspond-
ing items. The result, expressed as the Z Score, of the first test for the entire 
matrix was 30.73. The Z values for individual levels ranged from 5.14 (level 4) 
to 14.36 (level 2), indicating significant differences from 0. The result of the 
second test for the entire matrix was 30.51. On the individual levels, Z values 
ranged from 6.06 (level 4) to 16.81 (level 2), indicating a clear significant effect 
of the differences between the individual levels (Table 7).

To test the third hypothesis, the DPs with a maximum score on one particular 
maladaptive level were used. Because the frequency of adaptive behavioural 

Table 6:  Cronbach’s  and Item-Remainder Coefficients.

Level      — Item-Remainder Coefficients —

All  .76  Line 1  Line 2  Line 3  Line 4  Line 5  Line 6  Line 7  Line 8  Line 9
80  .65  .41  .32  .21  .48  .27  .23  .09  .37  .18
70  .72  .49  .47  .24  .38  .48  .19  .24  .20  .21
60  .73  .44  .28  .24  .47  .56  .15  .31  .37  .26
50  .69  .47  .31  .33  .25  .26  .17  .29  .37  .30
40  .66  .35  .36  .17  .27  .07  .04  .30  .39  .22
30  .75  .37  .50  .46  .40  .45  .27  .08  .24  .42
20  .83  .58  .58  .56  .53  .30  .50  .48  .30  .42
10  .69  .36  .44  .37  .16  .34  .27  .17  .25  .26
0  .68  .33  .32  .34  .25  .20  .08  .44  .06  .48



92 Chapter 6

patterns was quite low, the adaptive levels (60 to 90) were clustered by adding 
all the scores on these levels to form one variable (ADAP). Because there were 
few DPs with a maximum score for certain levels (levels 0, 1, and 2) and because 
our data are measured on an ordinal level, the Kruskall-Wallis one-way analysis 
of variance (ANOVA) was used to test the null hypothesis that the ADAP score is 
the same for all levels. The average score for the various maladaptive levels on 
the variable ADAP clearly indicates the hierarchical arrangement of the levels 
(Table 8). 

On average, the levels with the least adaptive patterns score lowest on the vari-
able ADAP. Significant differences were observed across the various levels (÷2 
= 38.8; df = 5; p < .000). However, the hierarchical differences are only statis-
tically significant for (a) level 00 versus the levels 30, 40, and 50; (b) for level 
30 versus levels 40 and 50; and (c) for level 20 versus level 40. This means that 
the hierarchy of the levels will have to be investigated further.

Table 7: Z-Values Testing of Construct Validity.

Hypothesis Level  Z-value  Level  Z-value

First Hypothesis  40 5.14 All 30.72
30 9.36 80 7.07
20 14.36 70 8.18
10 6.70 60 8.99
00 6.47 50 8.04

Second Hypothesis  40 6.06 All 30.51
30 12.12 80 8.43
20 16.81 70 9.55
10 8.38 60 10.70
00 8.92 50 8.82

Table 8:  Adaptation Scores for the Maladaptive Levels.

Maximum Number ADAP ADAP
Scoring Level of DP Mean SD

Level 50 20 10.6 5.0
Level 40 130 10.7 6.0
Level 30 362 8.3 4.6
Level 20 7 6.7 3.5
Level 10 3 5.7 2.1
Level 00 6 2.7 2.5
Total 528 8.9 5.1
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6.6  Disussion

In their description of the development of the DSM-IV, Clark, Davis, & Millon 
(1995) also formulate guidelines for the further development of personality 
diagnostics. We made use of these guidelines for the evaluation of the DP. The 
most important of these are as follows: Personality diagnostics should provide 
a theoretical frame of reference for the meaningful arrangement of, or the rela-
tionship between, the observation data. ‘There is general agreement that the 
development of a theoretical basis for personality disorders is important to 
advance the field. What is elaborated and refined in theory is understanding: 
an ability to see relations more clearly, to conceptualize categories more accu-
rately, and to create greater overall coherence in a subject - that is, to integrate 
its elements in a more logical, consistent and intelligible fashion’ (Davis & Mil-
lon, 1995).
As will be clear from the description of the frame of reference of the DP, the 
relationship between the behavioural patterns included here is made explicit. 
As stated before, the patterns in the horizontal rows are considered manifesta-
tions of a central theme or are assumed to have a special relationship with that 
theme. The patterns in the vertical rows are seen as manifestations of an aspect 
of psychosocial behaviour in a hierarchy related to adaptation.
Personality diagnostics should serve to make the functional significance of the 
habitual behavior more explicit. ‘Not only the behaviour but the goal of the 
behaviour ought to be part of the essential feature and criteria ratings.’(Pfohl, 
1995).
The patterns of the DP indicate the functional significance of behaviour and 
what is expressed, pursued, or attained by that behaviour. The focus on the 
functional significance of behavior has major consequences for the nature 
of the information that is collected. Dysfunctional behaviour is not always 
accompanied by subjective suffering. In some cases, it enables the patient 
to perform exceptionally well in some areas of psychosocial functioning. A
highly dependent patient, for example, may function satisfactorily as long as 
a significant other is available to fulfil the Parent (32) role and the need to 
prove oneself can lead to exceptional artistic or intellectual accomplishments 
(Potency 55). However, by charting dysfunctional behaviour, the DP can make 
explicit the nature and severity of functional limitations before they give rise to 
symptoms.
Personality diagnostics should make possible a hierarchy of differentiation or 
aggregation. ‘The results of all relevant studies consistently support a dimen-
sional model of phenotypic traits of personality disorders. (Livesley, 1995). 
Trait-dimensional models maintain that the fundamental dimensions underly-
ing this domain are not the personality disorders themselves, but rather sets of 
dysfunctional traits used to describe personality disorders. 
Using this concept of dimensions, the outcome of the assessment process is not 
a rating on a set of diagnoses, but a profile of personality traits. An important 
feature in the current view of personality trait structure is that it is hierarchical 
in nature. In this view, traits exemplars form the lowest level of this hierarchy; 
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together they give a trait dimension at the next higher level. Trait dimensions 
in turn may jointly define the next hierarchical level of diagnostic constructs. 
(Clark, 1995).
In the DP, data are ordered on four levels of differentiation. The first level refers 
to directly observable behaviours (trait exemplars), such as homesickness on 
trips or the inability to choose clothes if someone else does not approve the 
choice. These directly observable behaviours are manifestations of the patterns 
mentioned in the profile matrix, in this case Dependence (31). The second level 
of differentiation refers to these patterns (traits or trait dimensions) that are 
the building blocks of the profile matrix (see Table 1). The third level of dif-
ferentiation refers to the developmental levels (core dimensions of diagnostic 
constructs).
These are characterized by a central theme, which is typical of the behaviour 

patterns on that level, such as the inability to function independently in the case 
of Symbiosis (30). The fourth level of differentiation refers to the personality 
organisation (intercorrelated dimensions or types) and is represented by the 
degree to which an individual functions on each of the 10 developmental levels. 
This is a dimensional model along 10 axes. If desired, further aggregation to a 
categorical classification is possible by referring to the maladaptive level with 
the maximum score, i.e., a symbiotic profile.
Personality diagnostics must be clinically useful, in other words, it must pro-
vide guidelines for diagnosis and treatment. In order for a dimensional model 
to become accepted by clinicians, it will be necessary to indicate how it can be 
used and applied in everyday clinical practice. (Widiger & Sanderson,1995). 
By providing a survey of the presence of ‘immature’ or maladaptive behav-
ioural patterns, and ‘mature’ or adaptive behavioural patterns, the DP makes it 
possible to formulate a weakness/strength analysis of an individual’s habitual 
behaviour. 
As noted earlier, this offers guidelines for the choice of treatment. For instance, 
the profile makes it possible to establish the extent to which the patient is capa-
ble of introspection, collaboration with others, and the realization of objectives 
that require a long-term commitment. All these criteria provide important indi-
cations for a reconstructive treatment, such as psychoanalysis or psychoana-
lytical psychotherapy. In addition, the profile provides information that may 
be helpful in behavioural therapy, for example by making explicit maladaptive 
cognitions such as, “Without the help of others, I’m lost.” Often the DP can 
shed light on why a patient is not complying with other types of treatment, for 
instance, why a diabetic patient is not keeping to a diet or taking his or her pills. 
In forensic reporting, the DP is also used to make explicit the motives underly-
ing criminal activities (Wismans, 1999).
Personality diagnostics must be feasible. A diagnostic instrument should be 
understandable, easy to use, and not overly labour-intensive (Davis & Millon, 
1995). The DP does not meet these criteria. To gain a good understanding of 
the profile, an introductory course must be followed and supervision is required 
to ensure reliability. The actual interview lasts one and a half to 3 hours and 
the formulation of the data takes another one to one and a half hours. This 
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represents a considerable investment in terms of time. Therefore, the DP is 
preferably used when there is a clear reason for doing so (i.e., when the per-
sonality problems are vague or highly complex; when a labour-intensive form 
of psychotherapy is indicated which requires a broader underpinning; or when 
one method of treatment has become ineffective and a new choice of treatment 
is required). 
Because the profile is based on day-to-day life, most patients have no trou-
ble understanding the results of this investigation. When implemented in this 
way, the profile may be expected to contribute to an increased efficiency and 
effectiveness of both diagnostics and treatment. Personality diagnostics should 
be empirically verifiable. One advantage of the trait-dimensional hierarchical 
model, in which the various traits which make up each diagnosis are defined 
and observed separately, is that it is open to empirical testing and to the pos-
sibility of revising the underlying constructs based on data (Clark, 1995). 
Before embarking on a new diagnostic model, it must first be demonstrated 
that it is a reliable and valid instrument. The interrater reliability of the DP
expressed by means of a weighted ê is reasonable to good. However, we realize 
that using interview texts is only a first step in measuring reliability (Grove, 
Andreasen, Shapiro et al., 1981; Van, Ingenhoven, Foeken, et al., 2000). 
The statistical testing of the internal reliability and construct validity was accom-
panied by the problems generally associated with such a broad pool of clinical 
data. In the first place, the sheer number of variables requires an extremely 
large data set, if valid tests are to be performed. Second, the uneven distribu-
tion of the patterns is a problem. The patterns on the highest and lowest levels 
are particularly skewed, with a peak of 0 scores. Many analytical techniques are 
based on a normal distribution of the data set, which in the case of the DP can-
not be assumed. To circumvent these problems, nonparametric tests were used 
wherever possible because they do not make assumptions about the distribution 
of the data. The instrument used to test the construct validity, which is based 
on that of Hubert and Baker (1978), showed positive results.
In summary, the DP is a new instrument for psychodynamic personality diag-
nostics. It is intended to integrate clinically relevant concepts related to psy-
choanalytical developmental psychology into a model which can be empirically 
tested. The initial psychometric results are encouraging.

Appendix

A clinical example (see table 1)

Mrs. A., a 28-year-old married female, who indulges in binge eating and shows 
symptoms of an atypical depression, seeks help after outpatient ambulant indi-
vidual psychotherapy lasting one and a half years has failed to provide a new per-
spective. A 2-month period of day-clinical psychotherapy was also terminated 
prematurely without results. The aim of the DP is to determine why the earlier 
therapies were unsuccessful and to develop guidelines for further treatment.
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Summary and conclusions of the developmental profile of Mrs. A. are shown 
(Table 1).
For her age, the patient functions to a reasonable extent on the adaptive levels 
of Individuation (60) and Solidarity (70). There are a number of adaptive pat-
terns, such as good Productivity (61), reasonable Identity (65) and Intimacy 
(75), and the capacity for Self-Confrontation (66) and Self-Clarification (76). 
With regard to maladaptive functioning, the patient clearly displays behav-
ioural patterns on the level of Symbiosis (30) and to a lesser extent, on the 
levels of Resistance (40) and Rivalry (50). She also scores to a limited extent on 
the level of Fragmentation (10) but this finding has definite clinical relevance. 
Under extreme stress, the patient sometimes reacts with fleeting delusional 
ideas (Falsification 07).
A central role is played by the symbiotic problems (30). The seriousness of these 
problems was probably insufficiently recognized during previous treatment, 
perhaps because the patient is an intelligent and well-groomed young woman 
who has both work and an intimate relationship. This may also have something 
to do with the fact that when she is undergoing treatment, she quickly begins 
to improve. Given the profile, it is quite possible that such improvement is in 
the nature of a transference cure. Each attempt to reduce the frequency of the 
therapy resulted in a marked increase in her symptoms.
In the light of the severity of the symbiotic problems and the presence of pat-
terns on the levels of Fragmentation and Lack of Structure, a supportive treat-
ment based on the handicap model was offered. 
The point of departure of this method is that the inability is accepted as such. By 
means of psycho-education, the patient was provided with information about 
what it means to function in a symbiotic way. ‘You don’t lack motivation, and 
you’re not weak. But you have a serious problem.’ Learning to deal with this 
handicap became the aim of the treatment. Thus, the patient was not encour-
aged to become independent, but rather to find ways of dealing with her exis-
tential need for support, for example by extending those relationships where 
she could obtain help. She could also satisfy her considerable passive need 
for love indirectly by caring for others and receiving their gratitude in return. 
To deal with her problems in the area of resistance, submission, and passive-
aggressive resistance, assertivity training was provided.
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Abstract

This study presents the preliminary results of research into the interrater reliabil-
ity and construct validity of the Developmental Profile (DP). In the DP a number 
of developmental lines, such as Object-Relations, Self-Images, and Problem-
Solving Capacities, are assessed and classified according to the level of function-
ing. A total of 108 profiles were assessed, drawn from three different categories 
of patients. The weighted kappa values for interrater reliability were sufficient. 
On the adaptive level, but also on the maladaptive levels Symbiosis and Resist-
ance, significant differences were found between psychiatric patients, “normal 
controls” (dental patients) and somatic patients. No differences were recorded 
between the latter two groups. The conclusion is that the DP is a promising instru-
ment, of which the reliability and validity has to be further investigated in order 
to contribute to scientific support for psychodynamic theory formation.
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7.1  Introduction

The applications of psychodynamic insights in the field of psychiatry are the 
object of increasing attention. Not only do they make it possible to do justice to 
the complexity of human functioning, but they also set out beacons that point 
the way to treatment strategies. Psychodynamic concepts are both complex and 
abstract, which means that they are not easy to operationalize. This has hin-
dered the development of empirical research. Nevertheless, research methods 
that make It possible to study a number of subconcepts have been developed. 
The best results with respect to reliability and validation have been achieved 
In the assessment of defense mechanisms (Vaillant & Vaillant, 1990; Perry & 
Cooper, 1989). The personality organization as a whole was examined using 
the structural interview devised by Kemberg (1984) or, for a more detailed 
assessment, the categories of the Karolinska Psychodynamic Profile (Weinryb 
& Rössel, 1991).
In the Developmental Profile (Abraham, 1993), personality is investigated from 
a developmental perspective. We present the initial results of research into the 
Developmental Profile (DP), which centres on the following questions:
• Is the assessment of the DP by various raters sufficiently reliable to warrant 

its use in clinical practice?
• Does the DP make it possible to distinguish between different groups?
The present research focused on inpatients with a psychiatric problem, patients 
with a severe somatic disorder, and patients who were in need of dental treat-
ment. The expectation was that clear differences would be found between the 
psychiatric patients and the other two groups. No notable differences were 
expected between the somatic patients and the dental patients.

7.2  Methods

The Developmental Profile. 
The semistructured interview on which the DP (Abraham, 1997) is based con-
sists of anamnestic questions related to important areas of life, as well as ques-
tions on the manner in which the patient deals with emotions. Scoring Is based 
on the written account of the interview. The DP defines 10 hierarchical levels 
of personality development, ranging from highly maladaptive to highly adap-
tive: Lack of Structure, Fragmentation, Ego-Centricity. Symbiosis, Resistance, 
Rivalry. Individuation. Solidarity, Generativity. and Maturity. The 10 levels are 
elaborated by means of the following developmental lines: Social Attitudes, 
Object Relationships, Self-Images, Norms, Needs, Cognitions. and Problem-
Solving Capacities (Coping and Defense Mechanisms). This results in a matrix 
of 9 x 10 items. The scoring protocol provides instructions for the operationalize 
each item. Each example of an item recorded in the text is noted on the scoring 
form. A final score per level is obtained by summing all items on that level and 
recording this on a 4-point scale (ranging from 0 = not found to 3 = very clearly 
present). Each interview was, scored by two raters. There were five raters in all, 
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distributed over four pairs. A consensus score was obtained for the two raters 
by recording the assessments on which there was agreement, or agreement had 
been reached following a brief verbal clarification. lf no agreement was reached, 
the lowest score was recorded. This ensured that only Chose items that were 
clearly present were included.

Patient Population. 
The patient population consisted of 108 individuals drawn from four sub-
groups:
- 43 patients with psychiatric problems being treated on a ward for clinical 

psychotherapy; 24 women and 19 men, average age 39 (range 22-64)
- 27 unselected dental patients enrolled for the first time at the dental clinic of 

a university; 12 women and 15 men, average age 41 (range 25-71).
- 10 male dental patients in need of extensive dental treatment; average age 40 

(range 27-54).
- 28 somatic patients admitted to the Department of Pulmonary Disease of a 

university hospital in connection with a suspected malignancy; 26 men and 2 
women, average age 58 (range 41-73).

In calculating the interrater reliability, the data on all 108 patients were 
used. In determining the construct validity, these 108 patients were divided 
into three roughly equal groups, for purposes of comparison: all unselected 
dental patients (N = 27). all somatic patients (N = 28), and 27 psychiat-
ric patients, selected from the group of 43 patients. As far as possible, these 
patients were matched to the unselected dental patients with respect to age and 
sex.

Statistical Analysis. 
Interrater reliability was expressed by means of a weighted kappa (Cohen 1968) 
and interpreted following the guidelines proposed by Landis and Koch (1977). 
Differences were linearly and quadratically weighted. A dichotomous kappa 
was calculated, whereby a 1-point difference was scored as agreement, and 
a difference of 2 or 3 points as “no agreement.” In addition, a 95% reliability 
interval was calculated for all kappas. In determining the construct validity, the 
differences between groups were evaluated pairswise using a Mann-Whitney U 
test. The statistical analyses were performed with the aid of (SPSS) and “Agree” 
(Popping 1989).

7.3  Results

The calculation of interrater reliability, whereby a difference of 1 point was 
permitted, resulted in substantial kappa values for all the Individual levels 
(range 0.65 to 0.91) (Table 1). In the case of quadratic weighting, the average 
kappa was also substantial for all the levels taken together and for each separate 
level, with the exception of Rivalry and Resistance (range 0.53 to 0.84). Where 
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a linear weighting was carried out, the kappas ranged from 0.44 for Rivalry to 
0.72 for Symbiosis, with an average of 0.58.
Statistically significant differences were found between the psychiatric patients 
and the other two groups (Table 2). The greatest differences were on the levels 
of Symbiosis and Resistance, while those on the adaptive levels of Individua-
tion, Solidarity and Generativity were clearly present and significant. The dif-
ferences on the levels of Lack of Structure and Fragmentation were significant 
but small; however it should be noted that these levels occurred infrequently 
in the groups Involved in this study. It will be clear that, in general, these were 
not psychiatric patients who were being considered for clinical psychotherapy, 
and that one would expect them to display a severely maladaptive personality 
organization. On the level of Rivalry or Ego-centricity, no significant differences 
were found. No differences at all were found between the dental patients and 
the somatic patients.

7.4  Discussion

The reliability of observations and Interpretations in the field of psychiatry 
has traditionally been a major obstacle in providing a scientific foundation 
for diagnostics. However, in studies on the assessment of DSM personality 
disorders it has been demonstrated that by using semistructured interviews a 
sufficient interrater reliability can be established (see Van den Brink, 1989). As
psychodynamic concepts are more difficult to relate to observable phenomena, 
the study of reliability is complicated. This is reflected in the different results 
reported in the literature: When a circumscribed concept such as single defense 
mechanisms is measured, interrater reliability is particularly difficult to achieve 
(see for example Van Hummelen, 1997; Perry & Cooper, 1989). Therefore, in 

Table 1:  Interrater Reliability of Developmental Profile.

Level Linear  Quadratic Dichotomy

Maturity
Generativity .57 .71 .91
Solidarity .60 .73 .74
Individuation .67 .79 .89
Rivalry .44 .53 .69
Resistance .47 .58 .65
Symbiosis .72 .84 .89
Narcissism .52 .68 .71
Fragmentation .60 .68 .86
Lack of structure .64 .78 .79
Average .58 .70 .79
95% Reliability Interval  (-13/+12) (-13/+12) (-181+15)
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the case of the DP, not only was a special effort made to operationalize the 
concepts in observational terms, but conclusions were drawn from the final 
scores per level, where various concepts were combined. This study shows 
that sufficient agreement between raters can be achieved by means of these 
methods.
On the basis of research into the reliability of an interviewing method, four dif-
ferent designs were distinguished (Grove, Andreasen, McDonaldScott, Keller, & 
Shapiro, 1981). In order of increasing stringency, these designs are as follows: 
written interview texts, audio or video account of the interviews; interviewer-
versus-observer (in person), and test-retest interviews (two different interview-
ers at two different points in time). The present study employed the first design. 
Strictly speaking, the significance of a level of reliability determined in this 
way is the fact that when the interview texts are scored, the variation between 
diagnosticians in interpreting the criteria from the registration protocol is suf-
ficiently limited (Grove et al., 1981). However, scoring of the DP on the basis 
of written interview text reflects usual clinical practice. Further studies are 
needed to evaluate whether scoring is critically affected by using typescripts of 
the semi-structured interviews.
There are no clear-cut guidelines for the procedures of weighting the kappas. 
Presenting various weightings provides insight into the effect of the weighting. 
A difference of one point on a particular level of the DP reflects little signifi-
cance in clinical practice. For this reason, we felt justified in basing our conclu-
sions on the quadratic or dichotomous kappas.
The psychiatric patients differ from the other groups in that they have more 
problems on the levels of Symbiosis and Resistance and clearly function to a 
lesser degree on the adaptive level. The minor differences on the level of Ego-

Table 2:  Construct Validity of Developmental Profile.

Average score 

Psychiatric Dental Somatic

Developmental Level
Maturity 0.0 0.0 0.0
Generativity 0.2 1.3* 1.2*
Solidarity 1.0 2.0* 2.1*
Individuation 1.4 2.4* 2.4*
Rivalry 1.2 1.2 1.4
Resistance 2.6 1.4* 1.3*
Symbiosis 2.2 0.3* 0.4*
Narcissism 0.7 0.3 0.3
Fragmentation 0.4 0.0* 0.0*
Lack of structure 0.3 0.0** 0.0**

Note.  The table Indicates only the significant differences between the psychiatric patients, and the dental
and somatic patients.

 < .05;  ** p < .01.
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centricity and Rivalry are interesting in themselves, and will be the object of 
future research. It may be that despite the problems on these levels, social 
adaptation is more effective, so that the individual is capable of more success-
ful compensation.
There were no clear differences between the seriously ill somatic patients 
and the patients with dental problems. This is In agreement with the prop-
osition that the DP does not measure temporary reactions to severe stress, 
such as hospitalization, but rather identifies the underlying personality 
structure.
In conclusion, we can say that these preliminary data suggest that the DP pro-
vides a reliable and accessible operationalization of psychodynamic diagnos-
tics. The construct validity reflects the expected differences between groups. 
This opens the way to further research into the psychometric aspects of 
the DP.
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Abstract

Background
Randomized Clinical Trials do not take into account patients’ preference and 
fail to match patient and treatment which may lead to an underestimation 
of results. In addition, although sequential strategies in case of (early) non 
response are quite common in clinical practice, the effectiveness has hardly 
been investigated. 

Aim 
To examine the influence of patient preference on outcome in a sequential treat-
ment strategy for depression. 

Methods 
As part of a larger study we compared patients who were randomized to those 
who had chosen Short-term Psychodynamic Supportive Psychotherapy (SPSP)
for depression. The sequential strategy concerns the addition of an antide-
pressant in case of less than 30% reduction on the HAM-D after 8 weeks of 
psychotherapy

Results 
There were no differences between randomized and by-preference patients 
at baseline, in adherence and in outcome. In both groups, drop out occurred 
mainly in the first 8 weeks. All early nonresponders were offered medication, 
but 71% of the by-preference patients and 41% of the randomized patients 
refused this. 
In total, 37% of the patients achieved remission at the end of treatment. Of early 
responders, this was 57% and of early nonresponders 27%. In a logistic regres-
sion analysis no effect of the addition of medication on final outcome in early 
nonresponders could be demonstrated.

Conclusion 
Permitting patients to choose their preferred treatment does not induce a 
great influence on sample characteristics or on outcome. The feasibility of the 
sequential strategy to add medication appeared to be modest. On the other 
hand it might be warranted to continue for some time an initially ineffective 
psychotherapy for depression , as a considerable number of patients do have a 
pattern of delayed response. 
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8.1  Introduction

Recent meta-analyses conclude that psychotherapy and pharmacotherapy are 
equally efficacious after the acute treatment of depression (Casacalenda et al., 
2002; De Maat et al., 2007). Relatively little is known about the efficacy of psy-
chodynamic psychotherapy in the treatment of depression, since most studies, 
comparing pharmacotherapy and psychotherapy, include cognitive behavioural 
therapy (e.g. DeRubeis, et al., 2005). Over the past few years we have sought 
to fill this gap in psychotherapy research by directly comparing Short-term 
Psychodynamic Supportive Psychotherapy (SPSP), pharmacotherapy and their 
combination in various randomized controlled trials (RCTs) (De Jonghe et al., 
2001; De Jonghe et al., 2004; Dekker et al., 2007). 
However, several criticisms have been raised against the designs of RCTs. It
is argued that results from RCTs are artificial, and cannot be generalized to 
‘real world’ psychiatric settings (Westen et al., 2004; Rothwell, 2005). Among 
other things, the procedure of randomisation fails to match patient and treat-
ment (Brewin and Bradley, 1989; Parker, 2005). It may exclude highly moti-
vated patients with a strong preference for a particular treatment whereas 
patients unsuited or unmotivated for a particular treatment are more likely to 
be included in a randomisation procedure. Therefore, it is assumed this selec-
tion process may lead to an underestimation of effectiveness (Bedi et al., 2000; 
Howard and Thornicroft, 2006). 
To remedy this complication, we opted in our current RCT comparing SPSP to 
pharmacotherapy, for a by preference condition (Brewin and Bradley, 1989). 
This means that patients refusing to be randomized will be given the treatment 
of choice. 
Another point is that most research data concern mono treatments while in 
clinical practice the addition of medication to psychotherapy is very common, 
especially in case of (early) nonresponse. Some evidence indicates indeed that 
early nonresponse carries a risk for ultimate treatment failure, although at the 
same time a considerable amount of early nonresponsive patients appear to 
achieve remission at the end of treatment (Van et al., 2007). In line with these 
finding we opted for a sequential treatment. It started with monotherapy (SPSP
or antidepressants) and proceeded to combined therapy in case of early non-
response (Segal et al., 2002). There is some evidence that a sequential strategy 
with interpersonal therapy (IPT) and medication is slightly more effective than 
combined therapy from the outset (Frank et al., 2000), but research is rare. 
The first aim of this article is to determine whether depressed patients who 
choose treatment are different from those who are randomised and whether 
they fare better during treatment. This is expressed in terms of early response, 
drop out, and general efficacy. The second aim was to explore the feasibility and 
surplus value of additional medication in case of early non-response.
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8.2  Methods

Patients
The study sample consists of consecutively referred outpatients of Men-
trum Mental Health Care, a large psychiatric teaching hospital in Amster-
dam. Inclusion criteria were: age between 18 and 65 years, DSM-IV-defined 
Depressive Episode with or without dysthymia (using the CIDI), a 17-item 
HAM-D (Hamilton, 1967) baseline score between 14 and 25 points, and writ-
ten informed consent. The exclusion criteria were: drug abuse, psychotic 
symptoms, participation impossible due to a serious communicative prob-
lem (e.g., language barrier), pregnancy, hospitalization or day-treatment is 
unavoidable. 

Study Design
The study concerns an RCT comparing pharmacotherapy (PhT) to Short-term 
Psychodynamic Supportive Psychotherapy (SPSP). Patients were first offered 
randomisation and, if willing, they were allocated to either PhT or SPSP using 
block randomisation statefied for age and gender. Patients refusing to partici-
pate in the randomisation procedure were offered the possibility to receive the 
preferred treatment. At the start of the study, 70 Patients were allotted to the 
RCT- psychotherapy and 67 chose by preference (BP) psychotherapy. As only 
3 patients chose to start with PhT we are not able to report on the treatment 
algorithm that have started with by preference antidepressants. 
Patients with less than < 30% reduction on the HAM-D after 8 weeks were pro-
posed to add venlafaxine 75 mg/ day that could be titrated up to a maximum of 
225 mg/day. For patients who responded to treatment at week 8, psychotherapy 
alone was continued as scheduled. A more detailed description of the study 
design is published elsewhere (Dekker et al., 2007). 

Treatment
SPSP consisted of sixteen sessions, the first 8 sessions weekly, the last fort-
nightly. SPSP is a manual-based approach (de Jonghe 2005) focusing on the 
affective, behavioral and cognitive aspects of relationships. By discerning lev-
els of discourse that depends on the phase of the therapy and the capacities 
of the patient, the therapists may choose more supportive interventions, such 
as encouraging adaptive coping mechanisms, guilt reducing thoughts or giv-
ing praise, or interventions to enhance insight, such as confrontation or inter-
pretation. This means that the therapy can be placed on a variable point on 
the expressive- supportive continuum (Gabbard et al., 2005). Therapists were 
trained psychiatrists or psychotherapists. They met regularly to discuss audio-
taped sessions and to ensure adherence to the psychotherapy manual. 

Outcome measures
The primary measurement was the 17-item HAM-D. The HAM-D was assessed 
by independent observers. Before participating in the study, the reliability 
of their assessments was established. During the study, they discussed their 
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audio-taped assessments monthly with an experienced psychiatrist to prevent 
slippage. 
Secondary outcome measures were: the Clinical Global Impression of severity 
and improvement (CGI-S, CGI-I; Guy, 1976) provided by the treating clinicians 
and the SCL-90 depression subscale (Arrindell and Ettema, 1986).
Assessments took place at baseline, week 8, 16 and 24. On the primary out-
come measure efficacy was expressed both in terms of mean differences in 
HAM-D scores and in success rates. The latter defined as response rate (50% 

measurements only success rates are given. They are defined as: CGI-severity 
and improvement score 1-2 and SCL improvement of at least 1 standard devia-
tion. Psychotherapy patients with less than 30% improvement on the HAM-D
at week 8 were proposed an antidepressant as additional treatment. Patients 
who, regardless of the reason, completed less than 5 therapy session in the first 
8 weeks or with a premature termination from week 8 till 24 were considered 
as drop out.

Statistical Analysis
To test for the overall effectiveness of the treatments, within-group effects 
of time were calculated between week 0 and week 24 using paired t-tests. 
ANCOVA analyses were used to test between-group differences in terms 
of means, including baseline measures (in this study 8 weeks) as co-vari-
ants. Pearson Chi-square calculations (2-sided, level of significance .05) 
were used to compare refusal rates, drop out rates and success rates 
between therapy conditions. Data-analyses were performed on a Per Pro-
tocol sample (PPD) with application of Last Observation Carried Forward 
(LOCF). 
The study was divided in two parts: the first phase from start to 8 weeks, and 
the second phase from week 8 till 24, in order to specifically examine the by 
preference and sequential aspects of the design. Between-group analyses were 
performed on the PPD sample of week 0 and on the per protocol sample of 
week 8 separately, thus excluding patients that were dropped out before week 
8 and never were proposed to combine SPSP with an antidepressant. Finally, 
a logistic regression analysis was conducted to test the efficacy of addition in 
non-responders by comparing patients declining addition with those accepting 
addition. 

8.3  Results

Baseline characteristics

There were no baseline differences between randomized and by preference 
patients in demographic and clinical characteristics (table 1). The mean age was 
35.9 years (SD=10.4), 79.8% was female. About half of the patient were treated 
earlier in the present episode, indicating it concerns refractory depressions. 
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Phase 1: Weeks 0-8 (data not shown)
After the first 8 weeks, 11 out of 40 (27.5%) patients were responsive (> 30% 
reduction on the HAM-D) in the RCT condition, compared to 17 of 45 (37.8%) 
in the BP group. The difference was not statistically significant. Also none of the 
secondary outcome measures differed between RCT and BP patients with the 

Table 1:  Baseline characteristics of randomized and by preference patient sample.

   RCT  BP Total
  (n=59) (n=60) (n=119)

Gender %
 Male  25.4 15.0 20.2
 Female 74.6 85.0 79.8
Age %   
 20-29 yr 32.2 45.0 38.7
 30-39 yr 35.6 25.0 30.3
 > 40 32.8 30.0 31.3
Marital status %   
 Married 24.1 23.7 23.9
 Divorced 12.1 8.5 10.3
 Widowed 3.4 3.4 3.4
 Never married 60.3 64.4 62.4
Educational level %    
 Low  24.1 22.0 23.0
 Intermediate 50.0 44.1 46.9
 High 25.9 33.9 30.1
Duration ( present episode) %   
 <1 year 48.2 50.9 49.5
 > 1 year 51.8 49.1 50.5
Any treatment (present episode )%   
 Yes 48.6 50.9 47.3
 No 56.4 49.1 52.7
Antidepressant (present episode)%   
 Yes 30.4 36.8 33.6
 No 69.6 63.2 66.4
Recurrence %    
 0 48.2 54.2 51.3
  1 51.8 45.8 44.7
HAM-D    
 Mean (SD) 20.4 (3.8) 19.6 (3.9) 20.0 (3.8)
CGI-Severity    
 Mean (SD) 4.4 (0.7) 4.2 (0.8) 4.3 (0.8)
SCL-Depression    
 Mean (SD) 51.8 (10.0) 49.8 (12.0) 50.8 (11.0)
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   Responsive: N=11; *A

  

  Started addition: N= 17
  Non-responsive: N=29; *B   }
   Not started addition: N=12 

   Responsive: N=17; *A

   Started addition: N=8
  Non-responsive: N=28; *B   }

   Not started addition: N=20

*A: Figure 2; Table 2
*B: Figure 2; Table 3
*C: Figure 3; Table 4

RCT psychoterapy
(week 8) N=40; *C

BP psychoterapy
(week 8) N=45; *C

exception of the CGI-severity which was in favor of the BP patients (Chi square 
= 4.83; df=1; p= .03). 
In this first phase 19 patients (32.2%) were considered study drop outs (i.e 
attended less then 5 sessions SPSP) in the RCT condition, compared to 15 
patients (25%) in the BP group (Chi square =1.46, df=1, p=.23). Subsequently, 
40 originally randomized patients and 45 by preference patients proceeded to 
the second phase of the study. 

Phase 2: Weeks 8-24 
The distribution of patients at 8 weeks is shown in figure 1.

- Early responsive patients

All early responsive patients continued treatment of SPSP without being pro-
posed to add medication. The results of mean HAM-D scores are shown in 
figure 2. 
For RCT patients the mean HAM-D score in responders had diminished from 
20.4 (SD= 3.8) at baseline to 9.3 (SD= 4.1) at week 8, and for BP patients 
from 19.6 (SD=3.9) to 8.6 (SD=8.6). The mean HAM-D scores declined only 
slightly further in the second phase: for RCT patients to 7.6 (SD=5.1) and for 
BP patients to 7.8 (SD=7.9). 
In table 2, the success rates on the HAM-D, CGI and SCL-depression for early 
responders are shown. In total 71.4 % of all early responding patients achieved 

Figure 1:  Flow diagram of the treatment algorithm.
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response and 57.1% remission. No statistically significant differences were 
found between RCT and BP patients. 

- Early nonresponsive patients
All early non-responsive patients were proposed to combine psychotherapy 
with venlafaxine. Firstly, it had to be noted of the 29 patients non-responsive 
in the RCT condition, 17 (58.6%) started venlafaxine and in the BP condition 
only 8 out of 28 patients (28.6%) (Chi square=5.22; df=1; p=.02). 
The following results concern the whole group, regardless of acceptance of 
medication. 
At week 8, the mean HAM-D scores of nonresponders was still 20.6 (SD=4.6) 
for the RCT patients and 19.6 (SD= 4.1) and for the BP patients. As shown in 
figure 2 at the end of treatment the mean HAM-D score in RCT patients had 
improved to 11.4 (SD=6.7) and in BP patients to 12.5 (SD= 6.8). 
The outcome for early non- responders in terms of success rates on all measures 
is shown in table 3. Of all early nonresponders 43.9% achieved response and 

Figure 2: Mean scores of HAM-D in time for patient with and without early res-
ponse.
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Table 2:  Succes rates (%) in early responders.

  RCT BP Total
  (N=11) (N=17) (N=28) p

HAM-D 
Response (> 50% )    
 Week 8 45.5 58.8 53.6 .49
 Week 16 36.4 70.6 57.1 .07
 Week 24 63.6 76.5 71.4 .46
HAM-D
Remission (  7)    
 Week 8 36.4 41.2 39.6 .49
 Week 16 36.4 52.9 46.4 .07
 Week 24 54.5 58.8 57.1 .46
CGI-Severity    
 Week 8 36.4 58.8 39.3 .79
 Week 16 54.5 82.4 46.4 .39
 Week24 81.8 76.5 57.1 .82
CGI-Improvement    
 Week 8 36.4 52.9 50.0 .24
 Week 16 45.5 76.5 71.4 .09
 Week 24 72.7 76.5 78.6 .73
SCL-Depr. (> 1 SD )    
 Week 8 40.0 58.8 51.9 .35
 Week 16 80.0 64.7 70.4 .40
 Week 24 80.0 64.7 70.4 .40

26.7% remission. Again, no statistically significant differences were found on 
all measures between RCT and BP patients. 

Relative efficacy of the total treatment group
Figure 3 concerns the aggregated outcome of the treatment algorithm, includ-
ing both early responsive and nonresponsive patients. The mean HAM-D score 
at the end of treatment was 10.3 (SD=6.5) for RCT patients and 10.7 (SD=7.5) 
for BP patients. 
In table 4 the aggregated success rates are reported. In total 52.9% of de patients 
achieved response and 36.5% remission. The only statistical difference appeared 
at week 8 for the CGI-S favouring BP patients. This difference disappeared in 
the continuation phase of therapy. On non of the other outcome measures a 
difference was found throughout the entire treatment. . 
Finally, drop out rate in the second phase was relatively low. In the RCT group 
there were 6 dropouts (15%) and in the BP group 4 drop-outs (9%) (Chi square 
=.76, df=1, p=.38).
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Table 3:  Success rates (%) for early nonresponders (regardless of additional medica-
tion). 

  RCT BP Total 
  (N=29) (N=28) (N=57) P

HAM-D 
Response (> 50% )    
  Week 8 0.0 0.0 0.0 -
  Week 16 24.1 21.4 22.8 .80
  Week 24 55.6 32.1 43.9 .08
HAM-D 
Remission (  7)    
  Week 8 0.0 0.0 0.0 -
  Week 16 13.8 14,3 14.0 .95
  Week 24 27.6 26.3 26.7 .82
CGI-Severity     
  Week 8 0.0 17.9 8.8 .02
  Week 16 37.9 14.3 26.3 .04
  Week24 55.2 46.4 50.9 .51
CGI-Improvement     
  Week 8 10.3 14.3 12.3 .65
  Week 16 34.5 17.9 26.3 .15
  Week 24 55.2 53.6 54.4 .90
SCL-Depr. (> 1 SD )    
  Week 8 21.4 11.1 16.4 .30
  Week 16 57.1 37.0 47.3 .14
  Week 24 64.3 48.1 56.4 .23

Efficacy of addition of medication
Finally, in a logistic regression analysis we explored the contribution of the addi-
tion of medication to treatment efficacy by comparing unresponsive patients 
refusing addition with unresponsive patients accepting addition. The following 
variables were entered in the analysis: HAM-D score, treatment group, addition 
status, and the interaction between treatment group and addition status. No 
main effect for addition was found. Similarly, no interaction between treatment 
group and addition was found, implying that the extent to which patient ben-
efited from additional medication was similar across treatment conditions. 

8.4  Discussion 

This article reported on a Partially Randomized Preference Trial (PRPT) with a 
sequential strategy for the treatment of depression. As hardly no patients chose 
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to start with an antidepressant it is only possible to report on the comparison 
between randomized and by preference psychotherapy patients.

Patients’ preference 
Patients allocated to psychotherapy by chance and those choosing psychother-
apy did not differ at baseline characteristics that are measured, thus indicat-
ing the process of randomisation has not created a specifically selected group 
of depressed patients not willing to accept random allocation. These results 
appear to be in line with a PRPT trial conducted in primary care, where neither 
a clear selection bias was found, even not with regard to personality factors 
(Bedi et al. 2000).
Almost all patients in the by preference modality chose to start with psycho-
therapy and not to start with an antidepressant. Although in a systematic review 
a preference for psychotherapy was found in all available studies (van Schaik 
2004), such a strong preference has not been reported before. 
Remarkably, at present the situation in the US appears to have changed. Despite 
the growing evidence on the efficacy of antidepressant psychotherapies, the 
recently emerging STAR*D data suggests that psychotherapy is no longer the 
treatment of choice for American patients (Wisniewski et al., 2007). This may 
reflect cultural variation, but also points to a limited accessibility of psycho-
therapy for depression in the current American Health Care Systems (Weis-
mann 2007). 

Figure 3: Mean HAM-D scores in time. Aggregated outcome for total sample of RCT 
and BP patients from week 0-24 (regardless of addition).
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In the current study, many patients declined an additional antidepressant after 
8 weeks, not surprisingly within the BP group even more than within the RCT 
group. Apparently, they prefer to continue psychotherapy alone, in spite of early 
non-response. Obviously, we do not know to which extent this is typical for the 
patient population that has been studied. Again in the US, patients seem to choose 
rather differently. In a study on IPT almost every patient with poor response 
accepted the addition of an antidepressant (Frank et al., 2007). It raises questions 
about the cross cultural feasibility of sequential treatment strategies consisting 
of both psychotherapy and antidepressants, that need to be taken into account in 
guidelines and the application of treatment algorithms in clinical practice.
About a third of the patients did not complete the psychotherapy as planned. 
In earlier studies, both in our settings, and those of others, comparable drop 
out rates were found (see e.g. de Jonghe 2004; Blom et al., 2007). Therefore 
we assume it could be interpreted as a general characteristic of secondary care 
depressed patients. In contrast to what might be expected, choosing treatment 
did not enhance adherence in psychotherapy as drop out rates did not differ 
between RCT and BP patients, even not in the initial phase of treatment, thus 

Table 4:  Aggregated success rates (%) for total sample of RCT and BP patients from 
week 0-24 (regardless of addition of medication).

  RCT BP  Total 
  (N=40) (N=45) (N=85) P

HAM-D
Response (50% )    
 Week 8 12.5 22.2 17.6 .24
 Week 16 27.5 40.0 34.1 .22
  Week 24 57.5 48.9 52.9 .42
HAM-D (  7)    
  Week 8 10.0 15.6 12.9 .24
  Week 16 20.0 28.9 24.7 .22
  Week 24 35.0 37.8 36.5 .42
CGI-Severity     
  Week 8 10.0 33.3 22.9 .01
  Week 16 42.5 40.0 41.2 .81
  Week24 62.5 57.8 60.0 .66
CGI-Improvement     
  Week 8 17.5 28.9 23.5 .22
  Week 16 37.5 40.0 38.8 .81
  Week 24 60.0 62.2 61.2 .83
SCL-Depr. (> 1 SD )    
  Week 8 26.3 29.5 28.0 .74
  Week 16 63.2 47.7 54.9 .16
  Week 24 68.4 54.5 61.0 .20
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shortly after they had made their choice. Clearly a better understanding of the 
background of this phenomenon is important. It suggest that permitting the 
patient to chose their treatment is not the solution to improve adherence, at 
least in psychotherapy. It may indicate the usefulness to apply other strategies. 
Possibly, techniques derived from motivational interviewing (Chang 2007) are 
useful to improve adherence, in particular in the initial phase where most drop 
out occurred.
In terms of general efficacy, patients in both conditions improved equally well 
on all instruments throughout the treatment period. Having a preference for 
psychotherapy did not convey a benefit in response. A similar absence of a 
profound influence of preference on outcome has been reported in two earlier 
trials (van Schaik et al., 2004). It refutes the assumption that randomisation 
may lead to an underestimation of efficacy due to unjustly neglecting patients’ 
preference or the possibility of including less motivated patients in treatment 
(Thornett 2001). 

Sequential strategy 
If we look at the pattern of HAM-D response during treatment (figure 2) two 
groups of patients could be identified. These are early responders, i.e. patients 
that improved rapidly, and delayed responders, who started to improve in the 
second phase of treatment. This confirms a pattern of response we founded in 
an earlier trial with SPSP (Van et al., 2007). 
It suggests that it may be worthwhile to continue an ongoing psychotherapeu-
tic strategy despite apparent absence of early symptom improvement. After 
all, a considerable number of patients does respond later on. In our study, the 
second phase consisted of 8 sessions in 4 months. Unfortunately we were not 
able to answer the question if after this second phase, again a group of nonre-
sponding patients could be identified that benefit from a further continuation of 
treatment. Future studies, preferably including on-going response- monitoring 
procedures during psychotherapy (Percevic et al., 2006) are required to shed 
more light on this issue.
It could also be questioned whether it would have been necessary for early 
responders to continue therapy after week 8. As the mean HAM-D had already 
diminished to 9.0 at that moment, there is little room for further symptom 
improvement. However, in SPSP the therapeutic process is structured in dis-
course levels (de Jonghe 2005). This means that, in the initial phase, the ther-
apy focuses on coping with symptoms, and on (life) circumstances or relational 
problems directly related to the depression. In case improvement at this level 
has been achieved, the therapist may proceed to work on intrapersonal vulner-
abilities, related to the onset of depression in the patient. 
Preliminary data suggest that a limited change in personality pathology indeed 
could be achieved after SPSP (Kool et al., 2005). In future research, it would 
therefore be of interest to explore whether this in particular occurs in early 
symptom responders as in these patients, the therapist is more able to focus 
on underlying personality vulnerabilities. If so, this would legitimate a (time-
limited) continuation of psychotherapy. 
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Strengths 
A strength is that we adopted a by preference sequential strategy. This is a rela-
tively rare design, which intends to approaches regular clinical practice many 
patients prefer to chose their treatment, if possible. Furthermore, sequential 
treatment strategies appear to be clinically logical currently widely advocated, 
but scarcely investigated. We thus intended to increase the external validity of 
our study. A further strength is that, outcome data came from three different 
sources: independent observers, patients and therapists. Finally, many patients 
had been treated before in the present depressive episode, indicating they suf-
fered from refractory depressions. Patients were not specifically selected for 
psychotherapy. Therefore they may be representative for the broad sample of 
difficult to treat depressed patients commonly referred to outpatient psychiat-
ric facilities. 

Limitations
Our study population concerns outpatients with a moderately severe depres-
sion. Also we did not take into account the influence of personality factors or 
attitude toward treatment, that might be associated with both the acceptability 
and efficacy of psychotherapeutic strategies (Iacoviello et al., 2007). 
Next, although additional medication could not explain subsequent outcome, it 
should be noted that the non responding patients were not randomized at week 
8. Therefore, it can not be ruled out that they would have done poorer without 
medication addition. 
Finally, patients were only offered two options (randomization versus by pref-
erence SPSP or medication). Other antidepressant treatments such as differ-
ent forms of psychotherapy, combined therapy from the outset, psychosocial 
support, long-term psychotherapy could not be chosen, therefore limiting the 
generalizability to settings in which these treatments are offered. 

Conclusion
This study indicated that patients who chose a treatment option did not dif-
fer from those randomized nor at baseline, nor in adherence, nor in outcome, 
even though it could be hypothesized that by preference patients would be 
more motivated for psychotherapy. In addition, no clear surplus value for a 
sequential strategy of adding medication after early nonresponse could be dem-
onstrated. In contrast, a (time limited) and monitored continuation of the same 
psychotherapeutic strategy may be warranted in these patients as a consider-
able number do have a delayed response. 
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Abstract

Background
The concept of object relations has been shown to be relevant for the proc-
ess and outcome of psychodynamic psychotherapies. However, little is known 
about its relevance for the psychotherapeutic treatment of depression. 

Aim 
To explore the predictive value of Object Relational Functioning (ORF) for the 
therapeutic alliance and outcome of Short-term Psychodynamic Supportive 
Psychotherapy in patients with moderately severe depression.

Methods 
The ORF of 81 patients was rated by using the Developmental Profile. Thera-
peutic alliance was assessed with Luborsky’s Helping Alliance Questionnaire 
(HAQ). The Reliable Change Index (RCI) was adopted as outcome measure. 

Results
The overall maturity of ORF measured at baseline was higher in patients who 
showed a better treatment response. In multiple regression analysis, the adap-
tive level of individuation appeared to be specifically predictive of outcome.
Patients with a recurrent depression showed less mature levels of ORF, lower 
adaptive levels and a higher score on the symbiotic level. No association was 
found between ORF and therapeutic alliance during treatment. In contrast to 
the single measure of alliance early in therapy, the growth of the alliance was 
related to outcome. 

Conclusion 
The relevance of ORF for depression was confirmed and established that it is 
distinctive from the actual therapeutic alliance. 
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9.1  Introduction

The psychodynamic model provides useful explanations to understand the eti-
ology and persistence of depressive symptoms that can be applied in treatment 
plans (Busch et al., 2004; Gabbard et al., 2002). Psychodynamic theory com-
prises a variety of, in part complementary, models to understand the back-
ground of symptoms in a depressed patient. For instance, depressed feelings 
may be seen as a result of a style of defense used to displace aggression to the 
self. Or they might be related to an inappropriate loss of self-esteem in reaction 
to disappointments in individuals with elevated narcissistic vulnerability.
Despite its widespread use in daily clinical thinking, systematic research on the 
significance of psychodynamic concepts for the treatment of depression is rela-
tively scarce (Bush et al., 2004). Reasons for this include a lack of consensus in 
defining key concepts in psychodynamic theory and difficulties in their opera-
tionalization. This has hindered the development of generally accepted and 
methodologically sound measurements. Nevertheless, in the last decades prom-
ising methods have emerged, for instance to measure object relations (Huprich 
and Greenberg, 2003), or the quality of the therapeutic alliance (Luborsky and 
Luborsky, 2006). 

The concept of object relations 
The term object refers to both a real person in the external world and to the 
internal image of that person and may reflect either present interpersonal rela-
tionships, or images stemming from experiences in the past (Greenberg and 
Mitchell, 1983). Psychic functioning is molded by these internal object repre-
sentations. It determines the development of vital aspects of personality such 
as the accomplishment of a sense of basic trust, the experience of autonomy and 
a regulating ego and superego (Blank and Blank, 1986). 
These representations are not static, but their influence on the psychic function-
ing of an individual is subject to a process of dynamic adjustments in different 
circumstances and times due to new relational experiences. This process con-
cerns a continuous interaction of internalization and externalization. Internal-
ized images of others become part of the individual’s personality. Accordingly, 
they evoke expectations of others which in turn shape the experience of new 
interpersonal relationships and the way one interacts with others. This again 
modifies the internal images and so on. 
Within this process, in a healthy environment personality grows to more mature 
levels, characterized by the integration of the inner part-object representa-
tions. This means that the representations of particular people are recognized 
and that wishes and emotions attached to these representations are elaborated 
upon. To achieve a level of adaptive psychological functioning, it is critical that 
the person learns to experience these representations as appropriate to the self 
and is able to deal with conflicting emotions emanating from this.
Simultaneously, it implies an increasing maturity of actual relationships. Early 
needs such as dependence or ego-centricity are replaced in favor of mature 
forms of relational functioning in which equality finds expression. Disruption 
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of this growth process leads to the persistence of early developmental stages in 
adult life and consequently disadaptive relational functioning.
Therefore, a valuable classification of object relational functioning needs to 
be hierarchical according to the degree of maturity. In addition, a compre-
hensive description of object relational functioning has to reflect both actual 
relationships with others, relational needs and internal representations. The 
latter may also be characterized as the relationship a person has with himself, 
or self-image.

Research into object relations and therapeutic alliance
In order to measure object relational functioning, various assessment methods 
have been developed (Huprich and Greenberg, 2003). These include Rorschach-
based scales (e.g. Blatt et al., 1990) self-reporting questionnaires (e.g. Bell et al., 
1986), scoring protocols to rate narrative material of a patient (Segal et al., 1993) 
and semi-structured interviews (e.g. Piper et al., 1991). In general, the reported 
psychometric properties are satisfactory, and despite the use of multiple defini-
tions and conceptualizations across scales, most instruments found expected 
associations between poor quality of object relations and other indices of person-
ality psychopathology. Among these instruments the Quality of Object Relation 
scale developed by Piper and Duncan (1999) is a promising instrument because, 
in line with modern psychoanalytic thinking, it integrates in one scale vari-
ous clinically useful concepts linked to object relational functioning. The actual 
behavioral manifestations - affect regulation, self-esteem and past relational 
experiences - are determined on scales ranging from primitive to mature.
Similarly, the Dutch Developmental Profile (DP) was devised to determine psy-
chodynamic aspects of personality (Abraham et al., 2001). This instrument 
is based on the assumption that personality evolves during life and that the 
intrapsychic and relational level of functioning of an individual is ultimately 
determined by an interplay between immature and mature characteristics. In
its original form it covers the whole range of psychodynamic personality diag-
noses in an individual patient, including object relations, defensive functioning 
and norms. It permits the use of scores only referring to the Object Relational 
Functioning (ORF). 
Clearly, for clinical practice the most relevant research question concerns the 
predictive value of object relational functioning and the extent to which it 
should be taken into account when starting a specific therapeutic approach. 
The significance of object relations to ascertain outpatients’ suitability for psy-
chodynamic psychotherapy has been demonstrated (Valbak, 2004). Among a 
great variety of potential predictors, object relations appeared to have one of 
the highest associations with good outcome. 
However, most research concerns mixed diagnostic populations or patients 
specifically selected for psychotherapy. Much less is known of the value of the 
role of object relationships in patients with well defined clinical depressions. 
Such research is useful in order to shed more light on the theoretically assumed 
association between ORF and depression vulnerability and to determine the 
predictive value of ORF for treatment outcome.
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It is suggested that the association between ORF and outcome is mediated by 
the establishment of a good bond between the therapist and the patient. The 
quality of the therapeutic alliance early in treatment has been identified as a 
consistent, although modest predictor of treatment outcome (Martin et al., 
2000), The basic capacity of a patient to form healthy object relations, charac-
terized by mutuality, trust and regulation of emerging relational affects, may 
contribute towards the development of a beneficial therapeutic alliance. Pre-
liminary findings with regard to this issue indicate patterns that need further 
research (Huprich and Greenberg, 2003) and for instance, Piper et al. ( 2004) 
reported a differential influence of immature and mature ORF on the therapeu-
tic alliance, that also appears to work out differentially in interpretative and 
supportive therapies.
In view of these considerations, this article seeks to further explore the role 
of object relational functioning as measured with the DP in short-term psy-
chodynamic supportive therapy for depression. The main research question was 
whether ORF predicted outcome of treatment. Furthermore we investigated the 
interplay between – on the one hand – the ORF and the therapeutic alliance 
during treatment, and outcome on the other hand. Finally, the study enabled us 
to explore the associations between ORF and other patient characteristics.

9.2  Methods

Patients and procedure
The patient sample was drawn from an RCT in which two algorithms of treat-
ment for depression were compared, i.e. patients started with either antide-
pressants or with Short-term Psychodynamic Supportive Psychotherapy. The 
study was conducted at two outpatient facilities of the Mentrum Mental Health 
Care, a large psychiatric teaching hospital in Amsterdam. The general inclusion 
criteria of the trial were: age 20-65 years, a DSM-IV defined major depres-
sive disorder, (using CIDI) and baseline score of 14 – 25 points on the 17-item 
Hamilton Depression Rating Scale (HAM-D) (Hamilton, 1967). Patients were 
interviewed by trained residents in psychiatry or psychologists according to 
the regular intake procedure of the departments in order to obtain the DSM
diagnosis. Diagnoses were confirmed by a senior psychiatrist. All patients gave 
written informed consent after the procedures were fully explained. 
For patients not willing to be randomized, a separate by preference condition 
was available in which they could start with either psychotherapy or pharmaco-
therapy. For a more detailed description of this study, see Dekker et al. (2007). 
All patients who started with psychotherapy, either randomized (n= 40) or by 
preference (n=63) and for whom an Object-Relational Functioning score was 
available, were included in this study. Except for the fact that more women 
opted to start with psychotherapy (p=0.49), there were no baseline differences 
between randomized and by preference patients with respect to sociodemo-
graphic factors and depression characteristics, nor in outcome of treatment 
(Dekker et al., 2007).
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The treatment algorithm included a sequential strategy (Segal et al., 2001; Segal 
et al., 2002). This means that after 2 months of treatment, patients with com-
plete nonresponse (defined as less than 30 % reduction on the HAM-D) were 
advised to add venlafaxine 75 mg/ day that could be titrated up to a maximum 
of 225 mg/day. This occurred in 16 patients.

Treatment
The psychotherapy consisted of sixteen sessions of Short-term Psychodynamic 
Supportive Psychotherapy (SPSP). Its effectiveness in depressions treatment 
has been demonstrated in various earlier trials (e.g. De Jonghe et al., 2004). 
The first 8 sessions took place weekly, the last 8 fortnightly. SPSP is a manual-
based approach focusing on the affective, behavioral and cognitive aspects of 
relationships (De Jonghe, 2005). In the first phase these aspects are discussed 
from an interpersonal perspective, i.e. the relationship with others. If possible, 
the therapist proceeds to discuss this from an intrapersonal perspective, i.e. the 
relationship one has with oneself. The aim is to relate this to internalizations of 
those former object representations that are relevant in the present and related 
to the depressive state. 
Depending on the focus of therapy and the capacities of the patient, the therapists 
may choose more supportive interventions, such as encouraging adaptive coping 
mechanisms, guilt-reducing thoughts or giving praise; or interventions to enhance 
insight, such as confrontation or clarification. Manifestations of defense mecha-
nisms and transference are recognized and if necessary discussed to improve the 
therapeutic process but not in depth interpreted. This means that the therapy can 
be placed on a variable point on the expressive- supportive continuum. 
SPSP is a regular approach at the participating outpatient departments to treat 
depressed patients. Therapists were trained in the principles of SPSP in a 15 
hours course, and needed to finish 1 or more supervised therapies (depending 
on previous psychotherapeutic experience) in order to qualify for treatment in 
the research setting. Therapists competencies in SPSP were evaluated by one 
of the supervisors before they were allowed to participate in the current study. 
The two study supervisors are psychoanalytic psychotherapists, registered with 
the Dutch Association of Psychoanalytic Psychotherapy. 13 therapists (8 female 
and 5 male) participated in this trial. They were either psychiatrists (n=4), 
advanced residents in psychiatry (n= 3), psychotherapists (n=3) and advanced 
psychotherapy trainees (n=3). During the research project the residents and 
trainees were supervised weekly. The other therapists met biweekly for peer 
supervision, together with one of the study supervisors. Supervison was based 
on audiotaped material of sessions and focused on the course of depressive 
symptoms, the optimization of the therapeutic process, and the technical qual-
ity of interventions. The supervisors also controlled for adherence to the psy-
chotherapy manual, although this was not formally assessed. 

Assessments
The Developmental Profile (DP)
The object relational functioning was determined by the DP (Abraham et al., 
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2001). The semistructured interview on which the DP is based consists of 
anamnestic questions related to important areas of life and relationships of the 
patients. The interviewer follows the so-called ‘a-b-c model’, which means that 
for each topic information is elicited from the patient on (a) affective signifi-
cance, (b) actual behavior and (c) cognition. Scoring is based on the verbatim 
typed up copy of the recorded interview.
The DP defines 9 hierarchical levels of personality development. These range 
from highly maladaptive to highly adaptive: Lack of Structure, Fragmenta-
tion, Ego-Centricity, Symbiosis, Resistance, Rivalry, Individuation, Solidarity, 
Generativity. These levels are elaborated by means of the developmental lines: 
Object-Relations, Self-Images and Needs (table 1). The result is a matrix of 9 
x 3 items. The scoring for each item is recorded on a 4-point scale (ranging 
from 0 = not found to 3 = very clearly present). The scoring manual provides 
definitions and anchor-points for each item. A final score per level is obtained 
by summing all items on that level. 
Apart form the separate level scores, a TORF ( Total Object-Relational Func-
tioning Score) was also computed. Because the scale reflects an hierarchical 
disposition ranging from immature to mature development, similar to that pro-
posed for defense, a total score for all levels was obtained analogously to that 
proposed for defense styles (Perry and Hogland, 1998; Hilsenroth et al., 2003). 
This score is obtained by the sum of the raw scores of each object relation level 
(table 1), weighted by its order in the hierarchy and divided by the total number 
of levels. This yields a score within a theoretical range of 1 to 9. Scores 1 - 4 
reflect immature functioning, scores 5 - 7 reflect intermediate functioning and 
8 and 9 mature functioning.
Each interview was scored by two or three independent raters. In total there 
were 7 raters. Before participating in the study raters were trained in the DP
scoring technique and rated at least 10 interviews. Consensus scores were 
obtained following an established procedure in which specific examples that 
patients gave that referred to aspects of object relational functioning on which 
there was agreement, or agreement had been reached after a brief verbal clarifi-
cation of the rater, were recorded on a consensus scoring form. lf no agreement 
was reached, the example was not recorded (Van et al., 2000). This procedure 
ensured that only those manifestations of object relational functioning that 
were clearly present were included in the consensus scores. The interrater reli-

-
cient was 0.38 (range 0.29-0.53), mean percentage of concordance judgments 
76% (range 60-93%).

HAQ 
Luborsky’s Helping Alliance Questionnaire (Luborsky et al., 1985), was used to 
measure the therapeutic alliance. The HAQ reflects two types of alliance. Type 
I alliance referred to the patient’s experiencing the therapist as helpful and 
supportive and type II alliance to the sense of working together with a joint 
agreement on therapy goals. The HAQ is tested on reliability and validity, and 
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these two factors independently correlated with treatment outcome of differ-
ent diagnoses including depression (Luborsky and Luborsky, 2006). The HAQ
is a self reporting questionnaire of 11 items that can be rated on a seven-point 
Likert-scale (1: very dissatisfied, 7: very satisfied). Apart from type I and type 
II it also yields an overall continuous score ranging from 11 to 77. A score of 
11-44 is defined as being dissatisfied with the quality of the therapeutic alliance 
and scores 44-77 as satisfied. The patient version of the HAQ was assessed in a 
separate room with a research assistant, independent from the treating psycho-
therapist. Due to organizational reasons or missed appointments, at week 8 the 
HAQ was available of 68 patients and at week 24 of 62 patients. In the analyses, 
the HAQ scores at week 8 and the within-patient change of scores between week 
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Table 1: Hierarchically classified levels of object relational lines in the Developmental 

Profile. 

 Level The Other is  Self-image is: Relational needs
  experienced in actual  are:
  relationships as:  

 Generativity To be responsible for  Existential Considered mutual

 Solidarity Mutually significant Defined in  To achieve
  relational terms intimacy**

 Individuation Equal Consistent Appropriate to
  capacity / character

Rivalry Idol Compared with  To conquer
  others 

 Resistance Oppressor * Attributed to  To achieve control
  capacities

 Symbiosis Parent Determined by  To receive
  others passively

 Narcissism Servant Grandiose Selfish

 Fragmentation Structure Vague To Search for
  external stimuli

 Lack of Structure Having no role Inconsistent Lacking

Examples of item operationalization

*  Oppressor Experiences the other as someone who manipulates him
** Intimacy Establish a mutually satisfactory relationship with a partner with regard to com-

munication, joint activities and sexuality
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Measurements of outcome variable
Severity of depression was measured at baseline and after six months of 
treatment using the HAM-D-17 (Hamilton 1967). Ratings were made on the 
basis of a semi-structured interview by independent observers. All raters 
were advanced doctoral student in Clinical Psychology or recently gradu-
ated Psychologists. They were trained by the psychiatrist who developed the 
manual for the Dutch version of the HAM-D (De Jonghe,1994)) who has 
extensive experience in the training and application of the HAM-D. Before 
being judged competent to assess the HAM-D, raters needed to score 5 
interviews sufficiently reliable. During the study the assessors met monthly 
to discus videotaped interviews with the supervising psychiatrist to prevent 
slippage.
The primary outcome measure was the Reliable Change Index (RCI) ( Jacobson 
and Truax 1991; Hilsenroth 2003). The RCI determines the amount of change in 
depression pre-post treatment, corrected for the standard error of the measure-
ment (RCI= PostTx HAMD score - PreTx HAMD score / Sdiff ). It is a measure 
frequently used in psychotherapy research to determine the clinical significance 
of differences in depression scores, taking into account the estimated amount 
of change due to measurement error. If the RCI is 1.96 or above, the change is 
considered to be reliable (Wise, 2004). 

Statistical analysis
ANOVA (significance level p< .05) was used to test differences between baseline 
characteristics and ORF indices. Pearson correlations were calculated to meas-
ure the association between object relational functioning and HAQ indices, and 
between HAQ indices and outcome. ANCOVA was used to compare the ORF
indices of responders (RCI 1.96) and nonresponders (RCI 1.96). Initial 
severity of depression and addition of medication after two months of treat-
ment (yes or no) were included as covariates. Subsequently, separate multiple 
logistic regression analyses with backward elimination of factors that did not 
contribute significantly (criterion: p < 0.10) were performed with outcome (RCI

1.96 ) as dependent variable in order to identify independent predictors of 
outcome. In these analyses gender, age and baseline HAM-D were entered as 
covariables.

9.3  Results 

At baseline, the mean TORF for the whole sample was 5.7 (SD=0.8). This indi-
cates an intermediate level of object-relational functioning. There were no 
differences in object relational functioning according to sociodemographic or 
depression characteristics, with the exception of recurrent depression (table 
2). Patients with a recurrent depression showed less mature object relational 
functioning. Table 3 shows the differences between recurrent and first onset 
depression for all of the separate levels object relational functioning. Patients 
with a recurrent depression appeared to have lower scores on all the adaptive 
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Table 2: Baseline characteristics and total object-relational functioning (TORF)
(n=81). 

% TORF Mean (SD)

Gender 
 Male 21.0 5.7 (0.8)
 Female 79.0 5.7 (0.8)

Age 
 < 40 yrs 69.1 5.6 (0.8)
 > 40 yrs 30.9 5.9 (0.8)

Education
 Low 25.7 5.7 (0.8)
 Intermediate 41.9 5.7 (0.6)
 High 32.4 5.7 (0.8)

Marital status 
 Married 22.5 6.1 (0.8)
 Div./widowed 13.8 5.7 (0.9)
 Never married 63.8 5.6 (0.8)

Depression:
Duration
(present episode) 
 < 1 yr 41.9 5.7 (0.7)
 > 1 yr 58.1 5.6 (0.7)

Recurrence
 0 48.6 6.0 (0.8) *

> 1 51.4 5.4 (0.7)
Severity 
 HAM-D 14-20 55.5 5.7 (0.9)
 HAM-D 20-25 44.5 5.8 (0.8)

* P < 0.01

levels and the disadaptive level of rivalry, and had a higher score at the level of 
symbiotic object relationships. 
The mean HAQ total score at week 8 was 56.9 (SD=10.88) and 63.2 (SD 10.60) 
at week 24 . This implies that, overall, the alliance was judged to be satisfac-
tory. Table 4 shows that the therapeutic alliance was not related to the baseline 
(pre-treatment) ORF. Similarly, the therapeutic alliance was not related to the 
separate level scores of the DP (data not presented).
Table 5 presents the associations between therapeutic alliance and outcome of 
treatment. Early alliance was not related to outcome. Changes in therapeutic 
alliance between T8 and T24 were associated with final outcome, in particular 
for HAQ type II (corroboration and agreement on therapeutic goals). In addi-
tion, changes in alliance for all HAQ indices were related to further symptom 
improvement between week 8 and week 24. 
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Table 3:  Recurrent depression and level scores for object relational functioning. 

  First episode  Recurrent
  (n=38) (n=41)  

  Mean SD Mean SD F P

Adaptive:      
 Generativity 1.42 1.06 0.76 0.86 9.5 .00
 Solidarity 3.57 2.35 2.17 1.61 9.7 .00
 Individuation 4.18 1.81 3.09 1.57 8.1 .00

Disadaptive      
 Rivalry 0.58 0.88 0.24 0.48 4.41 .04
 Resistance 2.57 1.60 2.43 0.69 0.15 .69
 Symbiosis 2.31 1.60 3.32 2.35 4.80 .02
 Narcissism 1.39 2.04 1.50 1.21 0.74 .39
 Fragmentation 0.79 1.21 1.32 1.29 3.48 .06
 Lack of structure 0.00 0.00 0.05 0.22 1.90 .17

Table 4: Associations between Total Object-Relational Functioning Score (TORF) and 
early and late therapeutic alliance (Pearson correlations). 

  TORF P

HAQ T8 
 Total 0.07 .65
 Type I 0.10 .51
 Type II 0.00 .99

HAQ T24
 Total 0.24 .13
 Type 1 0.25 .10
 Type II 0.18 .23

Table 6 shows that patients with a favorable response according to the RCI
appeared to have more mature total object-relational functioning (TORF) com-
pared to non responding patients. 
Looking at the separate level scores, in particular patients with higher scores 
on the adaptive levels of individuation and solidarity appeared to have a bet-
ter outcome. A lower score on the disadaptive level of lack of structure was 
also related to better outcome, although this level was scarcely present in this 
patient sample. 
Multiple regression analyses were performed with the factors that were sig-
nificantly associated with outcome to identify independent predictors. RCI
was used as outcome variable. Table 7 shows the results and the steps of 
the eliminated nonsignificant factors (backwards procedure). With regard 
to the baseline data, the overall maturity of object relationships (TORF)
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did not predict outcome in this model. When looking at the separate lev-
els, a main effect was found for individuation as predictor for outcome. The 
explained variation (R2) was 7%. The total score of the therapeutic alliance 

for type II did predict outcome significantly. The model explained 10% of the  
variation (R2). 

Table 5: Associations between early therapeutic alliance and changes in alliance with 
therapy outcome (Chi2-test, Pearson correlations). 

  HAM-D   HAM-D
  T 24 P  (T24-T8) P

HAQ T8    
  Total 0.05 .88 0.21 .08
  Type I 0.05 .65 0.24 .05
  Type II 0.02 .70 0.18 .13

 HAQ (T24 –T8)    
  Total 0.28 .07 0.36 .02
  Type I 0.23 .12 0.41 .01
  Type II 0.42 .00 0.30 .04

Table 6: Associations between Object Relational Functioning and therapy outcome 
(RCI).

                RCI > = 1.96   RCI < 1.96
                (n=49)   (n=32) 
 Mean SD Mean SD P

TORF 5.94  0.68 5.53 0.87 .02
Adaptive level scores:     
  Generativity 1.10 1.07 1.16   1.028 .76
  Solidarity 3.31 2.25 2.07 1.65 .01
  Individuation 4.10 1.57 2.89 1.71 .00
Disadaptive level scores:     
  Rivalry  0.47 0.79 0.28 0.58 .18
  Resistance 2.63 1.63 2.34 1.54 .43
  Symbiosis 2.67 1.90 3.16 2.34 .42
  Narcissism 1.02 1.52 1.63 2.15 .19
  Fragmentation 1.04 1.26 1.06 1.29 .97
  Lack of Structure 0.00 0.00 0.06 0.25 .04
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9.4  Discussion

The purpose of this paper was to evaluate the role object relations may have 
in determining the outcome of depression treatment. The overall maturity of 
ORF was higher for patients who had a better treatment response and in par-
ticular the adaptive level of individuation appeared to be predictive of outcome. 
Patients with a recurrent depression showed less mature levels of ORF. No asso-
ciation was found between ORF and therapeutic alliance indicating that these 
are two distinct concepts. The growth of the therapeutic alliance was related to 
outcome, but a single measure of early alliance was not. 
The current study underlines the relevance of object relational functioning for 
outcome of psychodynamic psychotherapy, although, as is the case in other 

Table 7:  Multiple regression of all factors related to outcome (RCI), (steps of elimina-
tion of nonsignificant factors presented). 

    Beta St Error P

1. Baseline     
  TORF    
   Step 1 Age  -0.10 -0.88 .38
   Step 2 TORF  0.13  1.15 .25
   Step 3 Gender -0.14 -1.28 .20
   R2 0%   
 Levels    
  Step 1 Solidarity  0.09  0.74 .46
   Step 2 Age -0.07 -0.64 .52
   Step 3 Lack structure -0.09 -0.86 .39
   Step 4 Gender -0.13 -1.21 .23
   Step 5 Individuation  0.26  2.43 .02
   R2 7%   
    
2.  Therapeutic alliance change 
 (  HAQ Total)     
   Step 1 Age  -0.05 -0.29 .77
   Step 2 Gender   0.16  1.04 .30
   Step 3  HAQ tot  0.29  1.96 .06
   R2 0%   
  Therapeutic alliance change 
  (  HAQ Type I, II)    
   Step 1  HAQ type I   0.03  0.09 .93
   Step 2 Age  -0.02 -0.16 .87
   Step 3  Gender  0.15  1.06 .31
   Step 4  HAQ type II  0.31  2.15 .04
   R2 10%   
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studies, the strength of this association is relatively modest (Valbak, 2004). 
When looking at specific levels of ORF, only the adaptive levels were associated 
with outcome, but not the disadaptive levels. In the DP these healthy patterns 
are operationalized as the capacity to be involved in relationships in which 
equality and concern are expressed, and an ability to have a differentiated 
self-image that is determined by an individual’s own frame of reference. These 
results indicate the usefulness of assessing also the healthy characteristics of a 
patient as potential strengths, in addition to pathological patterns and supports 
the implementation of the developmental perspective on personality. 
It could be speculated that, due to the supportive elements in SPSP, the imma-
ture object relational patterns in themselves are not predictive for an untoward 
outcome. Instead, a lack of countervailing adaptive patterns may restrain the 
therapist from applying more demanding psychodynamic interventions, or may 
interfere with the patients capacity to benefit from these interventions. Both of 
these possibilities would ultimately lead to a more unfavorable outcome. 

Recurrent depression
Patients with a recurrent depression showed less mature object relational func-
tioning at baseline compared to first-episode depressed patients. As this was 
not explained by depression severity, this may reflect a pre-existent lower level 
of object relational functioning in patients with recurrent depression. 
Further exploration of this finding revealed that the adaptive levels were less 
developed in these patients, as was the disadaptive level of rivalry. It should 
be noted that rivalry can be considered as is the least severe of the disadaptive 
levels. With regard to the other disadaptive levels, problems were found at 
the symbiotic level, indicating a tendency to experience the other as a parent, 
a self-image too dependent on the opinion of others and a display of passive 
relational needs. 
These findings could be interpreted as being a consequence of scarring and 
sensitization by earlier depressive episodes (Post 1992), but they could also 
reflect a pre-existent personality vulnerability for depression that may have 
contributed to the development of depression. Zuroff et al. (2004) propose a 
dynamic model of interaction cycles in which dysfunctional personality traits 
shape social relations to more disturbed levels. Dysfunctional personality traits 
not only generate more stressful events in life for the patient, but also creates 
the experience of having less social support from their environment, resulting 
in an enhanced vulnerability for depressive reactions. Longitudinal findings 
appear to support this vulnerability model by indicating an association between 
a higher chance of recurrent depressive episodes and both personality pathol-
ogy and dysfunctional social relationships (e.g. Cyranowski et al., 2004; Ormel 
et al., 2004). 
These findings place the vulnerability for depression in a relational perspec-
tive. More specifically, the recurrence of episodes has been linked to immature 
interpersonal dependency and self-criticism (Blatt and Zuroff, 1992; Mongrain 
and Leather, 2006). This is in line with the results of our study regarding the 
association between recurrent depression and higher levels of symbiotis. Sev-
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eral processes related to immature dependence have been suggested to explain 
this phenomenon. For instance, dependent individuals are in need of more 
reassurance than even a supportive environment is able to provide, and will 
frequently feel rejected. This may result in a tendency toward self-reproach and 
the worsening of depressive feelings (Joiner et al., 1999). 
This raises the question whether a maturation of ORF due to psychotherapy 
may diminish the vulnerability to depression. Earlier studies indicated that 
related dimensions, such as social functioning (Molenaar et al., 2006) or rela-
tional functioning (Bellino et al., 2006), improve after psychotherapeutic treat-
ment for depression, in particular in patients with personality pathology. This 
relational effectiveness is believed to be distinctive for psychotherapy compared 
to treatment with antidepressants (Hawley et al., 2007). Therefore, longitudinal 
follow-up studies are worthwhile to point out whether psychotherapy could lead 
to a further maturation of object relational functioning, resulting in a reduced 
risk of future relapses. 

Therapeutic alliance
Overall, the quality of the therapeutic alliance in this study was satisfactory and 
it also appeared to increase during therapy. Similar to a study by Roten et al. 
(2006), this change in alliance during treatment was associated with a positive 
outcome, whereas a single measure of therapeutic alliance early in therapy was 
not. This indicates that the therapeutic alliance is a dynamic process that may 
not be fully captured in single assessments.
Furthermore, despite the consistently reported finding in literature of a mod-
est association between therapeutic alliance and outcome, it may be of interest 
that those studies that failed to report such an association always concerned 
supportive or interpretative psychotherapy (Gaston et al., 1991; Piper et al., 
2004). As in SPSP, these approaches share an emphasis on the development of 
a beneficial therapeutic relationship, which may influence a direct association 
between early alliance and final outcome. 
Similar to our findings, Piper et al. (2004) did not find a direct correlation 
between the therapeutic alliance and pre-treatment determined quality of 
object relationships for supportive therapy, and found only a modest, but not 
significant correlation for interpretative therapy. This indicates that object 
relational functioning and therapeutic alliance are by nature two distinct 
concepts. 
Theoretically this may be not surprising. The therapeutic alliance, as measured 
by the HAQ and various comparable instruments, concerns the more conscious 
aspects of the relationship, focusing on the satisfaction of the patient, the experi-
ence of being helped and the agreement on treatment goals. Scales to determine 
object relational functioning tend to evaluate structural aspects of relational pat-
terns that are to a variable extent consciously experienced by the patient. 
These patterns also reflect different relational aspects such as dependence, 
sense of autonomy, or narcissism, that are not necessarily related to the char-
acteristics captured by instruments that measure the therapeutic alliance. For 
instance, a patient might be dependent but nevertheless satisfied about being 
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helped. In addition, in contrast to real life, in a professional therapeutic rela-
tionship a psychotherapist will adjust his attitude and strategies to specific 
dysfunctional characteristics of the patient and this may mitigate any potential 
association with the therapeutic alliance. 
Detailed research on the therapeutic process and the use of different interven-
tions would be necessary to explore the effectiveness of these adjustments. This 
type of research is rare, but promising, as it may provide evidence for clinicians 
to select specific interventions for patients depending on the maturity of object 
relational functioning. Such research also would benefit from the measurement 
of transference manifestations. Instead of the therapeutic alliance, theoreti-
cally it would be expected that ORF are associated with transference, as was 
also suggested by a recent study of Beretta et al. (2007) showing a repetition of 
internalized relational patterns with the therapist, already early in a short-term 
psychotherapy. 

Limitations and strengths
A limitation of this study is that it focuses on outcome directly after treat-
ment and did not address long-term effects. In addition we did not measure 
whether object relations actually improve during therapy. Furthermore, we only 
explored the patient perspective and not the therapist version of the alliance. 
It may be a point of concern that object relations were measured in the acute 
phase of a depression. This may have influenced the answers of the patients 
by over-reporting pathology. However, the same instrument was applied to 
all patients and it is not very likely that a differential influence in respect of 
this potential overreporting would exist between groups (Bagby et al., 2003). 
Moreover, we made use of a semi-structured interview, and protocol specifi-
cally addresses this theme and provides instructions on how to minimize the 
influence of axis I pathology on the answers. The finding that object relation 
scores were not related to depression severity at baseline, indicates this may 
have been accomplished. 
It should be noted that the findings are preliminary. The method to determine 
object relational functioning is drawn from the DP, but the psychometric prop-
erties of this instrument have so far only been demonstrated for the whole 
instrument (Abraham et al., 2001). The interrater reliability in this sample 
expressed as  coefficients were fair to moderate according to the classification 
of Landis and Koch (1977). It illustrates that psychodynamic concepts remain 
complex and difficult to assess. We therefore adopted a procedure of simple 
and transparent decision rules in order to arrive at clinically sufficiently valid 
consensus scores. In addition, the strength of the association between object 
relationships and outcome was modest, leaving the possibility that other vari-
ables that were not included in our models were also influential of outcome. 
A strength of the Developmental Profile to determine object relational function-
ing consists of the dimensional scales, representing a differentiated view on 
object relations, including relationships with others, relational needs and self 
image. In addition, both pathological and healthy aspects of object relations 
were determined. This method is in accordance with contemporary psychoana-
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lytic thinking with regard to personality functioning and is supplementary to 
the commonly used DSM-IV approach to diagnose personality pathology. 
Finally, a strength of the present study is that it concerns a group of well defined 
patients, all with a major depressive disorder who were treated with a proto-
colized form of short-term psychodynamic psychotherapy. This allowed us to 
investigate associations under standardized circumstances, ruling out poten-
tially differential influences of variation in symptoms or treatment techniques 
on the results. Moreover, many patients had been treated before, indicating 
they suffered from refractory depression. Patients were not specifically selected 
for psychotherapy. Therefore they may be representative of the broad sample 
of difficult to treat depressed patients commonly referred to outpatient psychi-
atric facilities. 
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Abstract

Background
Although defense styles are acknowledged as one of the most widely accepted 
psychodynamic concepts, relatively few research data are available addressing 
their role in depression treatment. 

Aim 
To explore the predictive value of observer rated and self-reported defensive 
functioning for outcome of depression treatment.

Methods 
Defense styles were measured according to the Developmental Profile (DP)
and the Defense Style Questionnaire (DSQ) in 81 moderately severe depressed 
patients. All patients were treated with 16 sessions of Short-term Psychody-
namic Supportive Psychotherapy (SPSP). 

Results 
At baseline, women appeared to have a more mature level of overall defensive 
functioning, whereas a lower level was found in patients with recurrent depres-
sions. A rather modest relationship between the self-reported and observer-
rated defense was found. 
Remitted patients had more a mature overall defensive both on the DP and 
the DSQ. At the specific DP levels rivalry (e.g. repression, affect denial) was 
associated with a more fabourable outcome. Symbiotic defense styles (giving 
up, apathetic withdrawal) was related to poor outcome. The latter also were at 
risk for drop out. The maturity factor according to the DSQ was associated with 
a higher remission rate. 

Conclusion 
The study provides further evidence for the relevance of defense styles for 
depression. It suggests a potential differential predictive value of separate 
defense levels. Although the predictive value of self-reported and observer 
rated defense indicate a similar direction, their mutual relationship was rather 
modest. 
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10.1  Introduction

Of all psychodynamic concepts, that of defense mechanisms has been acknowl-
edged as the most valuable and widely accepted, also outside psychoanalytic 
psychotherapy (Cramer, 2000). One of the reasons is that their manifesta-
tions in behavior, affects and feelings can be directly observed in the daily 
clinical situation as phenomena related to both the etiology of psychopathologic 
symptoms and to the progress of therapy. For instance, the defense mecha-
nism of displacing anger toward the self may aggravate depressive feelings and 
throughout therapy hamper the capacity to cope in an adaptive way to depres-
sive symptoms.
The available research supports the clinical relevance of defense styles. Vaillant 
(1993) reported that the maturity of defense is predictive for mental health dur-
ing life. Clinical studies have demonstrated that depressed patients in general 
make more use of maladaptive defenses and recovery of depression appears 
to be related to a concurrent improvement of defense styles (eg. Akkerman et 
al.,1999; Kneepkens & Oakly, 1996).
A better understanding of the predictive value of baseline defense scores would 
be potentially useful because it may help to identify patients who could benefit 
from treatment and patients who are at risk for poor outcome. Mullen et al. 
(1999) found image-distorting defenses related to non-adherence to antidepres-
sants. Across studies however, the association with outcome has been incon-
clusive (Hoglend & Perry, 1998; Bond & Perry, 2004; Hersoug et al., 2002). In
addition, few studies has been conducted in homogeneous depressed samples 
treated with psychotherapeutic treatment options. 
In order to measure defense styles, both self-report questionnaires and observer-
rated methods are available. The most applied instrument is the Defense Style 
Questionnaire (DSQ) which is an easily administrable and cost-effective self-
report questionnaire (Bond et al., 1989; Andrews et al., 1993). Although origi-
nally devised for measuring individual defense mechanisms, it appears to be 
valid only for measuring clusters of defense mechanisms (Bond, 2004). In gen-
eral, research with the DSQ confirms a theoretically expected ranking of defense 
styles along a hierarchical line of maturity, distinguishing mature, intermediate 
or neurotic and immature categories. 
Self-report measure of defense mechanisms also induces conceptual problems. 
Defense mechanisms are defined as automatic psychological processes and 
individuals are often not aware of them. Consequently, a self-report measure 
could only reflect the conscious derivates, but not the defense mechanism itself. 
Furthermore, it may be rather sensitive to the influence of current psychopa-
thology, such as a depressed mood or anxiety, similar to self report measure of 
personality pathology according to the DSM (Bodlund et al., 1998; Zimmerman 
1994). Therefore interview methods using observer ratings are considered to 
be the ‘gold standard’ to measure defense styles. Several procedures have been 
developed, with promising results (Bond 2004 ). This has eventually resulted in 
a proposal for a Defensive Functioning Scale in DSM-IV (APA, 1994), which can 
be seen as a set of operationalizations of defense mechanisms to judge clinical 
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material. However, the relationship between self-reported and observer-rated 
methods of diagnosing defense has not been clarified. Two studies found only 
a modest association (Perry & Hoglend, 1998; Bond et al., 2004) and one found 
no association at all (Hersoug et al., 2002).
In the current study we were able to investigate defense styles, with both a self-
reporting and an interview method in a sample of depressed patients who were 
allocated to a short-term psychodynamic supportive form of psychotherapy. 
This allowed us to investigate defense style as a predictor for course and out-
come of treatment under standardized clinical circumstances. For the inter-
view method we made use of the Dutch Developmental Profile (Abraham et al., 
2001). In its original form it covers a comprehensive range of psychodynamic 
personality features, including scales for object relations, defensive function-
ing and norms. For the purpose of this study the scores referring to defense 
functioning were adopted. 
The main research question was to investigate whether a maturity of defense 
style predicts a more favorable course and outcome of psychotherapy for depres-
sion. We explored this for both the overall rating of defensive functioning and 
for adaptive and maladaptive defense levels separately. Secondly, explored dif-
ferences in defensive functioning between groups of depressed patients. Thirdly, 
we seek to understand the relationship between the self-reporting and observer-
rated method to determine defense and the potential differential influence of 
severity of depressive symptoms on these two types of assessments. 

10.2  Methods

Patients and procedure
The patient sample was drawn from an RCT in which two algorithms of treat-
ment for depression were compared, i.e. patients started with either antide-
pressants or with Short-term Psychodynamic Supportive Psychotherapy. The 
study was conducted at two outpatient facilities of the Mentrum Mental Health 
Care, a large psychiatric teaching hospital in Amsterdam. The general inclusion 
criteria of the trial were: age 20-65 years, a DSM-IV defined major depres-
sive disorder, (using CIDI) and baseline score of 14-25 points on the 17-item 
Hamilton Depression Rating Scale (HAM-D) (Hamilton, 1967). Patients were 
interviewed by trained residents in psychiatry or psychologists according to the 
regular intake procedure of the departments in order to obtain the DSM diag-
nosis. Diagnoses were confirmed by a senior psychiatrist. All patients gave writ-
ten informed consent after the procedures were fully explained. For patients 
not willing to be randomized, a separate by preference condition was avail-
able in which they could start with either psychotherapy or pharmacotherapy. 
A detailed description of this study has been published elsewhere (Dekker et 
al.a, 2007; Dekker et al.b 2007). All patients who started with psychotherapy, 
either randomized (n= 40) or by preference (n=63) and for whom a Defense 
Functioning score was was available, were included in this study. Except for 
the fact that more women opted to start with psychotherapy (p=0.49), there 
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were no baseline differences between randomized and by preference patients 
with respect to sociodemographic factors and depression characteristics, nor 
in outcome of treatment.
The treatment algorithm included a sequential strategy (Segal et al., 2002). 
This means that after 2 months of treatment, patients with less than 30 % 
reduction on the HAM-D were proposed to add venlafaxine 75 mg/ day 
that could be titrated up to a maximum of 225 mg/day. This occurred in 16 
patients.

Treatment
The psychotherapy consisted of sixteen sessions of Short-Term Psychodynamic 
Supportive Psychotherapy (SPSP). The first 8 sessions took place weekly, the 
last fortnightly. The efficacy of this psychotherapy for depression has been 
demonstrated (de Jonghe, 2004). SPSP is a manual-based approach focusing 
on the affective, behavioral and cognitive aspects of relationships. Depend-
ing on the focus of therapy and the capacities of the patient, the therapists 
may choose more supportive interventions; these include encouraging adaptive 
coping mechanisms, guilt reducing thoughts or giving praise or interventions 
to enhance insight, such as confrontation or clarification. Manifestations of 
defense mechanisms and transference are recognized and if necessary adapted 
to improve the therapeutic process. This means that the therapy can be placed 
on a variable point on the expressive- supportive continuum (Gabbard et al., 
2005) which allows the therapist to adopt a more supportive or more interpre-
tive stance, if appropriate. The therapists were trained psychiatrists or psycho-
therapists. They met regularly to discuss audiotaped sessions and to ensure 
adherence to the psychotherapy manual. 

Assessments
The Developmental Profile (DP)
The defensive functioning was determined by the DP (Abraham et al., 2001). 
The semistructured interview on which the DP is based consists of anamnestic 
questions related to important areas of life and relationships of the patients. 
The interviewer follows the so-called ‘a-b-c model’, which means that for each 
topic information is elicited from the patient on (a) affective significance, (b) 
actual behavior and (c) cognition. Scoring is based on the verbatim typed up 
copy of the recorded interview.
The DP defines 9 hierarchical levels that ranges from highly maladaptive to 
highly adaptive (table 1). The scoring manual provides definitions and anchor-
points for each item. 
Apart form the separate level scores, the Overall defensive Functioning (ODF)
was computed Similar to the procedure proposed by Perry and Hoglend (1998), 
this score is obtained by the sum of the raw scores of each defense level (table 
1) weighted by its order in the hierarchy and divided by the total number of 
levels. This yields a score within a theoretical range of 1 to 9. Scores 1 - 4 reflect 
immature functioning, scores 5 - 7 reflect intermediate functioning and 8 and 
9 mature functioning.
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Each interview was scored by two or three independent raters. In total there 
were 7 raters. Before participating in the study raters were trained in the DP
scoring technique and rated at least 10 interviews. Consensus scores were 
obtained following an established procedure (Van et al., 2000) in which specific 
examples that patients gave that referred to aspects of defensive functioning on 
which there was agreement, or agreement had been reached after a brief ver-
bal clarification of the rater, were recorded on a consensus scoring form. lf no 
agreement was reached, the example was not recorded This procedure ensured 
that only those manifestations that were clearly present were included in the 
consensus scores. 

DSQ 
The DSQ is a widely used instrument to measure defense style. The Dutch trans-
lation of the short version (Trijsburg et al., 2000), includes 42 items, represent-

Table 1: Hierarchically classified levels of the lines defensive styles in the Developmen-
tal Profile.

  The patient’s reactions to internal or external stress are
  characterized by:

Level Thoughts & feelings Actions

 Generativity Keeping perspective;  Enterprise; anticipation;
  confronting; humor learning from experience

 Solidarity Ambivalence: accepting  Affiliation: sharing problems
  contradictory feelings

 Individuation Self-control; sublimation Assertiveness

Rivalry Repression; affect denial;  Pretending: feigning or
  reaction formation imagining abilities

 Resistance Rationalization; isolation of  Avoidance; undoing;
  affect; displacement  indecision

 Symbiosis Apathetic withdrawal  Giving up

 Narcissism Devaluation Displaying omnipotence 

 Fragmentation Splitting; projective  Acting out
  identification 

 Lack of Structure Disavowal; delusional ideas Autism: displaying strange
  or bizarre behavior
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ing 21 defense mechanisms. Psychometric studies demonstrate various potential 
options for clustering the individual defense mechanisms in groups (see Bond 
2004), all indicating a ranking towards increasing maturity. The original clas-
sification as proposed by Andrews et al. (1993), adapted to the 42 item version, 
was followed: mature defenses (humor, suppression, sublimation, anticipation), 
neurotic defenses (reaction formation, idealization, undoing) and immature 
defenses (rationalization, fantasy, displacement, dissociation, isolation, devalu-
ation, splitting, passive aggression, somatization, acting out, projection). 

Measurement of outcome variables
Severity of depression was measured at baseline and after six months of treat-
ment using the HAM-D-17 (Hamilton, 1967). Ratings were made on the basis 
of a semi-structured interview by independent observers. The reliability of the 
assessments of the observers was established before their participation in the 
study. Audiotaped assessments were discussed monthly to prevent slippage. 

-
pleting less than 5 therapy sessions in the first 8 weeks, or termination of treat-
ment before week 20 with a HAM-D > 13.

Statistical analysis
ANOVA (significance level p<.05) was used to test differences between baseline 
characteristics and ODF for DP and DSQ. Pearson correlations were calculated to 
measure the association between DP and DSQ indices. In order to obtain a com-
parable equivalent with the DSQ, the DP were combined in adaptive (genearativ-
ity, solidarity and individuation) neurotic (rivalry, resistance and symbiosis) and 
immature (narcissism, fragmentation and lack of structure). ANCOVA was used 
to compare all DP and DSQ indices between adherent/ non-adherent and remit-
ted/ non-remitted patients. Initial severity of depression and addition of medica-
tion after two months of treatment (yes or no) were included as covariates. 
Subsequently, logistic regression analyses with backward elimination of factors 
that did not contribute significantly (criterion: p < 0.10) were performed with 
remission as dependent variable in order to identify independent predictors. 
Analyses concern the variables that appeared to be different in the comparison 
between remitters and nonremitters. Gender and age were entered as covariables. 
Finally, the explained variation (Nagelkerke R2) of the models were computed.

10.3  Results

There were some baseline differences between patients groups in overall defen-
sive functioning (table 2). On the DP women appeared to have a more mature 
development of defense styles compared to men on the DP. Table 3 shows that 
on the separate DP levels only a difference appeared for solidarity (i.e. ambiva-
lence and affiliation). Patients with a recurrent depression had less mature 
defense styles. This was due to differences on all the separate adaptive levels, 
but maladaptive levels did not differ (table 4). 
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On the DSQ patients who are divorced or widowed had a lower ODF. On the DSQ
subscales there was only a difference on maturity (Chi square =3.3, p=0.04).
Of note, the overall defense scores both on the DP and the DSQ did not dif-
fer between patients with lower and higher HAM-D scores. Also no difference 
between lower and higher HAM-D scores on any of the DP and DSQ subscales 
were found (data not presented).
In table 5 the Pearson’s correlation between the observer-rated defense of the 
DP and the self-reported defense according to the DSQ is shown. The Pear-
son’s correlation for the ODF was 0.28. No significant correlations were found 
between the DP adaptive and maladaptive subscales and its DSQ equivalents. 

Table 2: Baseline characteristics for overall defense scores.

Sociodemographics % DP-ODF DSQ-ODF
  Mean (SD) Mean (SD)
  (n=81) (n=69)

Gender
 Male 21.0      5.4 (0.8)**,1 2.4 (0.2)
 Female 79.0 5.8 (0.7) 2.3 (0.2)

Age 
 < 40 yr 69.1 5.6 (0.8) 2.3 (0.2)
 > 40 yr 30.9 5.8 (0.8) 2.3 (0.2)

Education
 Low 25.7 5.5 (0.8) 2.2 (0.2)
 Intermediate 41.9 5.8 (0.6) 2.3 (0.2)
 High 32.4 5.7 (0.7) 2.4 (0.2)

Marital status 
 Married 22.5 5.7 (0.9) 2.3 (0.1)
 Div./widowed 13.8 5.9 (0.9)   2.1 (0.2)*
 Never married 63.8 5.6 (0.7) 2.3 (0.2)

Depression:
Duration
(present episode) 
 < 1 yr 41.9 5.7 (0.7) 2.3 (0.2)
 > 1 yr 58.1 5.5 (0.6) 2.4 (0.2)

Recurrence
 0 48.6      6.0 (0.8)**,2 2.3 (0.2)

> 1 51.4 5.4 (0.6) 2.3 (0.1)
Severity 
 HAM-D 14-20 54.0 5.6 (0.7) 2.3 (0.2)
 HAM-D 20-25 46.0 5.8 (0.8) 2.3 (0.2)

* P < 0.05;  ** P < 0.01
1 see table 3 for DP levels
2 see table 4 for DP levels
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Of all the patients 35.1 % appeared to be non-adherent. The DP-ODF between 
adherent and non-adherent patient did not differ (table 6). However with 
regard to the separate levels adherent patient appeared to make more use of 
defense mechanisms of rivalry, whereas non-adherent patients made use more 
of symbiotic defense. On the DSQ the ODF score was also not different, but 
non-adherent patients scored higher at immaturity. 
In table 7 the difference in defensive functioning between remitted and non-
remiited patients after 24 weeks of treatment is presented. In the total sample 
36.5% achieved remission. These patients had a higher overall defensive func-
tioning score on the DP. Remitted patients scored higher on the level of rivalry 

Table 3: Baseline DP level scores for men and women.

                 Men               Women                Anova
DP Mean SD Mean SD F P

Adaptive levels      
 Generativity 0.5 0.8 0.8 1.1 1.11 .29
 Solidarity 1.1 1.4 2.5 1.7 9.79 .00
 Individuation 2.4 1.5 2.7 1.1 1.15 .28

Disadaptive levels      
 Rivalry 1.7 1.4 1.7 1.1 0.04 .84
 Resistance 1.6 1.3 2.8 1.4 0.17 .68
 Symbiosis 1.5 1.4 2.4 2.1 3.26 .07
 Narcissism 1.4 1.4 0.8 0.9 2.73 .10
 Fragmentation 0.7 0.6 0.8 0.8 0.60 .87
 Lack of structure 0.0 0.0 0.0 0.2 0.54 .47

Table 4: Baseline DP level first episode and recurrent depression.

                First episode             Recurrent                  Anova
DP  Mean SD Mean SD F P

Adaptive levels
 Generativity 1.1 1.2 0.4 0.7 8.68 .00
 Solidarity 2.7 1.8 1.8 1.4 5.09 .03
 Individuation 3.1 1.0 2.3 1.3 9.16 .00

Disadaptive levels      
 Rivalry 1.9 1.4 1.5 1.2 1.97 .17
 Resistance 2.6 1.5 3.0 1.2 1.23 .27
 Symbiosis 2.1 1.9 2.3 2.3 0.37 .54
 Narcissism 0.7 1.0 1.0 1.0 1.69 .19
 Fragmentation 0.5 0.9 1.0 1.1 3.64 .06
 Lack of structure 0.0 0.2 0.0 0.2 0.00 .95
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(repression, affect denial) and lower on the symbiotic level (giving up, apathetic 
withdrawal). 
The DSQ-ODF indicated a higher overall maturity for remitted patients. They 
had a higher score for the maturity subscale, but on the maladaptive defense 
styles no difference was found. 
Finally, a logistic regression analyses were performed with the factors that dif-
fered between remitted and nonremitted patients associated. In addition age 
and gender were entered in the analysis. Table 8 shows the results and the steps 
of the eliminated nonsignificant factors (backwards procedure). With regard to 
the DP-ODF both gender and ODF were identified as independent predictor for 
remission. The explained variation (R2) was 15%. When looking at the separate 

Table 5: Pearson correlations between observer-rated (DP) and self-reported (DSQ) 
defense styles.

DSQ-DP: R P

ODF 0.28 0.02
Adaptive levels 0.07 0.55
Maladaptive, neurotic (rivalry, resistance, symbiosis) 0.14 0.23
Maladaptive, immature (narcissism, fragmentation, lack of
   structure) 0.04 0.76

Table 6: Defensive functioning and adherence for the DP (n=81) and DSQ (n=69).

              Adherent             Non-adherent              Anova
DP Mean SD Mean SD F P

ODF 5.7 0.7 5.6 0.8 0.73 0.41
Adaptive levels
 Generativity 0.7 0.8 0.9 1.4 0.44 0.78
 Solidarity 2.1 1.6 2.5 1.8 0.90 0.47
 Individuation 2.6 1.2 2.6 1.2 0.85 0.49

Disadaptive levels
 Rivalry 1.9 1.4 1.2 1.0 2.72 0.04
 Resistance 3.0 1.3 2.5 1.5 0.85 0.49
 Symbiosis 1.8 1.4 3.0 2.1 9.26 0.00
 Narcissism 1.0 1.3 0.9 1.0 0.62 0.58
 Fragmentation 0.7 0.7 0.9 0.9 0.60 0.16
 Lack of structure 0.0 0.0 0.0 0.2 0.73 0.53

DSQ
ODF 2.3   0.2 2.2 0.2 2.0 0.16
Mature 52.1 11.4 46.3 12.8 2.1 0.15
Neurotic 69.4 14.0 67.6 13.7 0.5 0.47
Immature 71.1 16.3 78.6 14.8 4.1 0.04
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Table 7:
scores of the DP (n=81) and the DSQ (n=69).

                 Remission                Non-remission                 Anova
DP Mean SD Mean SD F P

ODF 6.0 0.7 5.6 0.8 4.0 0.04
Adaptive levels:      
 Generativity 0.9 0.9 0.7 1.1 0.1 0.73
 Solidarity 2.4 1.6 2.2 1.8 0.1 0.75
 Individuation 2.6 1.3 2.7 1.2 0.5 0.47

Maladaptive levels:      
 Rivalry 2.5 1.7 1.4 1.0 9.2 0.00
 Resistance 2.6 1.2 2.9 1.4 0.3 0.58
 Symbiosis 1.5 1.3 2.5 1.8 6.1 0.02
 Narcissistic 0.7 1.0 1.0 1.3 2.3 0.13
 Fragmention 0.6 1.0 0.8 1.0 0.7 0.41
 Lack of structure 0.1 0.2 0.0 0.1 0.8 0.38

DSQ
ODF 2.4 0.2 2.3 0.2 4.5 0.04
Mature 57.0 9.2 47.4 12.2 11.2 0.00
Neurotic 71.7 11.9 67.6 12.5 2.1 0.15
Immature 42.7 12.4 47.1 10.7 2.2 0.09

levels a main effect was found for both rivalry and symbiosis as predictor for 
outcome. The explained variation was 29%. 
For the DSQ the ODF was an independent predictor. With regard to the DSQ
factors mature defense style predicted outcome. The explained analysis was 
19%.

10.4  Discussion

In this study the predictive value of pre-treatment defense styles was explored 
for the course and outcome of a short-term form of psychotherapy in a group 
of well-defined depressed outpatients. The main findings were that the over-
all defensive functioning, both observer rated and self-reported were associ-
ated with a better chance on remission. At a more specific level the observer 
rated defense style of rivalry was associated with a better outcome whereas a 
symbiotic defense style was associated with poor outcome. With regard to the 
self-reported defense in particular a mature defense style was predictive for 
outcome. Associations were in the expected directions and were consistent with 
the theory of a hierarchy of defenses. The explained variation in particular for 
DP levels and DSQ factors are reasonable for this type of research and suggest 
relevance.
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Depressed patients in general tend to make use of more maladaptive defenses 
(Bond, 2004). Although in our sample we could not compare these with healthy 
controls, the average ODF of 5.8 and the scores of the individual levels appear 
to confirm this. It indicates that on a line ranging from immature to mature 
development an intermediate defense style was preponderant.

Baseline characteristics and DP
With respect to the baseline characteristics, the overall maturity of defense in 
women was higher than in men, in particular mature levels classified on the 
level of solidarity (affiliation and ambivalence) were less developed. In psycho-
analytic literature it has been hypothesized that due to processes of identifica-
tion, ego functions of women might be more consistent in various contexts. 
(Chodorow, 1999) However, in a non clinical sample little empirical support for 
such an interaction between gender and defense style could be demonstrated 
(Bullitt et al., 2002). In our study it may also be attributed to selection bias due 
to a differential pattern of referral for depression treatment between men and 

Table 8:  Logistic regression of factors associated to outcome (steps of elimination of 
nonsignificant factors presented). 

  OR C.I. P

DP-ODF 
 Step 1 Age 0.99 0.94 - 1.04 .99
 Step 2 Gender 0.26 0.08 - 0.93 .04
  DP-ODF 2.45 1.15 - 5.23 .02
 R2 15% 

DP: Levels 
 Step 1 Age 0.98 0.92 - 1.04 .67
 Step 2 Gender 0.39 0.10 - 1.53 .18
 Step 3 Rivalry 2.12 1.29 - 3.47 .00
  Symbiosis 0.59 0.39 - 0.91 .02
 R2 29% 

DSQ-ODF
 Step 1 Age 0.98 0.93 - 1.03 .43
 Step 2 Gender 0.44 0.14 - 1.34 .15
 Step 3  DSQ-ODF 12.72 1.29 -125.18 .03
 R2 8% 

DSQ: Factors 
 Step 1 Age 0.98 0.93 - 1.03 .93
 Step 2 Immature 0.28 0.96 - 1.01 .27
 Step 3  Gender 0.47 0.15 - 1.49 .20
 Step 4 Mature 1.08 1.03 - 1.14 .00
 R2 19% 



Defense styles 155

women. In any case, for clinical practice it might imply to take into account a 
higher on less mature developed defense patterns in a male patients. 
Patients with a recurrent depression showed less maturity of defense at baseline 
compared to first-episode depressed patients. Further exploration revealed that 
the mature defense levels as defined in the DP were less developed in patients 
with recurrent depression, whereas immature defense styles on themselves did 
not differ. As we did not find an influence of severity or duration of depression 
on the assessed maturity of defense, it could be hypothesized that this finding 
may reflect a pre-existent or ‘trait’ lower level of defense styles. It suggests that 
these patients lack an the ability to react adequately with life stressors, making 
them vulnerable for depressive reactions. This can be seen in line with longitu-
dinal findings indicating an association between a higher chance of recurrent 
depressive episodes and personality pathology (e.g. Cyranowski et al., 2004; 
Ormel et al., 2004). 
From a clinical perspective an important question is whether a further matura-
tion of defense styles is possible and may diminish the vulnerability to depres-
sion. There are indications that psychodynamic psychotherapy could improve 
defensive functioning (Hersoug et al., 2002; Bond and Perry 2004) but so far 
this has only been demonstrated for long-term psychotherapies. 

Self-reported and observer reported defense
We found a rather modest overall association between DSQ and DP defined 
defensive functioning and no association at the more specific subscales. A lim-
ited concordance of self-report questionnaires and interview based instruments 
is not uncommon in measuring personality pathology and is also reported in 
measuring DSM defined personality disorders (Perry, 1992; Hersoug et al., 
2002). It may be explained by the way of administration. Self- report ques-
tionnaires elicit subjective data, whereas interview methods allow an appraisal 
by the clinician. During an interview, the possibility of continuing questions 
may yield additional information and the interaction between interviewer and 
patient may elicit more variance in answers. In cases of defense styles this may 
be even more compelling as it concerns largely unconscious phenomena. 
The question is raised whether self-reported and observer-rated defense refer to 
the same construct (Defife & Hilsenroth, 2005). However, our findings, consist-
ent with those of Perry and Hoglend (1998), suggest that these two methods are 
at least partly interrelated. In addition, the predictive values are in compatible 
directions. This supports the idea of two corresponding underlying concepts. 
Nevertheless, their exact relationship requires further research. Ideally this 
relationship would permit an easily administrable instrument as the DSQ to 
serve as a general screener for defense style, while the more costly observer-
rated methods could be utilized in case of doubts or necessity to confirm diag-
nosis. 
As opposed to an earlier study of DeFife and Hilsenroth (2005) we found no 
association between severity of depressive symptoms and maturity of defense 
styles. Possibly, this could be explained by sample differences. The study of 
DeFife concerned a mixed population of mood disorders, other axis I disorders 
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and V-code-relational problems. It may be that in such a wider range of severity 
an association emerges, that in a sample of only moderately severe depression 
cannot be detected. 
Notably, no association with severity of depression was found in both observer-
rated and self-reported defense. For the DP this may be expected because, 
apart from the fact that in general, observer-rated methods are less sensi-
tive to the influence of concurrent symptoms, the interview protocol provides 
instructions on how to minimize this. The fact that we did not find this influ-
ences for the DSQ supports the possibility of measuring defense style by a 
self reporting method, also in the presence of moderately severe depressive 
symptoms. 

SPSP and defense styles
The psychotherapy delivered was short-term and did not have the aim to achieve 
structural changes in personality. Theoretically, in such psychotherapies in par-
ticular healthy aspects of personality are considered to be an important precur-
sor to deriving benefit. It could therefore be expected that the pre-treatment 
presence of mature defense styles, independently of the concurrent presence of 
immature defenses, would be related to outcome. One earlier research finding 
in which self-observation was identified as a repair mechanism that improves 
outcome, can be seen concordantly with this (Hoglend & Perry, 1998), as can 
our finding with regard to the association between higher mature defense style 
scores at the DSQ and remission, but this was not confirmed with the observer 
rated DP defense. 
Our study also suggests differential patterns for separate defense levels. This 
supports the search for a predictive value of defense at a more specific level, 
even though this appeared to be more difficult to assess in a reliable way (Perry 
& Cooper, 1989; Hummelen, 1997). In addition, from a clinical point of view, a 
better understanding of specific defense mechanisms of a patient might be more 
informative compared to general defense scores, as it may guide the therapist 
better to tailor interventions. 
The exploration of the separate levels revealed that a symbiotic defense style, 
defined as giving up and/or apathetic withdrawal was related to an untoward 
outcome. These types can be characterized as passive reactions to (life) stres-
sors. All depression treatments, independent of theoretical orientations, require 
interventions to motivate the patient towards (re)activation, and therefore these 
types of reactions usually need to be counterattacked. It could be argued that 
this is a more difficult effort that needs more time or perhaps a modification of 
therapeutic interventions. 
On the other hand, patients with better outcome scored higher on the maladap-
tive level of rivalry. This means they make more use of defense mechanisms 
such as repression, affect denial or reaction formation. In these types of reac-
tions feelings are modified in order to prevent (full) awareness of the emotional 
significance elicited by a stressor. It may be that in a short-term psychotherapy 
these defense mechanisms, that refer to neurotic conflicts, can be addressed 
rather effectively, ultimately resulting in a better outcome. 
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Limitations 
This study focuses on remission and did not address long-term effects. In addi-
tion, we did not measured whether defense styles actually improved during 
therapy. The psychometric properties of the DP have been demonstrated for 
the overall scores (Abraham et al., 2001), but so far not for the defense scores 
separately. Therefore the results are preliminary. They reflect consensus judg-
ments of clinicians based on the operationalizations of defense styles of the 
DP protocol and derived from a semi-structured clinical interview to collect 
patients’ history. A final limitation is that SPSP was the only psychotherapy 
modality we studied. It is not certain to what extent the results are restricted 
to this form of short-term psychodynamic therapy or could be generalized to 
other psychotherapies for depression as well. 

Strengths
A strength of the present study is that it concerns a group of well defined 
patients, all with a major depressive disorder. This is important because in 
earlier research it was found that associations of defense styles with outcome 
may flaw in more heterogeneous populations, due to an unequally influence 
of defense across disorders (Hoglend & Perry, 1998). Furthermore, patients 
were treated with a protocolized form of psychodynamic psychotherapy. This 
enables us to search for associations under standardized circumstances, ruling 
out potentially differential influences of treatment techniques on the results. 
Many of the patients had been treated before, indicating they suffered from 
refractory depressions. Patients were not specifically selected for psychother-
apy. Therefore they may be representative of the broad group of difficult-to-
treat depressed patients commonly referred to outpatient psychiatric services. 
A final strength is that the defense styles were determined with a self-report 
and an interviewer based measure. This allows us to address the theoretically 
important issue of the relationship between these two methods.

Conclusion
This study provides further evidence for the relevance of defense styles for depres-
sion by indicating its predictive value for outcome of a short-term psychothera-
peutic treatment. It supports the usefulness of measuring defense styles before 
starting treatment. It also suggests a potentially differential predictive value of 
separate defense levels. If this holds true in further studies, it may be of help for 
clinicians in tailoring psychotherapeutic strategies to the individual patient.
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CHAPTER 11

GENERAL DISCUSSION
AND EPILOGUE

‘It is very difficult to make a prediction, 
especially when it is about the future’ 

(Niels Bohr 1885-1962)
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The main reasons for undertaking this study were the generally modest remis-
sion rates in depression treatment, while at the same time remission should be 
the principal goal of all depression treatments. As it is not very likely that in 
the near future a breakthrough in depression treatment is to be expected by the 
emergence of unequivocally more efficacious therapies, we need to optimize the 
available treatment options. In this perspective, exploring predictive factors of 
existing treatment options is useful. It may be of help to select the optimal treat-
ment in an individual patient according to specific characteristics. In addition, 
knowing the patient is at risk for non response may encourage the clinician to 
modify the strategy of an ongoing treatment. 

In this thesis we explored the role of two types of potential predictive factors: 
-  Easily identifiable patient characteristics for outcome of three commonly app-

lied depression treatments
-  Psychodynamic personality diagnosis for the outcome of Short-term Psycho-

dynamic Supportive Psychotherapy (SPSP). 

1.  Summary of findings

1.1 What is the evidence in literature for the influence of sociodemographic 
characteristics and depression features on outcome of depression treat-
ment? (Q.1, chapter 2)

A qualitative systematic review was conducted on the influence of sociodemo-
graphic characteristics and depression features on the outcome of depression 
treatment with tricyclic antidepressants (TCA), modern antidepressants, cogni-
tive behavioral therapy (CBT) and intrapersonal psychodynamic psychotherapy 
(IPP). 
Gender was not found to be associated with treatment outcome in TCA, and 
younger patients may have a poorer response to TCA. Women appeared to 
have better outcomes than men when using modern antidepressants. Being 
married appeared to be related to better outcome for antidepressants and 
CBT. Longer duration of depression was identified as a negative predic-
tor, most consistently for psychotherapy. In none of the treatment modali-
ties recurrence was a negative predictor. The relationship between severity 
of depression and outcome appeared to be complex and did not permit a firm 
conclusion.
An important limitation concerns the heterogeneity of studies. A quantitative 
meta-analysis was not possible and therefore only the number of studies that 
yield positive or negative associations for a predictor were counted. This method 
does nor permit to determine the strength of predictors. In addition, there were 
only very few direct comparisons between different treatment options. Never-
theless, it was concluded that a number of associations between patient charac-
teristics and outcome may be clinically relevant and may vary across different 
forms of depression treatment. 
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1.2 What is the influence of sociodemographic characteristics and depres-
sion features for outcome of SPSP, antidepressants and their combina-
tion? (Q.2, Chapter 3)

This chapter reports on a study that addresses predictive factors for remission 
of depression treatment on the basis of a post hoc analysis of the pooled data 
of three RCTs. In total, 313 moderately severe depressed patients were treated 
during a six-month period with either Pharmacotherapy, SPSP or a combina-
tion of the two. A logistic regression analysis with backward elimination was 
performed to identify significant predictive factors. 
For all treatments together, higher remission rates were found in younger age 
groups and in patients with lower educational levels. With regard to depression 
characteristics, prior use of an antidepressant, and more severe anxiety and 
somatic symptoms appeared to lead to poorer outcomes. 
In combined therapy (n=171) patients aged 30- 40, with a lower educational 
level, with a recurrent depression, with no prior use of an antidepressant and 
with less severe somatic symptoms were more likely to remit. In psychotherapy 
(n =97) higher remission rates were related to female gender, age < 30 and 
less severe anxiety symptoms. In pharmacotherapy (n=45), women remitted 
more. 
It is concluded that easy to recognize patient characteristics such as gender, 
earlier use of antidepressants, anxiety and somatic symptoms appear to be 
associated with remission of depression treatment. The differential findings 
between treatment modalities indicate predictors are not equal for treatment 
with antidepressants, psychotherapy and their combination.

1.3 Which patients are at risk for complete treatment failure? (Q.3, Chapter 4)

Outcome of depression treatment is a continuum ranging from achieving no 
effect at all, partial response, to complete remission. Although the decision 
where to draw a line is to a certain extent an arbitrary choice, there seems to 
be a growing consensus to distinguish complete nonresponse (< 25% symptom 
reduction), partial response and remission (virtual absence of symptoms) more 
clearly because of the different clinical consequences. 
Defining remission and complete nonresponse on the extremes of a continuum 
implies also that the two groups might be characterized by different features 
that need to be studied separately. However, we only aware of one study that in 
complete nonresponse to antidepressants and of none in psychotherapy. 
Based on the pooled patient sample of the three RCTs we found that complete 
nonresponse occurred in 34% of the patients. In combined therapy this was 
28% in psychotherapy alone 39% and in pharmacotherapy alone 46%. Across 
treatments less severe depression, but more severe somatic symptoms were 
associated with an increased risk of nonresponse. Severity of somatic symp-
toms was associated with nonresponse in both combined therapy and psycho-
therapy. In combined therapy younger age, previous use of an antidepressant 
and having a first depressive episode were associated with nonresponse. In
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psychotherapy nonresponse was related to older age, longer duration of depres-
sion and non-adherence by the patient. No predictive factors were found in 
pharmacotherapy.
It was concluded that easily measurable patient characteristics may help to iden-
tify patients at risk for complete nonresponse. Again our study suggests that pre-
dictors may differ across treatment modalities. This suggests that nonresponse 
is not only a general characteristic of the so-called difficult to treat depressed 
patient, but that it depends on the kind of provided treatment as well. 

1.4 Does early response predict final outcome in psychotherapy and com-
bined therapy for major depression (Q.4; Chapter 5)

Instead of baseline characteristics, an alternative approach would be to make 
use of patterns of early response as predictors of treatment outcome. This would 
enable clinicians to shorten the duration of an unsuccessful treatment, and to 
proceed to the next step in the treatment protocol.
The study in chapter 4 reported on the predictive value of early response during 
treatment. The cut off for early response was defined as a reduction of more 
than 25 % on the HAM-D after 2 months of treatment with either SPSP only or 
SPSP combined with an antidepressant. The results revealed an equivocal rela-
tionship. In SPSP early nonresponse was clearly related to final nonresponse 
(OR=3.57), but remission was not predicted by early response, and 26% of 
the early nonresponders ultimately achieved remission. In combined therapy 
both, final nonresponse (OR 7.13) was associated with early nonresponse and 
the achievement of remission (OR 3.66) was associated with early response. 
However also in combined therapy 26 % of the early nonresponsive patients 
ultimately achieved remission.
It is concluded that the clinician should keep in mind that early nonresponsive 
patients carry an increased risk for ultimate treatment failure. However, at the 
same time a considerable amount of early nonresponsive patients require more 
time before favorable effects become noticeable and will achieve remission in 
the second phase of treatment. This suggests it might be worthwhile to con-
tinue an ongoing therapeutic strategy for some time, despite absence of early 
symptom improvement. 

1.5 What is the theoretical basis of the Developmental Profile (DP)? How is 
the information collected and interpreted? What are the psychometric 
properties? (Q.5; Chapter 6).

The aim of the DP is to standardize psychodynamic diagnostics in order to make 
it more accessible for empirical validation. The DP integrates in one model 
various theoretical approaches to psychodynamic theory from a developmental 
perspective on personality. It yields scores that provide an overview of psy-
chodynamic personality diagnosis in an individual patient including self-image, 
object relations, needs, defensive functioning and norms. It yields hierarchical 
scores reflecting the degree of maturity on a certain developmental line and 



166 Chapter 11

attempts to provide guidelines for the goals and planning of treatment. The DP 
is based on a semi-structured interview to important areas of life and to the 
manner in which a patient deals with stressful situations and emotions. 
The results are reported of an exploration of psychometric properties of the 
DP in a large sample of patients (N=580) derived from different locations in 
the Netherlands. The item-remainder correlation of 86% of the DP items was 
within an acceptable range. The internal consistency of the matrix as a whole 
expressed as Cronbach’s  was sufficient (0.76). The hierarchical connections 
between the different developmental levels, which is an important theoretical 
prerequisite of psychoanalytic thinking on personality, was in part statistically 
confirmed, but needs to be further investigated. 
It was concluded that in view of the complex structure of the DP, the psycho-
metric properties of the DP were generally promising. 

1.6  What is the interrater reliability and the discriminative validity of psy-
chodynamic personality diagnosis according to the DP? (Q.6 Chapter 7)

 
The interrater reliability and discriminative validity was investigated in a sam-
ple consisting of psychiatric patients admitted to a ward for clinical psycho-
therapy, somatically ill patients admitted to a general hospital and normal 
controls (dental patients). The weighted kappa values for interrater reliability 
were sufficient. 
Psychiatric patients differed clearly from normal controls and from seriously ill 
somatic patients, while the latter did not differ when compared to each other. 
This is in agreement with the proposition that the DP does not measure tem-
porary reactions to severe stress, such as in this case hospitalization, but rather 
identifies the underlying personality structure. 
When looking at the separate levels of the DP, rivalry and narcissism in con-
trast to the other levels, were equal in all groups. Rivalry is characterized by 
for instance competitive object relationships and defense mechanisms such as 
repression and affect denial. At the narcissistic level individuals tend to experi-
ence others as a servant, and typical defense styles concern devaluation. 
The equal presence of the manifestations of these levels in healthy controls 
suggests they are differently related to vulnerability for psychiatric problems 
compared to other levels of the DP. Or to put it in other words, psychological 
healthiness could be maintained, despite personality features of rivalry and/or 
narcissism.

1.7 What is the outcome of SPSP in a partly randomized by preference trial 
with a sequential strategy? (Q.7; Chapter 8)

This study examined the influence of patient preference on outcome in a 
sequential design for the treatment of depression. As part of a larger study we 
compared patients who were randomized to those who had chosen SPSP. The 
sequential strategy concerns the addition of an antidepressant in cases of less 
than 30% reduction on the HAM-D after 8 weeks of psychotherapy.
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There were no differences between randomized and by-preference patients at 
baseline, in adherence during treatment and in outcome. In both groups drop 
out occurred mainly in the first 8 weeks. All early nonresponders were offered 
medication but 71% of the by-preference patients and 41% of the randomized 
patients refused this. 
In total, 37% of the patients achieved remission at the end of treatment. Of early 
responders this percentage was 57% and of early nonresponders 27%. However, 
in a logistic regression analysis no effect of the addition of medication on final 
outcome could be demonstrated. 
It is concluded that permitting patients to choose their treatment does not 
induce a profound selection bias and does not greatly influence the outcome. 
In addition, the feasibility of the sequential strategy appeared to be modest as 
more then half of the patients were not prepared to use additional medication 
in case of early nonresponse. On the other hand, it may be warranted to con-
tinue for some time an initially ineffective psychotherapy in these patients, as 
a considerable number do have a pattern of delayed response. 

1.8 To determine the association of object relational functioning with 
patient characteristics, working alliance and outcome of SPSP. (Q.8; 
Chapter 9)

In this study the object relational functioning (ORF) according the DP was meas-
ured in 81 depressed patients, all treated with SPSP. The sample is described in 
chapter 8. We investigated the association between ORF and baseline patient 
characteristics, and the predictive value of ORF for the actual therapeutic alli-
ance and of therapy. 
At baseline, patients with a recurrent depression showed less mature levels of 
ORF and in particular a higher score on the symbiotic level. No association was 
found between ORF and therapeutic alliance during treatment. In contrast to 
the single measure of alliance early in therapy, the growth of the alliance was 
related to outcome. The overall maturity of ORF was higher in patients who 
showed a better treatment response. In multiple regression analysis, the adap-
tive level of individuation appeared to be specifically predictive of outcome.
The study indicated the relevance of ORF for depression and to assess not only 
maladaptive pathologic but also adaptive and healthy patterns of functioning. It
confirms literature findings with regard to the association of recurrent depres-
sions and symbiotic levels of functioning. Finally, it indicates that object rela-
tional functioning and the actual therapeutic alliance during therapy are two 
distinct concepts.

1.9 To determine the association of self-reported and observer rated defense 
styles with outcome of SPSP? (Q.9; Chapter 10)

In this study defense styles according to the DP and to the Defense Style Ques-
tionnaire (DSQ) was measured in 81 depressed patients. All patients were 
treated with SPSP. The sample is described in chapter 8. We investigated 
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whether maturity of defense style predicted a more favorable course and out-
come. In addition, we sought to understand the relationship between self-
reported (DSQ) and observer rated (DP) defense and the potential differential 
influence of severity of depressive symptoms on these two methods. 
At baseline, women appeared to have a more mature level of overall defensive 
functioning, whereas a lower level was found in patients with recurrent depres-
sions. A rather modest relationship between the self-reported and observer-
rated defense was found. 
The predictive value showed theoretically expected directions, indicating that 
patients who achieved remission had a mature overall defensive functioning 
both on the DP and the DSQ. In addition, evidence was found for a differ-
entiated predictive value for separate levels. Patients with symbiotic defense 
styles, characterized by giving up or apathetic withdrawal, were at risk for both 
drop out and poor outcome. On the other hand patients with a defense style 
of rivalry, including repression, affect denial and reaction formation showed a 
more favorable outcome. 
This study provides further evidence for the relevance of defense styles for 
depression. It suggests a potentially differential predictive value of separate 
defense levels. The association between self-reported and observer rated defense 
was only modest, but their predictive value indicate a similar direction.

2. General methodological considerations

2.1 Sample: Psychiatric outpatients

For interpreting and generalizing the findings of this thesis some general char-
acteristics of the patient setting and sample need to be taken into account. 
Patients were selected at two outpatient facilities of Mentrum Mental Health 
Care in Amsterdam. At a socioeconomic level the patients referred to these set-
tings were diverse. One site was located in the inner city, with a relatively young 
and highly educated population, and the other in the northern part of the city, 
mainly a low-income working-class area. 
It is general policy in the Netherlands to provide the first step of depression 
treatment in primary care. In our sample about 60% of the patients had received 
some form of this psychosocial care before referral. This could be either through 
a social worker, a primary care psychologist or a practice nurse working with 
the General Practitioner. In addition around 30% of the patients had been pre-
scribed, apparently unsuccessfully, an antidepressant in the current episode 
before referral. This was also identified as an independent negative predictor. 
Furthermore, in contrast to the situation in many other countries, all patients 
in the Netherlands need to be formally referred to specialized mental health 
care by their GP. A GP may opt for a referral to an outpatient department of 
a psychiatric hospital such as Mentrum or to a private practice. The latter are 
widely available in Amsterdam and in particular less complex, income-earning 
patients are referred to these services. As a consequence, many patients of the 
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outpatient departments of Mentrum either suffer from a refractory depression, 
or belong to a more difficult to treat group of patients that could not be treated 
properly in the setting of primary care or private practice. 
This is also reflected in some of the earlier findings of our research projects. 
About 70% suffered from a personality disorder (Kool 2005) and on average 
social functioning appeared to be highly impaired (Molenaar et al., 2006). 
Finally, in all the trials within this study, patients were not specifically selected 
for psychotherapy. In view of these considerations, we believe this patient sam-
ple to be representative of the broad group of more difficult to treat depressed 
patients commonly referred to outpatient psychiatric facilities. 
This raises the question whether the results could be generalized to the 
larger population of depressed patients that are treated at primary level. In
the STAR*D trials both primary and secondary care depressed patients were 
included. Setting was not identified as a predictor for outcome (Trividi et al., 
2006). This suggests that the results found in secondary care could be general-
ized to all depressed patients. However, in the STAR*D project patients were 
not randomly assigned to either primary or specialised care. Furthermore there 
are considerable differences between the Mental Health Care systems in the 
US and in European countries such as the Netherlands, for instance in acces-
sibility, which may preclude generalization of findings to all depressed patient 
populations. 

2.2 Design: Post hoc analyses

This thesis consists mainly of post hoc analyses. The primary research question 
of the original trials concerned the relative efficacy of the treatment options. 
Post hoc analyses are frequently applied in order to identify significant predic-
tors or subgroups of patients who might benefit from a certain treatment or are 
at risk for nonresponse . 
Nevertheless, they have several limitations that need to be taken into account. 
Post hoc analyses carry a risk of over-interpretation (Lagakos, 2006), and it is 
evident that the results are dependent on the number of candidate predictors 
entered in the analyses, while other but not known, predictors may be relevant 
as well. In addition, interaction effects between predictors may play an oblivi-
ous role but are difficult to detect (Appel, 2006) and require large patient sam-
ples. It should also be noted that the search for potential interactions should 
ideally be guided by accepted clinical and scientific rationales, which are not 
yet well established for depression treatment.
In view of these considerations, the significance of post hoc analyses could not 
exceed that of yielding hypotheses about candidate predictors. This significance 
needs to be confirmed prospectively in studies specifically designed to test dif-
ferential efficacy of treatments between certain patient groups. However, in 
depression treatment few, if any, studies are available that could meet this 
standard. So far, almost all the evidence with regard to predictors is based on 
post hoc analyses and secondary studies of efficacy trials. These need to be 
interpreted very cautiously; but to neglect them would be a steep price to pay. 
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2.3 Different treatments: different predictors? 

Although the designs of the RCTs in this study were highly comparable with 
respect to patient selection, measurements and treatment delivery it concerns 
pooled data and no direct head to head comparisons between treatment options. 
Therefore results should be interpreted especially when determining whether 
predictors vary across treatment modalities. 
In chapter 3 we presented the Oddsratios by predictor for three treatment 
modalities. A further evaluation to determine the value of the differences 
between treatments is possible by applying the criteria as proposed by Gardner 
and Altman (1986): 
1. The factor should be identified as an independent predictor of remission 

according to the logistic regression analysis (see chapter 3 table 5)
2. In the bivariate analysis of associations between patient characteristic and 

remission, the odds ratio of this factor should mutually exclude the 95% 
confidence intervals of the odds ratio of this factor for the other treatment 
condition (see chapter 3, table 4).

After applying these criteria to our studies, two factors remain significant: gen-
der and duration.
- Gender
In psychotherapy and in pharmacotherapy gender was identified as an inde-
pendent predictor (OR= 0.21; (C.I. 0.05-0.92). The odds ratio in the bivari-
ate associations for combined therapy was 1.13 (C.I. 0.58-2.19) and for psy-
chotherapy 0.38 (0.14-1.07). Thus the OR mutually excluded the confidence 
intervals. The odds ratio for pharmacotherapy was 0.12 (0.01-1.05). This 
does not meet the criterion of mutual exclusion, both compared to com-
bined therapy and to psychotherapy. This can be interpreted as an additional 
argument for a differential gender effect in SPSP compared to combined 
therapy. 
- Duration
In psychotherapy the logistic regression analysis shows a trend for duration as 
an independent predictor: OR= 0.23 (C.I. 0.05-1.14; p=0.07). The odds ratio 
in the bivariate associations for combined therapy was 1.37 (0.68-2.76) and 
for psychotherapy 0.34 (0.10-1.12). Thus, these odds ratios mutually excluded 
the confidence intervals. This indicates that although duration was identified 
only as a trend in the logistic regression analysis, it might still be a differential 
predictor between psychotherapy and combined therapy. 

2.4 Outcome: Hamilton Depression Rating Scale

In this thesis we adopted the Hamilton Depression Rating Scale as outcome 
measure. For more than 40 years, the HAM-D has been the standard measure of 
depression severity and it is the most commonly used measurement of outcome 
in clinical trials (Bagby et al., 2004). The HAM-D depression scale was found 
to be more sensitive to change than other available rating scales. The HAM-D
is an observer rated scale and was scored by trained research assistants. This 
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rating procedure, conducted independently of the treating therapist, guarantees 
more valid scores. 

Criticism of the HAM-D
The HAM-D has been also subjected to strong criticism. Bagby (2004) concluded 
that it is time to retire the HAM-D, mainly because of insufficient psychomet-
ric properties. For instance, despite adequate internal reliability (Cronbach’s 
alpha) many scale items appear to be poor contributors to the measurement 
of depression severity. Furthermore, although the overall interrater and test-
retest reliability are satisfactory, appears to be poor on item levels. In addi-
tion, the Ham-D does not adequately cover DSM-IV - defined depression. 
Several symptoms contained within the HAM-D are not official DSM criteria 
and, vice versa; important DSM-IV criteria are not sufficiently captured by the 
HAM-D.
Other authors have put forward important objections as well, asserting that the 
HAM-D puts ‘all depressions in one basket’ (Demyttenaere and Fruyt, 2003), 
and is not able to answer the question of a potentially differential efficacy of 
treatment in particular subtypes of depression. Moreover, it is has been argued 
whether particular therapeutic options require different depression rating 
scales to determine efficacy. The HAM-D was originally designed to investigate 
antidepressant activity and not to measure efficacy of psychotherapy. Likewise, 
the Beck Depression Inventory (BDI) was for CBT. So far, no specific scale is 
available to measure outcome of psychodynamically oriented psychotherapies 
for depression.

HAM-D and outcome of psychodynamically oriented psychotherapy 
In contrast to antidepressants, psychotherapeutic treatment options usually 
also aim to improve underlying vulnerability for depressive reactions, related 
to personality functioning. A possible change in this dimension is not measured 
with symptom scales. Therefore it is necessary to add outcome scales regard-
ing interpersonal functioning or defense styles to capture more adequately the 
goals of psychodynamically oriented therapies. 
Preliminary data indicate the DSQ may be a used to detect such changes (Bond 
2004). A single patient studies suggest that the DP is suitable for determining 
improvement in personality functioning (Abraham and van Dam, 2004). How-
ever, considerably more (psychometric) research on the available instruments 
is required. 
The usefulness of the above approach is indirectly supported by some findings 
in this thesis. At baseline, patients with a recurrent depression showed less 
maturity in both object relationships and defense styles, compared to first-epi-
sode depressed patients. It could be hypothesized that this reflects a pre-exist-
ing lower level of these psychodynamic personality features that may be related 
to an underlying vulnerability for depressive reactions. It would be of impor-
tance to determine to which extent psychodynamic psychotherapy improves 
personality functioning and whether this could lower this risk for future 
relapse. 
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In conclusion, the HAM-D may not be the most ideal instrument to measure 
efficacy of psychotherapy in depression. However, it remains the most fre-
quently used instrument which facilitates comparison with the literature. The 
generally accepted definition of remission and the equivocal relationship of 
remission to the prognosis of future course of depression, also justifies the deci-
sion to opt for the HAM-D. However there is room for improvement. It would 
be worthwhile to develop more specific instruments to measure outcome of 
psychodynamically oriented therapies in depression similar to those designed 
for CBT. More than other therapies, psychodynamic psychotherapies focus on 
underlying personality vulnerabilities; and scales should capture these as well. 
Instruments sensitive to measuring potential changes in object relational func-
tioning and / or defense style are promising in order to determine whether this 
type of improvement can be achieved. 

2.5 Efficacy: Remission, partial response and nonresponse

-
response as < 25 % improvement, as applied in this thesis, is arbitrary, because 
in the real world response is a continuum between 0 % and 100% improve-
ment. Nevertheless, we think it is useful to define a cut off point and distin-
guish between patients with remission, partial response and no response at all 
because of the potentially different clinical implications. 
Remission is the most ultimate aim of treatments. The distinction between 
partial and complete non response might determine the strategy for an ongoing 
treatment. Theoretically, in case of complete nonresponse after treatment, one 
might favour a more radical switch because it has had no effect at all. In patients 
with a partial response, slight adaptations might be sensible such as increasing 
the dose of an antidepressant or extending an ongoing psychotherapy to include 
more sessions.
Unfortunately, the evidence with regard to the efficaciousness of switching 
strategies is very scarce. The recently emerging results of the STAR*D stud-
ies (Rush et al. (2006), that mainly concern antidepressants, are the first that 
evaluate various switching strategies on a large scale. However, the results are 
not unequivocal because, among other things, the unfeasibility of randomisa-
tion strategies and the high drop out rates. In addition, the switch to the psy-
chotherapy option was hampered by an unequal availability of this treatment 
for patients. Finally, in the STAR*D studies all patients who had not achieved 

proposed a switch. Although this cut-off point has the advantage of scientific 
clarity, the clinical feasibility can be questioned since, for instance, patients 
with a decline in the HAM-D score from 24 to 9 are proposed the same switch 
as patient with no decline at all. In fact, both the optimal time and degree of 
response for the decision to switch is still not known.
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2.6  Psychodynamic diagnosis: Developmental Profile 

2.6.1 Strengths 

In order to evaluate psychodynamic personality factors we applied the Devel-
opmental Profile (DP). A strength of the DP is found in its dimensional scales 
that provide operationalizations of both pathological and healthy aspects of 
personality. This method is in accordance with contemporary psychoanalytic 
thinking with regard to personality functioning, and is supplementary to the 
DSM-IV approach. 
The DP not only provides a hierarchically arranged score, but also level-scores 
separately, which makes it possible to take into account mature and immature 
levels of development at the same time. This results in a differentiated insight 
into the personality structure and how its manifestations may vary in time or 
in different contexts. For instance, a patient can be dependent in intimate rela-
tions (symbiotic) but self-confident and self-reliant in work situations (indi-
vidualization). Or a patient may react to frustrations with devaluation (level of 
narcissism) but in the longer run is able to sublimate the frustration (level of 
individualization). In particular for clinical practice this perspective of mak-
ing a strength /weakness analysis of personality is relevant when determining 
the therapeutic stance and selecting the most appropriate intervention for an 
individual patient. 
It is generally assumed that an interview is the best way to collect data, as the 
psychodynamic concepts may include aspects of personality and behavioral pat-
terns that the patient is not (fully) aware of. Furthermore, interviews resemble 
daily clinical practice and elicit information that is more valued and elaborated 
by clinicians compared to for instance Rorsach tests or various self-reporting 
questionnaires. 

2.6.2 Limitations

- Differentiated conceptual view 
The strength of the DP is also its weakness. It is difficult to translate the differ-
entiated clinical perspective into meaningful statistical models and to achieve 
sufficient reliability on all of its aspects. The scales of the DP are not unidi-
mensional. Based on the view that patients are characterized by the interplay 
between adaptive and maladaptive traits, the DP protocol explicitly permits a 
scoring on all items of a developmental line, if appropriate. This implies that 
all types of variations between the level scores are possible resulting in a rather 
differentiated scoring structure . For instance the object relationships of a 
patient can be characterized by symbiosis alone; or symbiosis and individu-
ation; or symbiosis, fragmentation, resistance and also some solidarity; and 
so on. Common measures to determine reliability of an instrument such as 
Crohnbach’s  or the item-remainder correlation are only in part appropriate 
for these type of scales, because ultimately they prerequire a unidimensional 
structure. Nevertheless, psychometric properties were reasonable for the over-
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all scores, although they need to be prospectively confirmed for the lines of 
object relationships and defense separately.

- Interrater reliability 
A related issue is the interrater reliability. This was sufficient for the overall 
scores. However, for the separate lines, despite a mean percentage of concord-
ance judgments of 81 %, the interrater reliability expressed as  coefficient was 
modest. This illustrates that psychodynamic concepts remain difficult to assess, 
in particular at a more specific level. This has been reported earlier in literature 
(Hummelen 1997; Perry and Cooper 1989). 
In this thesis we intend to approach this problem by adopting simple and trans-
parent decision rules in order to arrive at clinically sufficiently valid consensus 
scores. Nevertheless, it should be mentioned as a limitation indicating the need 
to further improve the operationalisations in the DP scoring protocol. In addi-
tion, the scoring is based on the verbatim typed up copy of the recorded inter-
view, thus missing nonverbal cues of the conversation, that might have been of 
help to interpret the material for raters more concordantly. 

- Feasibility 
Finally, the DP interview is rather labor-intensive in terms of interview dura-
tion and scoring technique. The interview took about 1 ½ hours and the 
scoring took a further 1 ½ hours. In addition, raters need to be trained and 
supervised. This may hamper widespread use in clinical practice. However, 
it should be noted that to diagnose DSM-IV personality disorders adequately 
with an interview method such as the SCID, a comparable investment in time is  
required.

2.6.3 DP and other psychodynamic interviews

The most important comparable instruments that provide a general psychody-
namic personality diagnosis are the structural interview of Kernberg (1984) and 
the Karolinska Psychodynamic Profile (KAPP) (Weinryb and Rissel 1991). Kern-
berg’s structural interview provides one overall classification of personality. By 
distinguishing sharply between neurotic, borderline and psychotic personality 
organization it has been very influential for conceptual thinking in clinical prac-
tice, although it has hardly been subject to scientific investigation. 
Kernberg’s structural interview takes the form of a free conversation with the 
patient and includes both open questions and specific psychodynamic inter-
ventions like confrontations or interpretations. This technique requires a lot of 
psychodynamic psychotherapeutic experience on the part of the interviewer. 
It also enhances the potential variation of information induced by interviewer 
– patient interactions. 
The Swedish KAPP is based on the same interview procedure but elicits a more 
differentiated score on various modes of personality functioning such as inter-
personal relations, self-image and frustration tolerance as well as coping with 
aggressive affects (Weinryb and Rissel 1991). Research has yielded promising 
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data with regard to psychometric properties (Weinryb et al. 1991). Nevertheless, 
so far the KAPP has not gained widespread use.
Compared to these instruments, an important advantage of the DP is the inter-
view procedure. Using semi-structured questions, it explores the main areas 
of life and reactions to stressful events. It has clear instructions on eliciting 
information according to the so-called A (affect) – B (behavior) C (cognition) 
model. In addition, the scoring protocol can be applied by trained raters that 
have no experience as a psychodynamic therapist.

3  Evaluation of findings

3.1 Relevance of patient characteristics 

In table 1 the predictive factors for SPSP and for antidepressants as found in the 
Mentrum studies, are compared with the literature. Different forms of psycho-
therapy and antidepressants are not discerned in the table. Combined therapy 
could not be compared with literature as hardly any studies were found. The 
Mentrum study in pharmacotherapy only concerns 45 patients, which might 
have masked potential associations. 

Sociodemographic characteristics
In contrast to the literature, the Mentrum studies show women to have a higher 
likelihood of remission after SPSP then men (see also 4.3). This may be related 
to the form of psychotherapy as all studies without a gender effect concern 
Cognitive Behavioural Therapy. 
Women also appeared to have a better outcome for treatment with antidepres-
sants in the Mentrum studies. This is in line with most findings reporting on 
modern antidepressants (e.g. Trivedi et al., 2006; Löwe et al., 2005). Interest-
ingly, this gender effect has not been demonstrated for TCAs (Wohlfahrt et 
al., 2004). This would suggest that the effect could not be attributed to other 
gender differences enhancing overall outcome such as baseline psychosocial 
functioning or the establishment of a more beneficial therapeutic alliance in 
women. Instead, there may be a biological explanation for the gender differ-
ences found in modern antidepressants. Female sex hormones appear to influ-
ence the effect of serotonergic antidepressants. This is supported by studies 
showing that oestrogens increase serotonergic activity (Halbreich et al. 1995), 
and by the finding that oestrogen supplements enhance the effect of fluoxetine 
in post-menopausal women (Schneider et al. 1997). 
Age was a negative predictor for SPSP, but in literature this is not reported. As
shown in table 1 other sociodemographic indices are not found to be relevant 
for the outcome in the Mentrum studies. In literature psychosocial problems 
are sometimes indicated as predictors in particular for the results of antidepres-
sants. The direction always suggests psychosocial problems such as divorced, 
widowed, unemployed, or lower educated. It would be logical to assume that 
in such cases treatment with antidepressants alone is insufficient and needs 
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to be accompanied by psychotherapeutic interventions (Molenaar et al., 
2006). 

Depression characteristics
If found to be relevant a longer duration is associated with poorer outcome, 
both in the Mentrum studies and in literature. Recurrence has never been iden-
tified as a negative predictor, and is sometimes even related to greater suc-
cess immediately after psychotherapy. Thus, the hypothesis of Post (1991) that 
recurrent depression has an increased tendency towards treatment resistance 
can be declined. 
As in other psychotherapeutic studies comorbid anxiety symptoms were associ-
ated with less favourable outcome in SPSP. For antidepressants this appeared 
to be the case as well. This suggests that in general, patients with comorbid 
anxiety are more difficult to treat. 
Severity of somatic symptoms was not related to lower remission rates in SPSP
alone. We did not find studies addressing the differential influence of somatic 
symptoms on outcome of psychotherapy to compare with. However, when 
interpreting this finding it should be noted that, in our study, somatic symp-
toms were negatively associated with outcome in combined therapy. This is 

Table 1: Comparison of Mentrum studies in pharmacotherapy and psychotherapy 
(SPSP) with literature findings.1 Reported as predictor: + mostly; ± some-
times; 0 never; ? no studies

  Psychotherapy  Pharmacotherapy
  Literature Mentrum Literature Mentrum

Sociodemographics 
 Gender ± + +2 +
 Age 0 + 0 0
 Marital status ± 0 ± 0
 Employment 0 0 ± 0
 Education 0 0 ± 0
Depression 
 Duration ± ± ± 0
 Recurrence ± 0 0 0
 Anxiety symptoms3 + + + 0
 Somatic symptoms4 ? 0 + 0
 Prior psychopharmaca use5 ? 0 + 0

1  Unless otherwise indicated based on chapter 2.
2 Only for modern antidepressants.
3 Feske et al.,1998; Tedlow et al., 1998; Brown et al., 1996; Frank et al., 2000; Hamilton and

Dobson 2002; Trivedi et al., 2006.
4 Papakostas et al., 2003.
5  Löwe et al., 2005.
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in line with clinical lore, and suggests that these patients are more difficult to 
treat. 
Previous use of an antidepressant has been reported as a negative predictor 
for pharmacotherapy (Löwe et al., 2005). However, patients who had used an 
antidepressant before were not at risk for poor outcome of a subsequent psy-
chotherapy alone.

3.2 A clinical evaluation of SPSP

In this thesis, SPSP has been the psychotherapy of choice. In this section we 
discuss what may be learned about SPSP from the prediction studies described 
in this thesis.

3.2.1 General efficacy 

Although the main aim of this thesis was not to determine efficacy, it should be 
mentioned that 31% of the patients achieve full remission after SPSP alone and 
40 % after combined therapy. This efficacy rate is comparable to other studies 
conducted in clinical patient samples using remission as the primary outcome. 
It may even be somewhat better than what has been found in a recent study 
on the efficacy of interpersonal therapy (IPT) in a comparable secondary care 
service in the Netherlands. Remission was achieved in 16% of the patients who 
had IPT alone, and in 21% of those who had received combined therapy (Blom 
2007). This may in part be explained by sample differences between the two 
studies. In the IPT study, the mean baseline HAM-D was higher (21.1) than in 
the Mentrum studies (19.8 ) and treatment consisted of 12 sessions instead of 
16. On the other hand, the SPSP study used a stricter criterion for remission 

In any case, both studies clearly underline that clinicians should be hopeful but 
modest about the expected outcome of time-limited treatment of major depres-
sion, even when applied according to the highest quality standards. Presenting 
a realistic image is of vital importance not only to our patients, who deserve 
to be adequately informed about their illness, but also to managers and insur-
ance companies seeking to evaluate the costs of depression in terms of mental 
health care delivery. The current evidence indicates that depression as it is 
encountered in secondary care is better characterised as a partially refractory, 
chronic or recurrent disorder than as a one-time event than can be fully cured 
by a single course of treatment. 

3.2.2 Duration of SPSP 

The above remission rates indicate that there is ample room for improvement 
in depression treatment. One of the simplest adaptations within the SPSP
framework is to extend the duration of therapy. SPSP has been developed as a 
short-term cure for depression (de Jonghe, 2005). So far, it does not provide 
guidelines on how to proceed if remission has not been achieved. Nevertheless, 
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in view of the emerging evidence about partial remission being a risk for future 
relapses, this can be considered as an omission. 
In literature, it has been advocated that a conditional monitored extension of 
treatment would be a valuable option (Percovic et al., 2006). This means that 
the psychotherapy continues until a point is reached where no further decline 
of symptoms can be achieved according to objective and ongoing monitoring 
procedures. This would provide better chances of attaining an optimal outcome 
for each individual patient. Our studies on the predictive value of early response 
appear to provide some support for this monitored continuation approach. In
our findings, early and delayed responders could be distinguished, with the lat-
ter needing more time to benefit from the on-going psychotherapy. 
Nevertheless, continuation of treatment after symptom improvement may still 
be beneficial. In SPSP, the therapeutic process is structured in discourse lev-
els. This means that, in the initial phase, the therapy focuses on coping with 
symptoms and (life) circumstances or relational problems directly related to 
the depression. If improvement at this level has been achieved, the therapist 
may proceed to work on the intrapersonal vulnerabilities related to the onset of 
depression. Earlier studies suggest that a limited change in personality pathol-
ogy can indeed be achieved by SPSP (Kool et al., 2005). Theoretically, it could 
be assumed this has been the case in patients with early symptom improvement. 
In these patients, the therapist is able to also focus on underlying personality 
vulnerabilities. Studies with longer follow-up periods would be of interest to 
determine whether reduced personality vulnerability may also lead to lower 
recurrence rates. If so, this would futher legitimate a continuation of SPSP after 
initial symptom remission. 

3.2.3 Different benefits of SPSP according to gender or level of education?

Gender
Women responded better to SPSP. Women are generally described, as as being 
more open about psychological and emotional problems and more likely to 
value social interactions. It may therefore not be surprising that they benefit 
more from a psychotherapy focusing on relationships. This is in line with earlier 
findings in supportive therapies (Ogrodniczuk et al., 2001). 
Interestingly, a potential mechanism is also found in the results of our defense 
study (chapter 10). Maladaptive defense styles were related to poorer outcome, 
while at the same time women appeared to have less immature defense styles. 
This suggests an interaction between gender and maturity of defense style, pos-
sibly leading to a better outcome for women in psychotherapy.
Education
In contrast to a common clinical belief that patients with a lower educational 
level are less likely to benefit from psychodynamic forms of psychotherapy, we 
did not find such an association.
This may be specifically related to the SPSP methodology. The discernment in 
the therapeutic process of levels of discourse helps to systematically adapt the 
focus of therapy to the patient’s level of verbal and reflective functioning. In
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this way, the SPSP approach becomes suitable to a broad range of patients from 
different social classes and educational levels. 

3.2.4 Addition of medication to SPSP

A number of factors were identified as negative predictors in SPSP alone, but 
not in combined therapy. This suggests that it might be worthwhile for a clini-
cian to consider (earlier) the addition of an antidepressant to the psychotherapy 
in these types of patients. In line with the literature this may be beneficial for 
more chronically depressed patients (Keller et al., 2000; Friedman et al., 2004). 
Our study indicates this may also be considered earlier in men and in patients 
with comorbid anxiety symptoms. 
In addition, Chapter 5 showed that early nonresponse in general was related to 
poor outcome. In view of the efficacy of combined therapy it could be consid-
ered logical to add medication in patients with early nonresponse. The study 
reported in chapter 6 included such a strategy. However, no surplus value of 
addition of medication was found. In contrast, a (time limited) continuation of 
SPSP alone might be warranted as a in considerable amount of patients remit-
ted in the second phase. 

3.3  A theoretical evaluation of the Developmental Profile

3.3.1 Object Relational Functioning

Object relationships are considered to be one of the most vital concepts of mod-
ern psychoanalytic thinking. The term object refers to both a real person in the 
external world and the internal images or representations of that person that has 
been molded by experiences in the past. These internal representations are not 
static. Their influence on the psychic functioning of an individual is subject to a 
process of dynamic adjustments due to new relational experiences. Thus, inter-
nalized images of others become part of an on-going development of the individu-
al’s personality. Accordingly, these images evoke expectations of others which in 
turn shape the experience of new interpersonal relationships and the way one 
interacts with others. This again modifies the internal images and so on. 
In a healthy (early) environment object relationships grow to more mature 
levels, characterized by the integration of inner part-object representations. 
To achieve a level of adaptive psychological functioning, it is critical that the 
person learns to experience these representations as appropriate to the self and 
is able to deal with conflicting emotions emanating from this. Simultaneously, it 
implies an increasing maturity of actual interpersonal relationships. Early needs 
such as dependence or ego-centricity are replaced in favor of mature forms of 
interpersonal functioning in which equality finds expression. Disruption of this 
growth process leads to the persistence of early developmental stages in adult 
life and consequently an impaired relational functioning.
Concordant with these processes a valuable classification of object relational 
functioning needs to be hierarchical according to the degree of maturity and has 
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to reflect both actual relationships with others, relational needs and internal 
representations. The latter may also be characterized as the relationship a per-
son has with himself, or self-image. The lines referring to object relationships 
in the DP are concordant with these criteria.

3.3.2 Object relational functioning, therapeutic alliance and support

Object relational functioning was not associated with the working alliance in 
SPSP, suggesting that potentially negative relational expectations of the patient, 
stemming from immature object relationships, are not automatically reflected 
in a dysfunctional therapeutic alliance. It also indicates that object relation-
ships and the actual therapeutic alliance are two distinct concepts. 
Theoretically, it is possible to link this finding to specific characteristics of 
SPSP. Firstly, in SPSP the therapist is encouraged to adjust attitude and inter-
ventions to the (object relational) level of the patient and this may diminish a 
potentially malevolent influence. Secondly, the finding could be interpreted in 
the light of the theoretically assumed therapeutic action of SPSP. The curative 
factor of SPSP is thought to be related to the establishment of a ‘relational dis-
sonance’ in the experienced therapeutic relationship (de Jonghe et al., 2007).
This refers to the friction between two contradictory relational experiences 
that could be simultaneously felt, specifically in a supportive psychotherapeu-
tic environment. One is determined by moulds resulting from past malevolent 
relationships and the other by the present relationship with the therapist, in 
which the patient may experience adequate support and proper gratification of 
unmet developmental needs. 
Object relational functioning appeared to be modestly predictive for outcome. 
However, it may be more informative to look at the specific levels of ORF. Only 
the adaptive levels were associated with outcome, and not the maladaptive lev-
els. In the DP these healthy patterns are operationalized as the capacity to be 
involved in relationships in which equality and concern are expressed, and an 
ability to have a differentiated self-image that is determined by an individual’s 
own frame of reference. These results indicate the usefulness of also taking into 
account the healthy characteristics of a patient as potential strengths, in addi-
tion to pathological patterns, before starting psychotherapy.

3.3.3 Defense and / or coping styles

Defense styles are operationalized in the DP on the developmental lines of 
problem solving behaviour. This concerns patients’ reactions to internal or 
external stressors by thought, feelings and behaviour. In fact this includes both 
defense and coping mechanisms. These concepts originally stem from two dif-
ferent orientations. Defense styles, originally formulated by Sigmund Freud, 
are elaborated mainly in the psychodynamic tradition. 
Coping mechanisms were originally defined in behavioural psychology. Criteria 
that differentiate between defense and coping processes include the conscious/
unconscious status, the intentional / non-intentional nature of the process, 
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and the assumed maladaptive character of defense as opposed to the adaptive 
character of coping (Cramer 2000). However it can be disputed whether these 
differences hold true. For instance the defense mechanism of displacement (e.g. 
to slam the door after a frustrating interaction with someone) is not always 
unconscious whereas a coping mechanism like avoidance can be automatic, 
without a conscious or intentional plan. Both defense and coping styles include 
adaptive and maladaptive mechanisms. Both refer to reactions to stress and 
could be arranged hierarchically in relation to the degree of maturity. Therefore 
it is useful to determine them jointly. This is in line with what is proposed in 
the Defense Functioning Scale of DSM-IV.

3.3.4 Symbiotic and neurotic defense styles

This thesis suggests differential influence of separate maladaptive defense lev-
els. Patients with symbiotic defense styles, defined as giving up and/or apa-
thetic withdrawal are at risk for an unfavorable outcome. This is an important 
finding. All depression treatments, independent of theoretical orientations, 
require interventions to enhance (re)activation. In SPSP this is elaborated at 
the discourse levels 1 and 2 (coping with symptoms and life circumstances). Our 
study does not provide a comparison with other strategies and therefore it is 
not known to which extent a preponderance of symbiotic defense style reflects 
a general risk for poorer outcome. Nevertheless, it suggests the therapeutic 
approach for these patients needs to be adjusted. 
On the other hand neurotic defenses as repression, affect denial and reaction 
formation were associated to a better outcome. These are mechanisms that 
modify feelings, in order to prevent (full) awareness of the original emotional 
significance elicited by a stressor. It may be that in a short-term psychodynamic 
supportive psychotherapy these types of defense mechanisms, that refer theo-
retically to neurotic conflicts, and not to actions or defects, can be addressed 
rather effectively, ultimately resulting in a better outcome. 
Another explanation could be that these types of defense mechanisms work out 
more favorably than their theoretical classification indicates. Cramer (2000) 
also suggests that the adaptive value of unhealthy classified defense may vary 
for different patients and in different situations. In this context, the finding in 
the study on the discriminative validity of the DP (Chapter 7) is interesting as 
well. The level of rivalry was likewise present in normal controls and in patients. 
This would be in agreement with the proposal to view this level as not very 
maladaptive and not related to the onset of psychological problems. 

4 Implications for clinical practice 

Due to the post hoc design of the studies on prediction, the main relevance of 
this thesis is to generate hypotheses that need to be confirmed prospectively. 
Therefore, the implications do not exceed the status of considerations that may 
be taken into account by the clinician when treating depressed patients.
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1. So far, predictive factors appear to have little influence in selecting patients 
or treatment strategies in daily practice. For instance, the guidelines of the 
APA (2004) only recommend medication in case of severe depression, and (the 
addition of) psychotherapy is recommended in patients with interpersonal or 
psychosocial problems. In general, our review of the literature confirms these 
recommendations, but also adds one factor: duration of the depression. This 
can be seen as a risk for poor response and an indication for treatment with 
combined therapy. In addition, the Mentrum studies suggest that male patients 
and patients with anxiety symptoms are at risk for poor response in monothera-
peutic treatment options, which might indicate considering earlier combined 
therapy in these patients. 

2. Similar to many research reports in the literature, our study indicates that 
more predictors may be relevant than are currently taken into account. Further-
more, comparing different treatment options indicates that predictors are not 
equal. This suggests that poor response is not only a general characteristic of a 
so-called difficult-to-treat patient, but that it may depend (in part) on the kind 
of treatment provided as well. 

3. Although patients without early symptom improvement generally appear to 
be at risk for ultimate treatment failure, this may be different in psychotherapy 
patients. It appears to be justified to complete an agreed psychotherapy, as a 
pattern of delayed response is quite prevalent. 

4. Gender aspects are relevant in depression. Our studies indicate that mon-
otherapeutic modalities, both of SPSP and of antidepressants, yield a better 
outcome in women compared to men. This may be related to an underlying 
more mature defense style in female patients referred for depression treatment. 
Remarkably, in combined therapy no influence of gender was found. Taken 
together, these findings suggest that depressed male patients that are seen in a 
secondary cared service are more difficult to treat.

5. Both object relational functioning and defense styles of patients with a recur-
rent depression are less mature compared to first episode depressed patients. 
In particular, the vulnerability for a recurrent course of the depression appears 
to be related to symbiotic, or ‘immature dependence’ (Blatt 2002), forms of 
personality pathology. 
For clinicians it is important to take this into account. Although at present it is 
not known what might be effective in these patients to improve prognosis, clini-
cally it would be logical to focus the therapeutic strategies on the underlying 
symbiotic pathology. In addition, it would be wise to consider prolonged treat-
ment options earlier in these patients, in order to prevent future relapses. 

6. With respect to the object relationship only the adaptive levels were associ-
ated with outcome. In the DP these healthy patterns are operationalized as a 
capacity to be (also) involved in relationships in which equality and concern are 
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expressed and an ability to have a differentiated self-image that is determined 
by an individual’s own frame of reference. This illustrates the usefulness for 
clinical practice to explore also healthy characteristics of patients as potential 
strengths, and not merely pathological patterns. 

7. Overall maturity of defense styles appear to be associated with outcome of 
psychotherapy for depression. 
At a more specific level, neurotic defense mechanisms as repression and affect 
denial were related to a more favorable outcome. Apparently these defense 
mechanisms could be addressed quite well in a (short-term) psychodynamic 
supportive psychotherapy. It might indicate to select preferably this form of 
psychotherapy in patients that are characterized by these defense styles. 
On the other hand, patients with clear symbiotic defense styles as giving up or 
apathetic withdrawal were at risk for drop out and poor response, indicating a 
modification of the psychotherapeutic depression treatment is required. 

5 Implications for future research

1. This study demonstrates the potential usefulness of searching for predictors 
for treatment options. However, so far, most available trials do not report data 
in a sufficiently uniform way to aggregate them in a meta-analysis. A certain 
amount of heterogeneity is unavoidable because of variations between studies 
in for instance patient samples, availability of therapies, financial resources 
that may limit intensity or duration of therapies etc. However, trials should 
report outcome rates by baseline characteristic in more systematic way. 
This would not only shed more light on the potential relative efficacy of sub-
groups in individual studies, it would also allow aggregation for meta-analytic 
studies.

2. There is an urgent need for more direct comparisons between established 
treatment options. This concerns both the psychotherapeutic and pharmaco-
logical treatments for depression (APA 2004). Direct comparisons not only 
reveal relative efficacy (and risks) of treatment options but also allow prospec-
tive exploration of differential efficacy between subgroups which may yield 
arguments to select treatment options on a more rational basis. 
In order to identify subgroups of differential efficacies, large - preferably mul-
ticentred - patient samples are needed. These types of studies are costly; they 
presume consensus with regard to basic diagnostic procedures and treatment 
options between institutes; and they require close collaboration. So far, as 
opposed to some other areas in medicine, these types of designs have been 
relatively rarely used in psychiatry. However, in recent years, also in the Neth-
erlands, more multicentre research projects have started (e.g. NESDA, www.
nesda.nl). This illustrates the feasibility of such designs at present. In view of 
the high prevalence of depression and the many remaining research questions 
the usefulness is beyond dispute. 
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3. Our study only concerned the effectiveness measured directly after treat-
ment. In view of the growing recognition of depression as a chronic, episodi-
cally relapsing disease, long term efficacy is at least equally important. It is not 
certain that this would have the same predictors as those for outcome directly 
after treatment. In particular, long term prognosis may be more associated with 
personality vulnerabilities. The findings of our study with regard to baseline 
differences in object relational and defensive functioning between first episode 
and recurrent depression provides some indirect evidence for this assumption. 
It is therefore necessary to explore further both the efficacy and the predictors 
of long term outcome of treatment options. 

4. In SPSP early and delayed responders could be distinguished. This may justify 
a monitored continuation of psychotherapy, despite the absence of early symp-
tom improvement. In our study the second phase consists of 8 sessions. However, 
it would be useful to determine whether after these sessions again a group of non-
responding patients could be identified that benefit from an ongoing therapy. 
In addition, the value of continuing therapy after (early) symptom response 
needs to be determined (de Maat 2007). By discerning discourse levels, SPSP
provides a framework to work on personality vulnerabilities, in particular after 
symptom improvement has been achieved. In view of the high relapse rates 
of depression it would be worthwhile to investigate to which extent actual 
improvement of personality functioning in this phase can be achieved, and 
whether this would result in a reduced vulnerability for future relapses and 
improvement of prognosis. 

5. Both the literature and our studies indicate that patients functioning at sym-
biotic levels are at risk for a poor prognosis. It is therefore important to identify 
these patients and to investigate whether they should be treated differently. They 
appear to be also at risk for drop out and their defense style can be characterized 
by giving up and withdrawal. Theoretically, it would therefore be logical to opt for 
modifications in treatment strategies that are derived from the technique of moti-
vational interviewing (Cheng 2007), as this specifically addresses these themes. 

6. Recently the Psychodynamic Diagnostic Manual (PDM Task Force 2006) 
was published. The PDM is a diagnostic framework that, complementary to the 
DSM, attempts to characterize an individual’s full range of functioning - the 
depth as well as the surface of emotional, cognitive, and social patterns. The 
PDM is based on the results of various types of science, but so far has not been 
subjected to research itself. It indicates the conceptual progress and the con-
temporary consensus that has been achieved in psychodynamic theory. 
This thesis illustrates how a further operationalisation of concepts as formu-
lated by the DP may be of help to understand psychopathological phenomena. 
SPSP shows the value of the psychodynamic approach in the treatment of a 
broad range of depressed patients. Still, it is clear that a lot of work needs to be 
done in order to arrive at a more solid scientific basis for the psychodynamic 
perspective. Undoubtedly, this would enrich clinical wisdom. 
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6 Epilogue

The advice that had not been given

Mrs. A is a 35-year-old divorced woman who works as nurse, is studying Law 
and lives alone. She has been referred for a moderately severe, recurrent major 
depressive disorder.In contrast to earlier episodes, this time there is no very 
clear reason for the depression. 
She grew up with a very demanding father and remembered him as someone 
who communicated to her that with her capacities she should become prime 
minister, but he was not very much interested in her daily activities. Her mother 
was described as chronically depressed. In her youth she was bullied or teased 
frequently at school. 
In the initial phase of the therapy she requested more practical solutions for her 
problems but at the same time criticized all provided suggestions. Later on it 
was possible to discuss how the images from her past still mould present rela-
tionships, for instance, by never expecting help from anyone. It has also influ-
enced her self-image, inducing a state of repeated self-rejection. Both enhanced 
her vulnerability to depressive reactions.
After treatment, the therapist asked what she thought had helped her most. She 
answered she was grateful for the suggestion to go on holiday. Clearly, this left 
the therapist with mixed feelings as it was a piece of advice that anybody could 
have given her. Astonishingly however, he realized he had never said to her to 
go on holiday. 

Interpretation

Because of both work and study Mrs A had not been on holidays for years. Obvi-
ously, she was only able to listen to demanding introjections that produced feel-
ings of never doing enough and of dissatisfaction about herself. During therapy 
she might have internalized some supportive relational elements, allowing her 
to listen better to other needs. However, it would have provoked too much anxi-
ety to realize she had given the advice to herself. Therefore it (still) needed to 
be projected onto the therapist.
Thus, the theory of object relationships and defense styles proved use-
ful to understand what had happened (and also turned out to be support-
ive for the therapist). Nevertheless, the evaluation of the patient remained 
unexpected. 

This thesis deals with prediction and the complex issues involved in the search 
for factors that are related to treatment outcome. The above vignette illustrates 
that in daily practice it is also not easy to determine afterwards what a patient 
has experienced as helpful during therapy. This suggests a possible extension 
of the quotation of Niels Bohr: 

‘It is very difficult to make a prediction, 
especially when it is about the future, or the past’ 
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Summary

EXPLORING PREDICTIVE FACTORS 
IN DEPRESSION TREATMENT

The role of patient characteristics and 
psychodynamic diagnosis

The aim of this thesis was to improve the understanding of predictive factors 
in the treatment of major depressive disorders. In clinical sample remission 
rates in depression treatment are rather modest. As it is not very likely that in 
the near future a breakthrough in depression treatment is to be expected by the 
emergence of unequivocally more efficacious therapies, we need to optimize the 
available treatment options. In this perspective, exploring predictive factors 
of existing treatment options is useful. It may be of help to select the optimal 
treatment in an individual patient and knowing that a patient is at risk for non 
response may encourage the clinician to modify the strategy of an ongoing 
treatment. 
In this thesis we explored the role of two types of potential predictive factors.
The first aim was to gain a better understanding of the predictive value of easily 
identifiable patient characteristics for outcome of Short-term Psychodynamic 
Supportive Psychotherapy (SPSP), pharmacotherapy, or a combination of both. 
The second aim was to explore the role of psychodynamic personality diagnosis 
according to the Developmental Profile for the outcome of SPSP for moderately 
severe depressed patients. 

Patients sampling
The main body of this thesis is based on the results of four efficacy trials con-
secutively conducted at two outpatient departments of JellinekMentrum Men-
tal Health Care in Amsterdam. All trials were designed to determine the relative 
efficacy of SPSP in adult patients with moderately severe major depressive 
disorders. The studies were identical with respect to methodological and proce-
dural aspects. Patients were treated for 6 months. In all trials the independently 
assessed 17-item Hamilton Rating Depression Scale (HAM-D) was applied. 

The first three efficacy trials concern: SPSP combined with an antidepressant 
versus antidepressants alone, antidepressants with either 8 sessions or 16 ses-
sions SPSP and combined therapy versus SPSP alone. In the pooled data of 
these trials the predictive value of baseline sociodemographic characteristics 
and depression features, and of early response were explored. 
The fourth trial concerns a partially randomized preference trial with a sequen-
tial strategy, i.e. addition of an antidepressant in case of poor early response. 
Patients not willing to participate in the randomization procedure could opt 
to start with their treatment of choice On the basis of this patient sample we 
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explored the predictive value of object relationships and defense styles as meas-
ured with the Developmental Profile (DP) for course and outcome of treat-
ment. 
The general psychometric aspects of the DP were investigated in the pooled data 
of patients from various sites in the Netherlands where the DP was adminis-
tered for use either in daily clinical practice or in research. 

Short-term Psychodynamic Supportive Psychotherapy (SPSP)
In all the treatment studies of this thesis, SPSP has been the psychotherapy of 
choice. The aim of SPSP is to cure depression and to reduce the patient’s vul-
nerability to depression SPSP emphases the relational etiology and significance 
of depression in an individual patient. This implies that not only the actual 
interpersonal relations are discussed, but also the intrapersonal relationship 
that stems from the past, and acts as a mould upon new relationships, both with 
others and with oneself. 
Specific to SPSP is the distinction of discourse levels that serve to structure 
and foster the therapeutic process. The therapy starts with levels one and two, 
focusing on the patient’s physical and psychological symptoms and complaints 
and the influence of life circumstances on the depressive symptoms. At the 
third level the focus shifts to actual relational problems associated with the 
depressive symptoms. At the fourth level one or more relational patterns in 
the life of the patient are discussed that may contribute to the onset or persist-
ence of depressive feelings. At the fifth level, the patient’s own contribution to 
the ongoing existence of these patterns is addressed. The sixth level concerns 
the influence of past relationships in the patient’s current life. At the seventh 
level, the relationship the patient maintains with himself is regarded as a con-
sequence of identification with internal-interpersonal relationships stemming 
from the past. Level 8 concerns the manifestations of transference. These mani-
festations are recognized and if necessary adapted to improve the therapeutic 
process, but not interpreted. 
The discourse levels are an attempt to structure the steps one can take in the 
therapeutic process. It is not the intention to reach the highest level. The aim is 
to address the level that is necessary and possible for the patient. This means 
that SPSP can be placed on a variable point on the expressive- supportive con-
tinuum, and that the therapist is allowed to adopt a more supportive or more 
interpretative stance, if appropriate.

Patients characterictics and outcome of treatment 

Review
Chapter 2 describes a qualitative systematic review of primary studies on the 
association between sociodemographic characteristics and depression features 
and outcome of commonly used treatments for depression. Treatments exam-
ined include tricyclic and modern antidepressants, cognitive behaviour therapy 
(CBT) and interpersonal/psychodynamic psychotherapy (IPP). Due to hetero-
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genenity and lack of reported data it was not possible to aggregate data in a 
meta-analysis. In stead we explored the consistency of findings across primary 
studies. 
Gender was not associated with treatment outcome in TCAs. There are some 
indications that younger patients have a poorer response to TCA, while this is 
not the case in modern antidepressants. Young women in particular appeared 
to have better outcome of modern antidepressants. Being married appeared to 
be related to better outcome for antidepressants and CBT. Longer duration of 
depression was identified as a negative predictor, most consistently for psycho-
therapy. In none of the treatment modalities recurrence was a negative predic-
tor. The relationship between severity of depression and outcome appeared to 
be complex and did not permit a firm conclusion.
The method of counting positive or negative associations does not permit to 
determine the strength of predictors. In addition, there were only very few 
direct comparisons between different treatment options. Nevertheless, it was 
concluded that a number of associations between patient characteristics and 
outcome may be clinically relevant and may vary across different forms of 
depression treatment. 

Predicting remission 
The aim of chapter 3 was to determine the influence of sociodemographic char-
acteristics and depression features for outcome of SPSP, antidepressants and 
their combination.
In total, 313 moderately severe depressed patients were treated. For all treat-
ments together, higher remission rates were found in younger age groups and 
in patients with lower educational levels. With regard to depression charac-
teristics, prior use of an antidepressant, and more severe anxiety and somatic 
symptoms appeared to lead to poorer outcomes. The explained variation of the 
model was 24%. 
In combined therapy (n=171) patients aged 30- 40, with a lower educational 
level, with a recurrent depression, with no prior use of an antidepressant and 
with less severe somatic symptoms were more likely to remit. The explained 
variation of the model was 31%. In psychotherapy (n=97) higher remission rates 
were related to female gender, age < 30 and less severe anxiety symptoms The 
explained variation 44%. In pharmacotherapy (n=45) women remitted more, 
explained variation 33%. 
It is concluded that easy to recognize patient characteristics such as gender, 
earlier use of antidepressants, anxiety and somatic symptoms appear to be 
associated with remission of depression treatment. The differential findings 
between treatment modalities indicate predictors are not equal for treatment 
with antidepressants, psychotherapy and their combination.

Identifying patients at risk for complete nonresponse
The aim of the study of chapter 4 was to determine which patients are at risk 

for complete treatment failure. It is important to distinguish complete non-
response (< 25% symptom reduction) from partial response because of the 
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different clinical consequences. It could be argued that in case of complete 
nonrepsonse a more radical switch of therapeutic approach would be necessary, 
while in case of partial response a modification of an on-going strategy could be 
sufficient. 
In the pooled patient sample of the three RCTs we found that complete non-
response occurred in 34% of the patients. In combined therapy this was 28% 
in psychotherapy alone 39% and in pharmacotherapy alone 46%. Across treat-
ments less severe depression, but more severe somatic symptoms were associ-
ated with an increased risk of nonresponse. Severity of somatic symptoms was 
associated with nonresponse in both combined therapy and psychotherapy. In
combined therapy younger age, previous use of an antidepressant and having 
a first depressive episode were associated with nonresponse. In psychother-
apy nonresponse was related to older age, longer duration of depression and 
non-adherence by the patient. No predictive factors were found in pharmaco-
therapy.
It was concluded that easily measurable patient characteristics may help to 
identify patients at risk for complete nonresponse. Again our study suggests 
that predictors may differ across treatment modalities. This suggests that non-
response is not only a general characteristic of the so-called difficult to treat 
depressed patient, but that it depends on the kind of provided treatment as 
well. 

Early response 
Instead of baseline characteristics, an alternative approach would be to make 
use of patterns of early response as predictors of treatment outcome. This would 
enable clinicians to shorten the duration of an unsuccessful treatment, and to 
proceed to the next step in the treatment protocol.
The study in chapter 4 reported on the predictive value of early response during 
treatment. The cut off for early response was defined as a reduction of more 
than 25 % on the HAM-D after 2 months of treatment with either SPSP only or 
SPSP combined with an antidepressant. The results revealed an equivocal rela-
tionship. In SPSP early nonresponse was clearly related to final nonresponse 
(OR=3.57), but remission was not predicted by early response, and 26% of 
the early nonresponders ultimately achieved remission. In combined therapy 
both, final nonresponse (OR 7.13) was associated with early nonresponse and 
the achievement of remission (OR 3.66) was associated with early response. 
However also in combined therapy 26 % of the early nonresponsive patients 
ultimately achieved remission.
The study demonstrates that the clinician should keep in mind that early non-
responsive patients carry an increased risk for ultimate treatment failure. How-
ever, at the same time a considerable number of early nonresponsive patients 
require more time before favorable effects become noticeable and will achieve 
remission in the second phase of treatment. This suggests it might be worthwhile 
to continue an ongoing therapeutic strategy for some time, despite absence of 
early symptom improvement. 
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Psychodynamic diagnosis and psychotherapy for depression

Assessment: The developmental profile

Theoretical and psychometric aspects
In chapter 6 the theoretical basis of the Developmental Profile (DP) is explained 
and how the information is collected and interpreted. It also presents the results 
in its psychometric properties The aim of the DP is to standardize psychody-
namic diagnostics in order to make it more accessible for empirical validation. 
The DP is based on a semi-structured interview to important areas of life and to 
the manner in which a patient deals with stressful situations and emotions. The 
DP integrates in one model various theoretical approaches to psychodynamic 
theory from a developmental perspective on personality. It yields scores that 
provide an overview of psychodynamic personality diagnosis in an individual 
patient including self-image, object relations, needs, defensive functioning and 
norms. It yields hierarchical scores reflecting the degree of maturity on a certain 
developmental line and attempts to provide guidelines for the goals and plan-
ning of treatment. 
In order to explore the overall psychometric properties of the DP of in total 
580 patients derived from different locations in the Netherlands.were ana-
lysed. The item-remainder correlation of 86% of the DP items was within an 
acceptable range. The internal consistency of the matrix as a whole expressed 
as Cronbach’s  was sufficient (0.76). The hierarchical connections between 
the different developmental levels, which is an important theoretical pre-
requisite of psychoanalytic thinking on personality, was in part statistically  
confirmed. 

Reliability and validity 

Chapter 7 presents a study into the interrater reliability and the discriminative 
validity of the DP. The sample consisting of psychiatric patients admitted to a 
ward for clinical psychotherapy, somatically ill patients admitted to a general 
hospital and normal controls (dental patients). The interrater reliability of the 
overall DP level scores expressed as weighted kappa values were sufficient. 
Psychiatric patients differed clearly from normal controls and from seriously ill 
somatic patients, while the latter did not differ when compared to each other. 
When looking at the separate levels of the DP, rivalry and narcissism in con-
trast to the other levels, were equal in all groups. Rivalry is characterized by 
for instance competitive object relationships and defense mechanisms such as 
repression and affect denial. At the narcissistic level individuals tend to experi-
ence others as a servant, and typical defense styles concern devaluation. The 
equal presence of the manifestations of these levels in healthy controls suggests 
they are differently related to vulnerability for psychiatric problems compared 
to other levels of the DP. 
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Treatment: SPSP

Patients’s preference in a sequential design
In chapter 8 the influence of patient preference on outcome in a sequential 
design for the treatment of depression is addressed. As part of a larger study we 
compared patients who were randomized to those who had chosen SPSP. The 
sequential strategy concerns the addition of an antidepressant in cases of less 
than 30% reduction on the HAM-D after 8 weeks of psychotherapy.
There were no differences between randomized and by-preference patients at 
baseline, in adherence during treatment and in outcome. In both groups drop 
out occurred mainly in the first 8 weeks. All early nonresponders were offered 
medication but 71% of the by-preference patients and 41% of the randomized 
patients refused this. In total, 37% of the patients achieved remission at the 
end of treatment. Of early responders this percentage was 57% and of early 
nonresponders 27%. However, in a logistic regression analysis no effect of the 
addition of medication on final outcome could be demonstrated. 
The study shows that permitting patients to choose their treatment does not 
induce a profound selection bias and does not greatly influence the outcome. 
In addition, the feasibility of the sequential strategy appeared to be modest as 
more then half of the patients were not prepared to use additional medication 
in case of early nonresponse. On the other hand, it may be warranted to con-
tinue for some time an initially ineffective psychotherapy in these patients, as 
a considerable number do have a pattern of delayed response. 

Prediction: object relationships and defense styles

Object relationships
In chapter 9 the association of object relational functioning (ORF) with patient 
characteristics, the actual therapeutic alliance during treatment and outcome 
of SPSP is explored. The object relational functioning (ORF) according the DP
was measured in 81 depressed 
At baseline, patients with a recurrent depression showed less mature levels 
of ORF and in particular a higher score on the symbiotic level. No association 
was found between ORF and therapeutic alliance during treatment. In contrast 
to the single measure of alliance early in therapy, the growth of the alliance 
was related to outcome. The overall maturity of ORF was higher in patients 
who showed a better treatment response. In multiple regression analysis, 
the adaptive level of individuation appeared to be specifically predictive of 
outcome.
The study indicated the relevance of ORF for depression and to assess not only 
maladaptive pathologic but also adaptive and healthy patterns of functioning. It
confirms literature findings with regard to the association of recurrent depres-
sions and symbiotic levels of functioning. Finally, it indicates that object rela-
tional functioning and the actual therapeutic alliance during therapy are two 
distinct concepts.
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Defense styles 
Chapter 10 presents a study in the association the association of self-reported 
and observer rated defense styles with outcome of SPSP. Defense styles were 
measured according to the DP and to the Defense Style Questionnaire (DSQ) 
in 81 depressed patients treated with SPSP. We investigated whether maturity 
of defense style predicted a more favorable course and outcome. In addition, 
we sought to understand the relationship between self-reported (DSQ) and 
observer rated (DP) defense and the potential differential influence of severity 
of depressive symptoms on these two methods. 
At baseline, women appeared to have a more mature level of overall defensive 
functioning, whereas a lower level was found in patients with recurrent depres-
sions. A rather modest relationship between the self-reported and observer-
rated defense was found. The predictive value showed theoretically expected 
directions, indicating that patients who achieved remission had a mature over-
all defensive functioning both on the DP and the DSQ. In addition, evidence 
was found for a differentiated predictive value for separate levels. Patients with 
symbiotic defense styles, characterized by giving up or apathetic withdrawal, 
were at risk for both drop out and poor outcome. On the other hand patients 
with a defense style of rivalry, including repression, affect denial and reaction 
formation showed a more favorable outcome. 
The study provides further evidence for the relevance of defense styles for 
depression. It suggests a potentially differential predictive value of separate 
defense levels. The association between self-reported and observer rated defense 
was only modest, but their predictive value indicate a similar direction.

General discussion

The last chapter contains a critical review of the main findings. The general 
methodological considerations focus on the limitations related to patient sam-
ple and and the HAM-D as efficacy measure and its consequences for the gen-
eralization of findings. 
From a strength weakness analysis of the DP it is concluded that the DP is a 
promising instrument for use in clinical practice but that it would benefit from 
a further psychometric studies and improvement of feasibility. 
Due to the post hoc design of this thesis the implications do not exceed the sta-
tus of considerations that may be taken into account by clinicians. Literature 
indicates a preference for combined therapy in chronic depressions. This may 
be also considered earlier in men and patients with comorbid anxiety symp-
toms as they appear to be at risk for nonresponse. Due to a frequent pattern of 
delayed response it is worthwhile to continue for some time an initially unsuc-
cessful psychotherapy. In particular symbiotic personality pathology appears 
to be associated with poor outcome and also with a recurrent course of depres-
sion. It is useful to explore not only pathological personality patterns but also 
healthy traits as potential strengths. A differential value for specific maladap-
tive defense styles for outcome was found. 

Summary 197



Directions for future research that follows from this thesis include the need for 
more direct comparisons between treatment options. Furthermore, it is useful 
to investigate whether the efficacy of psychotherapy can be enhanced by modi-
fications such as extension of duration or application of specific strategies in 
patients at risk for poor outcome.
Finally, this thesis illustrates the value of SPSP for a broad range of depressed 
patients and how psychodynamics concepts are helpful to understand psycho-
pathological phenomena. Still, a lot of work needs to be done in order to arrive 
at a more solid scientific basis for the psychodynamic perspective. Undoubt-
edly, this would enrich clinical wisdom. 
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Resumen en castellano

PREDICTORES DE LOS EFECTOS DEL TRATAMIENTO 
EN PACIENTES CON DEPRESIÓN

Influencia de las características del paciente en 
el diagnóstico psicodinámico.

El propósito de esta tesis es mejorar el conocimiento sobre los factores 
predictores del tratamiento en pacientes con depresión. Es un estudio necesario 
porque el porcentaje de tratamientos con un resultado óptimo es modesto, 
sobre todo en el caso de las depresiones con características más complicadas, 
como las que observamos en los pacientes que siguen tratamientos de segunda 
línea. A menudo se constata mejoría, pero no recuperación completa o 
remisión. 
Es poco probable que dispongamos a corto plazo de tratamientos efectivos, por 
eso se deben optimizar las opciones con las que contamos. El conocimiento 
sobre los factores predictores puede servirnos de ayuda en la selección del 
tratamiento más adecuado para un paciente en concreto o en la reorientación 
del mismo sobre la marcha. En esta tesis se han investigado dos tipos de 
factores predictores. En la primera parte, se ha estudiado la relación existente 
entre los factores sociodemográficos y las características de la depresión con 
el resultado de la aplicación del tratamiento llamado Psicoterapia Dinámica 
de Apoyo a Corto plazo (PDAC), el uso de los antidepresivos y el resultado 
de la combinación de ambos. En la segunda parte se ha investigado cuál es la 
variable predictora de un diagnóstico psicodinámico según el Perfil Evolutivo 
en el resultado de la PDAC.

Grupos de pacientes
La mayor parte de esta tesis está basada en cuatro estudios que han sido 
realizados sucesivamente en los ambulatorios Norte y Oeste de JellinekMentrum 
en Amsterdam. Estos estudios tienen como objetivo principal determinar la 
efectividad relativa de la aplicación de la PDAC en el caso de las depresiones 
de gravedad media. Los estudios han sido idénticos en lo que respecta a los 
aspectos metodológicos. El tratamiento ha durado seis meses. El resultado ha 
sido remisión, según un evaluador independiente que ha aplicado la escala de 

En la primera parte de esta tesis los datos se han agrupado en tres estudios: i) una 
comparación entre un tratamiento basado en el uso exclusivo de antidepresivos 
y otro en una psicoterapia combinada con el uso de medicamentos; ii) una 
comparación entre un tratamiento basado en el uso de antidepresivos y una 
psicoterapia de ocho consultas, frente a otro que consta del uso de antidepresivos 
y una psicoterapia de dieciséis consultas; iii) y por último, una comparación 
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entre un tratamiento centrado en el uso exclusivo de psicoterapia y otro basado 
en psicoterapia y antidepresivos.
En este conjunto de datos la variable predictora es la variable sociodemográfica 
(sexo, edad, estado civil, nivel académico y situación laboral) junto a 
las características de la depresión (gravedad, duración, reincidencia, 
la gravedad del miedo comórbido, síntomas somáticos y uso previo de 
antidepresivos) tanto para pacientes que han conseguido remisión como para 
los que no han obtenido buenos resultados. También se ha investigado si la 
mejora en una fase temprana del tratamiento puede predecir el resultado 
final.
La segunda parte está dedicada al cuarto estudio, en ella se compara el efecto de 
un tratamiento basado en la PDAC con otro basado en el uso de antidepresivos. 
Los pacientes que no querían ser seleccionados al azar podían elegir uno de 
estos tratamientos. Para todos los que empezaron con la PDAC se controló la 
variable predictora del funcionamiento de las relaciones objetales y la de los 
estilos de defensa como se describen en el Perfil Evolutivo.
Con anterioridad a esto, investigamos aspectos psicodinámicos del Perfil 
Evolutivo; para ello utilizamos una base de datos que proviene de los diferentes 
lugares de Holanda en los que se ha aplicado el Perfil Evolutivo.

Psicoterapia Dinámica de Apoyo a Corto plazo (PDAC)
En todos los estudios de esta tesis, el método psicoterapéutico utilizado 
ha sido la PDAC. El propósito de la PDAC es mejorar los síntomas de la 
depresión y reducir la vulnerabilidad ante ésta. En la PDAC se enfatiza la 
etiología interpersonal y el significado de la depresión. Esto implica que se 
discuten tanto las relaciones interpersonales actuales como la medida en 
la que éstas se han formado (o deformado) por experiencias relacionales 
anteriores.
Una característica específica de la PDAC es la diferenciación de una secuencia 
de ocho niveles que sirven para estructurar y reforzar el proceso terapéutico. 
El tratamiento comienza con los niveles uno y dos en los que se habla de 
los síntomas y la influencia que ejercen las circunstancias vitales en ellos. 
En el nivel tres se asocian los problemas relacionales actuales con otros. El
nivel cuatro trata de los patrones de estas relaciones y el quinto de la propia 
responsabilidad del paciente sobre estos patrones y la correspondiente forma de 
vida que conllevan. El nivel sexto trata de la influencia de relaciones anteriores 
del pasado en la vida presente del paciente, las llamadas relaciones internas 
e interpersonales. El nivel séptimo trata de la relación que el paciente tiene 
consigo mismo, como consecuencia de la identificación con estas relaciones 
internas e interpersonales. El nivel octavo se refiere a la transferencia, que 
aunque se menciona, sólo se aplica en el caso de que no sea posible continuar 
el tratamiento. 
Esta secuencia de niveles es un intento de estructurar los pasos que se pueden 
dar en una terapia. La idea no es alcanzar el nivel más alto. Se trata de discutir el 
nivel necesario y posible para cada paciente. La PDAC puede ser emplazada en 
cualquier punto del llamado continuum interpretativo –de apoyo. Dependiendo 
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del tema y de la necesidad del paciente, el terapeuta adoptará una postura 
interpretativa o de apoyo.

Las características del paciente

Revisión
En el capítulo segundo, por un lado, se hace una revisión sistemática de carácter 
cualitativo y, por otro, de la asociación entre los factores sociodemográficos y las 
características de la depresión, con el resultado de los tratamientos más usuales 
por depresión. Se han investigado los antidepresivos tricíclicos, los modernos 
antidepresivos, la terapia de comportamiento cognitivo y la psicoterapia 
dinámica interpersonal. A causa de la gran hetererogeneidad entre los estudios 
y la ausencia regular de datos básicos no nos ha sido posible realizar un meta-
análisis. Sin embargo, para tener una idea general de los predictores, hemos 
investigado la consistencia de los hallazgos entre los estudios.
Se observó que el sexo no influye en el resultado del tratamiento con 
antidepresivos tríciclos, pero cuando se trata de modernos antidepresivos 
parecen ser las mujeres jóvenes las que mejor reaccionan ante ellos. Los 
pacientes casados reaccionan mejor ante tratamientos basados en el uso de 
antidepresivos y ante la terapia de comportamiento cognitivo. Una depresión 
de larga duración pareció resultar una predicción negativa, sobre todo en la 
psicoterapia. La reincidencia de la depresión no fue un buen factor predictor 
del resultado en ninguno de los estudios realizados. El método de estimación 
de las asociaciones positivas y negativas no permite determinar la fuerza de los 
predictores. Tampoco hay muchas comparaciones directas entre los diferentes 
tratamientos por lo que sólo se puede ofrecer una imagen limitada de la variable 
diferencial de los predictores. Sin embargo, parece que algunas asociaciones 
entre las características del paciente y el resultado son clínicamente relevantes 
y que los predictores pueden ser diferentes según el tratamiento.

La predicción de la remisión
El propósito del capítulo tercero era investigar la influencia de los factores 
sociodemográficos y las características de la depresión en la remisión de la 
depresión después de la aplicación del tratamiento con la PDAC, del tratamiento 
a base del uso de antidepresivos y de éste tratamiento combinado. En total se 
han tratado a 313 pacientes. Para todos los tratamientos los porcentajes más 
altos de remisión corresponden a pacientes jóvenes, sin estudios superiores, 
con pocos síntomas somáticos y de ansiedad, y que no habían sido tratados 
anteriormente con antidepresivos. La varianza explicada del modelo es del 
24%.
En un tratamiento combinado (n=171) la posibilidad de remisión de la depresión 
es alta en pacientes de entre 30 y 40 años, sin estudios superiores, con pocos 
síntomas somáticos, pocas depresiones reincidentes y sin precedentes de 
haber usado antidepresivos con anterioridad. La varianza explicada de este 
modelo es del 31%. En la PDAC (n=97) el mejor resultado corresponde a 
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mujeres, pacientes con una edad inferior a los 30 años y con pocos síntomas 
de ansiedad. La varianza explicada es del 44%. Las mujeres tienen una mayor 
posibilidad de remisión en el uso de antidepresivos, con una varianza explicada 
del 33%.

Reconocimiento de pacientes con riesgo de falta de respuesta
El propósito del estudio del capítulo cuarto es determinar quién corre riesgo 
de fracasar en el tratamiento. Es importante diferenciar una falta de respuesta 
completa (<25% de reducción de los síntomas) de una falta de respuesta parcial 
a causa de las diferentes posibles consecuencias clínicas. En caso de una falta de 
respuesta completa podemos abogar por un cambio fundamental de estrategia 
de tratamiento, mientras que en el caso de que se dé una respuesta parcial 
posiblemente sea suficiente algún tipo de adaptación. 
Encontramos que en el 34% de los pacientes no aparece ninguna respuesta. 
No aparece respuesta en un 28% de los pacientes que siguen un tratamiento 
combinado, en un 39% de los que siguen la PDAC y en un 46% de los que siguen 
un tratamiento con antidepresivos. En el tratamiento basado en la PDAC se ha 
encontrado relación entre la falta de respuesta con una mayor edad (mayor de 
40), con una duración más larga de la depresión y con una suspensión anticipada 
del tratamiento. En el tratamiento basado en el uso de los antidepresivos no se 
encontraron factores predictores.
La conclusión es que debemos prestar mucha más atención a la falta de respuesta 
completa debido a que se da con mucha frecuencia. La variable predictora 
parece diferenciarse otra vez según el tratamiento elegido. Esto sugiere que la 
falta de respuesta no sólo es una característica general de los llamados pacientes 
de difícil tratamiento, sino que depende también de la naturaleza misma del 
tratamiento.

Respuesta en la primera fase
Para predecir mejor el resultado final podemos investigar los patrones de respuesta 
en la primera fase del tratamiento y puede darle la posibilidad al médico o terapeuta 
de acortar la duración de un tratamiento sin buen resultado y pasar antes a una 
siguiente fase en el protocolo del tratamiento. El capítulo cuarto trata sobre esto. 
Apareció un patrón ambiguo: en el caso del tratamiento basado en la PDAC resultó 
que una falta de respuesta en una primera fase estaba claramente asociada con 
la posibilidad de una falta de respuesta final. (Razón de suceso = 3.57), pero por 
otra parte no podíamos predecir una remisión por un mejoramiento previo de los 
síntomas. Un 26% de los pacientes en los que se constataba falta de respuesta en 
una fase inicial o temprana consiguió remisión al final del tratamiento. En el caso 
del tratamiento combinado se asoció una falta inicial o temprana de respuesta con 
una falta de respuesta final (Razón de suceso = 7.13) y un mejoramiento temprano 
de los síntomas con remisión (Razón de suceso = 3.66). A pesar de todo, resultó 
también en este grupo que un 26% de los pacientes en los que se constataba falta 
de respuesta temprana consiguió remisión.
Este estudio muestra que la no aparición de un mejoramiento inicial o temprano 
de los síntomas puede ser considerada por el médico o terapeuta como un riesgo 
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elevado de que el tratamiento fracase. No obstante, un número considerable 
de pacientes en los que no se detecta en un principio mejoría en los síntomas 
alcanza, sin embargo, remisión. Por eso probablemente en un principio lo mejor 
sea continuar con una estrategia de tratamiento psicoterapéutico o combinado 
algún tiempo antes de cambiarla.

El diagnóstico psicodinámico y la psicoterapia contra la depresión

El instrumento de medida: El Perfil Evolutivo

Aspectos teóricos y psicométricos
En el capítulo seis se presenta la base teórica del Perfil Evolutivo y se explica 
cómo se ha reunido la información y cómo ha sido interpretada. El propósito del 
Perfil Evolutivo es integrar de forma estandarizada el diagnóstico psicodinámico 
de la personalidad para hacerlo más accesible a una validación empírica. El
Perfil Evolutivo se basa en una entrevista semiestructurada sobre importantes 
aspectos vitales y sobre la manera en la que el paciente se relaciona con 
determinadas emociones y con situaciones estresantes.
Teóricamente el Perfil Evolutivo integra en un modelo diferentes aproximaciones 
psicodinámicas de la evolución de la personalidad. El resultado es una relación 
analítica en términos positivos y negativos; por ejemplo, en el terreno de 
Autoimágenes, Relaciones objetales, Necesidades, Defensas y Normas. Los 
resultados jerárquicamente ordenados del Perfil ofrecen la medida de madurez 
de estas líneas evolutivas. Esto puede servir como base para la elaboración de 
unos planes de tratamiento realizables.
Para investigar las características psicométricas se utilizó el Perfil Evolutivo de 
580 pacientes realizado en diferentes localidades de Holanda. La correlación 
del item criterio ha tenido un valor de r=0,86. La consistencia interna del 
instrumento estimada mediante el test alfa de Cronbach ha sido de 0,76. El
ordenamiento jerárquico de los niveles evolutivos, que puede ser considerado 
como un punto de partida teórico importante del pensamiento psicodinámico, 
podía ser, en parte, confirmado estadísticamente.

Fiabilidad y validez
En el capítulo séptimo se presenta un estudio sobre la fiabilidad entre evaluadores 
y la validez discriminante del Perfil Evolutivo. Los grupos investigados eran de 
pacientes en tratamiento clínico psicoterapéutico, para un diagnóstico somático 
se utilizaron pacientes ingresados en hospitales generales y para el grupo 
control, pacientes de odontología.
La fiabilidad entre investigadores para los niveles del Perfil Evolutivo, estimada 
con el coeficiente de kappa de Cohen era óptima. Los pacientes que seguían 
una psicoterapia clínica se diferenciaban claramente de los que pertenecían al 
grupo control y al de los pacientes enfermos somáticos, mientras que estos dos 
últimos grupos no se diferenciaban entre sí.
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El tratamiento: PDAC

La PDAC contra la depresión como elección en un diseño “stepped care”
El capítulo ocho describe una comparación entre los resultados de la PDAC
y los del uso de antidepresivos en una investigación en parte aleatoria con 
un diseño secuencial. Los pacientes que no quieren seguir un tratamiento 
de forma aleatoria, pueden elegir el seguimiento de la PDAC o el uso de 
medicamentos. Dado que casi nadie elige empezar con los medicamentos sólo 
se da cuenta del grupo PDAC. En el caso de que después de ocho semanas 
de tratamiento se dé una reducción de los síntomas del menos del 30% se le 
propone al paciente el uso de un antidepresivo. No se obtienen diferencias entre 
el grupo aleatorio y el grupo que prefiere la psicoterapia en lo que respecta a 
las características del paciente en una primera fase, la suspensión de la terapia 
y el resultado final del tratamiento. Llama la atención que la suspensión se 
produce sobre todo en la primera fase, también en el grupo que prefiere la 
psicoterapia.
A pesar de la ausencia de una mejoría de los síntomas después de dos meses, 
sólo un 59% de los pacientes combinados de forma aleatoria y un 29% de los 
pacientes con una preferencia están dispuestos a utilizar medicación. En total, 
un 37% de los pacientes alcanza remisión al final del tratamiento. Del grupo de 
respuesta en la primera fase fue un 57% y de falta de respuesta en una primera 
fase, un 27%. En éste último grupo no se pudo demostrar ningún efecto del uso 
o no de los medicamentos en un análisis de regresión logística.

La predicción: relaciones objetales y estilos de defensa

Relaciones objetales
En el capítulo noveno se investigan las asociaciones entre el funcionamiento de 
las relaciones objetales y las características del paciente; la alianza terapéutica y el 
resultado de la aplicación de la PDAC. El funcionamiento de las relaciones objetales 
de 81 pacientes con depresión se determinó con la ayuda del Perfil Evolutivo. 
En las entrevistas preliminares resultó que los pacientes con depresión 
reincidente tienen un funcionamiento de las relaciones objetales menos maduro. 
En especial se puede hablar de relaciones objetales simbióticas. En contraste 
con lo que se dice en la literatura consultada, llama la atención el hecho de que la 
alianza terapéutica no esté asociada al resultado del tratamiento. Los pacientes 
con un funcionamiento maduro en las relaciones objetales son los que mejor 
reaccionan ante el tratamiento. En un análisis de regresión múltiple resultó, 
sobre todo, que el nivel de adaptación del individuo influía positivamente en el 
resultado del tratamiento.
Este estudio deja ver la relevancia del funcionamiento de la relación objetal para 
la depresión y parece apoyar la idea de que no sólo es importante diagnosticar 
los patrones patológicos, sino también aquéllos que son maduros. Este estudio 
confirma la relación anteriormente señalada en la literatura consultada, 
entre la depresión reincidente y la problemática simbiótica o de dependencia. 
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Por último, se señala que la relación objetal y la alianza terapéutica son dos 
conceptos diferentes.

Estilos de defensa
En el capítulo décimo se investiga la variable predictora de los estilos de defensa, 
medida según el Perfil Evolutivo y el cuestionario del estilo de defensa (CED). Se
determinó con la ayuda del mismo grupo de pacientes con depresión descritos en 
el capítulo noveno. La pregunta era si la madurez en los mecanismos de defensa 
podía predecir un resultado óptimo para la PDAC. También se observó si había 
coherencia en la manera de determinar los mecanismos de defensa: según el 
método basado en las entrevistas del Perfil Evolutivo o el del cuestionario del 
estilo de defensa.
En las entrevistas preliminares resultó que las mujeres tenían un estilo de 
defensa más maduro. Los pacientes con depresiones reincidentes tenían un 
estilo de defensa más inmaduro. Sólo se consiguió una relación modesta entre el 
método del CED y el método basado en las entrevistas del Perfil Evolutivo. Las 
variables predictoras del Perfil Evolutivo y las del CED seguían la misma línea. 
Los pacientes con un estilo de defensa maduro tenían una gran posibilidad de 
remisión. Junto a esto se identificó un indicio para una variable predictora 
diferenciada en el caso de estilos de defensa no adaptados. Los pacientes con un 
estilo de defensa del nivel Simbiótico (entre otros, Abandono, Retirada apática ) 
tenían un alto riesgo de tener un mal resultado en el tratamiento. Por otra parte, 
resultó que los estilos de defensa del nivel Rivalidad (entre otros, Represión y 
Negación de afectos) se relacionaban con unos mejores resultados.
Este estudio pone de manifiesto la importancia de la madurez en los estilos de 
defensa para la depresión. Sugiere también que la variable predictora puede 
ser diferente según el nivel de estilo de defensa. Por eso, es útil establecer por 
separado mecanismos de defensa específicos, a pesar de lo complicado que sea 
medir con los métodos disponibles. Esto ofrece también información útil desde 
el punto de vista clínico porque puede ayudar a adaptar las intervenciones.

Discusión general

El capítiulo undécimo consta de una aproximación crítica de los hallazgos 
más importantes de esta tesis. Los estudios metodológicos y las limitaciones 
que se derivan de ellos se concentran en las características de los pacientes 
investigados y el uso de la escala de depresión de Hamilton como la forma de 
medida del resultado de una psicoterapia por depresión. Importante es el hecho 
de que esta tesis esté basada en diseños post hoc. Las conclusiones deben ser 
consideradas por tanto hipótesis que necesitan de una posterior confirmación en 
una investigación comparativa y prospectiva. Sobre el Perfil Evolutivo podemos 
decir que aunque su visión diferenciada sobre la personalidad probablemente 
sea fuerte desde un punto de vista clínico, sin embargo, implica también 
limitaciones psicométricas, por ejemplo en el terreno de la fiabilidad.
Si comparamos los hallazgos de las investigaciones de JellinekMentrum con 
otros estudios anteriores, nos llama la atención el hecho de que en éstos se 
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haya señalado que los tratamientos de apoyo tienen un efecto favorable para 
las mujeres, pero no otras formas de psicoterapia por depresión. La influencia 
negativa de la larga duración de la depresión, sobre todo en las psicoterapias, 
sí parece ser un hallazgo consistente. Así como en nuestros estudios, tampoco 
hemos encontrado en estudios anteriores que las depresiones reincidentes sean 
peor tratables. Los síntomas de ansiedad comórbida parecen también influir de 
forma negativa en los resultados de otras formas de tratamiento.
Dado que muchos pacientes en tratamientos de segunda línea por depresión 
no se recuperan totalmente, lo que ha suscitado un interés creciente, abogamos 
por una adaptación de los protocolos de tratamiento. En el caso de la PDAC
se podría hacer a través de una prolongación monitorizada de la duración del 
tratamiento. También es una posibilidad empezar con un tratamiento combinado 
de psicoterapia y medicamentos, sobre todo en grupos con una probabilidad 
baja de obtener resultados óptimos como es el caso de los hombres o de los 
pacientes con depresiones crónicas o con síntomas de ansiedad comórbida.
Un paso lógico parecería ser el uso de medicamentos si la mejoría en la primera 
fase de la psicoterapia resulta insignificante, pero no ha podido ser mostrada 
claramente ni su efectividad ni su factibilidad. Posiblemente se trate de un caso 
típico en un contexto holandés. En los Estados Unidos casi todos los pacientes 
eligen por la medicación en el caso de no aparecer síntomas de mejoría en una 
primera fase.
Con respecto al significado del diagnóstico psicodinámico llama la atención que 
un funcionamiento inmaduro de la relación objetal no conduzca, sin más, a una 
alianza terapéutica mediocre. Posiblemente sea una característica específica de 
la PDAC, pero señala también que la alianza terapéutica y el funcionamiento 
general de la relación objetal son dos conceptos diferentes.
Por lo que respecta a los estilos de defensa, se deduce, sobre todo, que los 
simbióticos están relacionados con un resultado mediocre del tratamiento 
y un trayecto recurrente. Esto sugiere que el tratamiento de los pacientes 
así caracterizados debe ser adaptado aunque no se sepa claramente en este 
momento de qué forma. El hecho de que los mecanismos de defensa neuróticos 
como la represión y la ausencia de afectos se relacione con un mejor tratamiento 
en marcha puede entenderse como que estos mecanismos pueden ser tratados 
de forma efectiva en un tratamiento como la PDAC.
Finalmente, el Perfil Evolutivo nos muestra de qué forma los conceptos 
psicodinámicos pueden ser mejor descritos. La PDAC resulta ser aplicable a 
una amplia escala de pacientes depresivos. Sin embargo, todavía hay mucho por 
hacer para darle a la perspectiva psicodinámica una base científica más sólida. 
Nuestro propósito es enriquecer con nuestra aportación el saber clínico. En el 
epílogo ilustramos lo anteriormente expuesto con una anécdota. Un paciente, 
tras haber terminado la terapia, dice estar muy agradecido por un consejo 
simple. El terapeuta no le había dado este consejo. La teoría de la relación 
objetal y de los mecanismos de defensa parecía ser útil para comprender cómo 
había llegado el paciente a esta evaluación. El físico Niels Bohr señaló que hacer 
predicciones era difícil, sobre todo si se trataba del futuro. Posiblemente se 
podría añadir que también si se trata del pasado. 
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Nederlandse samenvatting
PREDICTIE VAN HET BEHANDELRESULTAAT 

BIJ DEPRESSIES

De rol van patiënt kenmerken en psychodynamische diagnose

Het doel van dit proefschrift was het verbeteren van de kennis over predictieve 
factoren voor de uitkomst van depressiebehandelingen. Dit is nodig omdat suc-
ces percentages van behandelingen, vooral bij de meer gecompliceerde depres-
sies zoals die in de tweede lijn gezien worden, bescheiden zijn. Vaak wordt wel 
verbetering bereikt maar geen volledig herstel of remissie. Dit is echter wel 
het belangrijkste doel. Het garandeert de beste prognose en de minste kans op 
toekomstige terugval.
Aangezien het weinig waarschijnlijk is dat op korte termijn veel effectievere 
behandelingen beschikbaar zullen komen, is het wenselijk dat de bestaande 
opties geoptimaliseerd worden. Kennis over predictieve factoren kan behulp-
zaam zijn bij het beter selecteren van de meest adequate behandeling voor een 
individuele patiënt en ook kan de wetenschap dat een patient een verhoogd 
risico heeft op nonresponse de clinicus stimuleren de therapeutisch strategie 
in een lopende behandeling aan te passen. 
In dit proefschrift zijn 2 typen predictieve factoren onderzocht. In het eerste 
deel is nagegaan wat het verband is van sociodemografische factoren en depres-
siekenmerken met het resultaat van Kortdurende Psychodynamische Steunge-
vende Psychotherapie (KPSP), van antidepressiva, en van de combinatie van 
deze twee behandelingen. In het tweede deel is onderzocht wat de voorspel-
lende waarde is van een psychodynamische diagnose volgens het Ontwikke-
lingsprofiel voor de uitkomst van KPSP.

Patiënten groepen
Het grootste deel van dit proefschrift is gebaseerd op vier gerandomiseerde 
effect studies die achtereenvolgens zijn uitgevoerd op de poliklinieken Noord 
en West van JellinekMentrum in Amsterdam. Deze studies hadden als primair 
doel het bepalen van de effectiviteit van KPSP voor matig ernstige depressies. 
De studies waren identiek voor wat betreft methodologische en procedurele 
aspecten. De behandelduur was een half jaar. De uitkomstmaat was remissie 
volgens de onafhankelijk bepaalde 17-item Hamilton Depression Rating Scale 

Voor het eerste deel van dit proefschrift zijn de data gepoold van drie studies 
waarin is vergeleken: 
-  Antidepressiva alleen en antidepressiva gecombineerd met KPSP
-  Antidepressiva gecombineerd met 8 versus 16 zittingen KPSP (hiervan is 

omwille van de vergelijkbaarheid alleen de 16 zittingen versie geïncludeerd) 
- KPSP alleen en KPSP plus antidepressiva. 
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In deze data set is de predictieve waarde nagegaan van sociodemografische 
factoren (geslacht, leeftijd, huwelijkse staat, opleidingsniveau, werksituatie) 
en depressiekenmerken (ernst, duur, recidief, comorbide angst en somatische 
symptomen, eerder antidepressiva gebruik), voor zowel remissie als volledige 
nonresponse. Ook is onderzocht of een vroege verbetering tijdens de behande-
ling het uiteindelijke resultaat voorspelt. 
Het tweede deel is gebaseerd op de vierde studie. Dit betrof een vergelijking 
tussen KPSP en antidepressiva. Patiënten die de niet gerandomiseerd wilden 
worden, konden een van deze behandelingen kiezen. Voor alle patiënten die 
met KPSP zijn gestart is de predictieve waarde bepaald van het objectrelationeel 
functioneren en van de afweer stijl zoals gemeten met het Ontwikkelingspro-
fiel. 
Hieraan voorafgaand zijn psychometrische aspecten van het Ontwikkelings-
profiel onderzocht. Daarvoor is gebruik gemaakt van een groot databestand 
afkomstig van verschillende plaatsen in Nederland waar het Ontwikkelings-
profiel afgenomen is.

Kortdurende Psychodynamische Steungevende Psychotherapie
In dit proefschrift was KPSP de toegepaste psychotherapeutische methode. Het 
doel van KPSP is het verbeteren van depressieve symptomen en het reduceren 
van de kwetsbaarheid voor depressie. In KPSP wordt de relationele etiologie en 
betekenis van depressie benadrukt. Dit houdt in dat zowel actuele interpersoon-
lijke relaties worden bediscuseerd, als ook de mate waarin deze zijn gevormd 
(of vervormd) door vroegere relationele ervaringen. 
Specifiek voor KPSP is het onderscheiden van acht bespreekniveaus die dienen 
om het therapeutische proces te structureren en te versterken. De behandeling 
start met niveau 1 en 2. Daarin worden de symptomen en klachten besproken 
en de invloed die levensomstandigheden daarop hebben. Op niveau 3 komen 
actuele relationele problemen met anderen aan de orde.
Het vierde niveau betreft patronen in deze relaties en het vijfde het eigen aan-
deel in deze patronen en de daarmee samenhangende levenshouding van de 
patient. Op niveau 6 komt de invloed van vroegere relaties uit het verleden in 
het huidige leven aan de orde, de zogenaamde interne interpersoonlijke rela-
ties. Op het 7e niveau gaat het om de relatie die de patient heeft met zichzelf, 
als gevolg van identificatie met deze interne interpersoonlijke relaties. Niveau 
8 betreft de overdracht. Dit wordt herkend, maar alleen besproken als hier-
door de voortgang van therapeutische proces onmogelijk wordt. Het wordt niet 
geduid. 
Deze bespreekniveaus zijn een poging de stappen die in een therapie genomen 
kunnen worden te structuren. Het streven is niet om altijd het hoogste niveau 
te bereiken. Het gaat erom dat het niveau wordt besproken dat nodig en moge-
lijk is voor een individuele patient. KPSP kan daarom worden geplaatst op een 
variabel punt op het zogenaamde steunend – inzichtgevend continuüm. De
therapeut neemt afhankelijk van het onderwerp en de behoefte van de patiënt 
een meer steunende of meer interpreterende houding aan.
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Patient kenmerken 

Review
In hoofdstuk 2 betreft een kwalitatieve systematische review van de literatuur 
over de associatie van sociodemografische factoren en depressiekenmerken 
met het resultaat van de meest gangbare depressiebehandelingen. Onderzocht 
zijn tricyclische antidepressiva, moderne antidepressiva, cognitieve gedrags-
therapie (CGT) en interpersoonlijke psychodynamische psychotherapie (IPP). 
Vanwege de grote heterogeniteit tussen studies en het geregeld ontbreken van 
basisgegevens was het niet mogelijk een meta-analyse uit te voeren. Om toch 
een indruk te verkrijgen over de predictoren onderzochten we daarom enkel de 
consistentie van bevindingen tussen de studies. 
Daaruit kwam naar voren dat geslacht niet van invloed is op de behandeling van 
TCA’s, maar bij moderne antidepressiva lijken vooral jongere vrouwen gunstiger 
te reageren. Gehuwde patiënten doen het beter in behandeling met antidepres-
siva en ook met CGT. Een langere duur van de depressie bleek een negatieve 
predictor, vooral in psychotherapie. In geen van de studies was het recidiverend 
zijn van de depressie voorspellend voor de uitkomst. Mede vanwege de rol die 
ernst speelt als inclusie criterium voor onderzoeken kan hierover geen goede 
conclusie worden getrokken. 
De methode van het inventariseren van de gevonden positieve en negatieve 
associaties laat niet toe de sterkte van predictoren te bepalen. Ook zijn er wei-
nig directe vergelijkingen tussen behandelopties waardoor slechts een beperkt 
beeld van de differentiële waarde van predictoren kan worden gegeven. Desal-
niettemin lijkt het erop dat een aantal associaties tussen patiënt kenmerken en 
uitkomst klinisch relevant zijn en dat de predictoren kunnen verschillen tussen 
behandel vormen. 

Voorspellen van remissie
Het doel van hoofdstuk 3 was na te gaan wat de invloed is van sociodemografi-
sche factoren en depressie kenmerken op het bereiken van remissie na KPSP,
antidepressiva en gecombineerde behandeling. In totaal zijn 313 patienten 
behandeld. Voor alle behandelingen te samen werden hogere remissie percen-
tages gevonden bij patiënten die: jonger waren, lager waren opgeleid, minder 
angst- en somatische symptomen hadden en niet eerder in de huidige episode 
met antidepressiva waren behandeld. De verklaarde variantie van het predictie 
model was 24%.
Bij gecombineerde behandeling (n=171) was er een hogere kans op remissie 
bij patiënten in de leeftijdscategorie tussen 30 en 40, lager opleidingsniveau, 
minder somatische symptomen, recidief depressies en geen eerder antidepres-
sivum gebruik. De verklaarde variantie van dit model was 31%. Bij KPSP (n=97) 
werd een beter resultaat bereikt bij vrouwen, patiënten jonger dan 30 en bij met 
minder angstverschijnselen. De verklaarde variantie was 44%. Bij antidepres-
siva hadden vrouwen meer kans op remissie met een verklaarde variantie van 
33%.
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Herkennen van patienten met risico op nonresponse
Het doel van de studie in hoofdstuk 4 was te bepalen wie risico loopt op het 
falen van behandeling. Het is van belang om nonresponse (< 25 % symptoom 
reductie) te onderscheiden van gedeeltelijke response vanwege de mogelijk 
verschillende klinische consequenties. In geval van volledige nonresponse kan 
gepleit worden voor een fundamentele wijziging van de behandelstrategie, ter-
wijl in geval van gedeeltelijke response enkel een aanpassing wellicht toerei-
kend is.
Wij vonden dat volledige nonresponse voorkwam bij 34% van de patiënten. Bij 
gecombineerde behandeling was dat 28%, bij KPSP 39% en bij antidepressiva 
46%. Over alle behandelingen te samen was er meer kans op nonresponse bij 
patiënten met veel somatische klachten.
Bij gecombineerde behandeling bleek een verhoogd risico op non response bij 
jongere patiënten, bij veel somatische klachten, bij een eerste depressie en bij 
eerder antidepressivum gebruik. Bij KPSP was het risico op nonresponse gere-
lateerd juist gerelateerd aan oudere leeftijd (boven de 40), aan een langere duur 
van de depressie en aan voortijdig stoppen van de behandeling. Bij antidepres-
siva werden geen predictieve factoren gevonden.
De conclusie is dat gezien het frequente voorkomen meer aandacht voor vol-
ledige nonresponse van behandelingen noodzakelijk is. Patient karakteristie-
ken kunnen behulpzaam zijn bij het bepalen van het risico daarop. Opnieuw 
lijkt de predictieve waarde te verschillen per behandeloptie. Dit suggereert dat 
nonresponse niet alleen een algemene eigenschap is van een zogenaamde ‘las-
tig behandelbare’ patiënt, maar dat het ook afhankelijk is van de aard van de 
behandeling. 

Vroege response
In plaats van te kijken naar mogelijke predictoren voor de start van de behan-
deling, kan ook gebruik gemaakt worden van het vroege response patronen 
om het uiteindelijke resultaat beter te voorspellen. Dit kan de klinicus in staat 
stellen de duur van een onsuccesvolle behandeling te bekorten en eerder over 
te gaan naar een volgende stap in het behandelprotocol. In hoofstuk 4 wordt 
hierover gerapporteerd. Als grens voor een vroege nonresponse werd genomen 
minder dan 25% symptoom verbetering na twee maanden KPSP of KPSP plus 
antidepressiva.
Er kwam een ambigue patroon naar voren. Bij KPSP bleek vroege nonresponse 
duidelijk geassocieerd met de kans op uiteindelijk nonresponse (Odds ratio 
3.57), maar anderzijds werd remissie niet voorspeld door vroege symptoom 
verbetering. Ook behaalde 26% van de vroege nonresponders toch nog remissie 
aan het eind van de behandeling.
In gecombineerde behandeling was zowel vroege nonresponse geassocieerd met 
uiteindelijke nonresponse (Odds ratio 7.13) als vroege symptoom verbetering 
met remissie (Odds ratio 3.66). Desondanks bleek ook bij deze behandelvorm 
26% van de vroege nonresponders remissie te behalen. 
Deze studie laat zien dat de clinicus het uitblijven van vroege symptoomverbe-
tering kan opvatten als een verhoogd risico op uiteindelijk falen van de behan-
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deling. Desalniettemin bereikt een aanzienlijk aantal patiënten zonder vroege 
verbetering toch remissie in het tweede deel van de behandeling. Daarom is 
het wellicht het beste een aanvankelijk niet succesvolle psychotherapeutische 
of gecombineerde behandelstrategie nog enige tijd te continueren alvorens de 
strategie te wijzigen. 

Psychodynamische diagnose en psychotherapie voor depressie

Meetinstrument: Het Ontwikkelingsprofiel

Theoretische en psychometrische aspecten
In hoofdstuk 6 wordt de theoretische basis van het Ontwikkelingsprofiel 
besproken en wordt uitgelegd hoe de informatie wordt verzameld en geïnter-
preteerd. Het doel van het Ontwikkelingsprofiel is het standaardiseren van 
de psychodynamische persoonlijkheidsdiagnostiek om het meer toegankelijk 
te maken voor een empirische validatie. Het ontwikkelingsprofiel is geba-
seerd op een semi-gestructureerd interview over belangrijke levensgebie-
den en over de manier waarop de patient omgaat met stressvolle situaties en  
emoties.
Theoretisch integreert het ontwikkelingsprofiel in één model verscheidene psy-
chodynamische benaderingen van persoonlijkheidsontwikkeling. Het resultaat 
is een overzicht in termen van een sterkte / zwakte analyse op het gebied van 
onder meer zelfbeelden, object relaties, behoeften, afweer en normen. De hië-
rarchisch geordende scores van het profiel geven de mate van rijpheid weer 
op deze ontwikkelingslijnen. Dit kan dienen als basis voor het opstellen van 
haalbare behandelplannen.
Om de psychometrische eigenschappen na te gaan werd gebruik gemaakt van 
de ontwikkelingsprofielen van 580 patienten die op verschillende locaties in 
Nederland zijn afgenomen. De item-remainder correlatie was 86%. De interne 
consistentie van de matrix als geheel, uitgedrukt als Cronbach’s  was 0.76. De 
hiërarchisch ordening van de ontwikkelingsniveaus, dat opgevat kan worden 
als een belangrijk theoretisch uitgangspunt van het psychodynamisch denken, 
kon gedeeltelijk statistisch worden bevestigd. 

Betrouwbaarheid en validiteit
In hoofdstuk 7 wordt een studie gepresenteerd naar de interbeoordelaarsbe-
trouwbaarheid en discriminatieve validiteit van het Ontwikkelingsprofiel. De 
onderzochte groepen betroffen patiënten in klinisch psychotherapeutische 
behandeling, voor somatische diagnostiek opgenomen patiënten in een alge-
meen ziekenhuis en een controle groep tandarts patiënten. 
De interbeoordelaarsbetrouwbaarheid voor de niveaus van het ontwikkelings-
profiel, uitgedrukt als gewogen kappa coefficient was voldoende.De klinisch 
psychotherapeutische patiënten verschilden duidelijk van de controle personen 
en van de somatisch zieke patiënten, terwijl deze laatste twee niet van elkaar 
verschilden.
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Op de meeste ontwikkelingsniveaus werden te verwachten verschillen tussen 
de groepen aangetroffen. De niveaus rivaliteit en narcisme verschilden echter 
niet tussen de patiënten groepen en de controle groep. Rivaliteit wordt in het 
Ontwikkelingsprofiel gekarakteriseerd door competitieve object relaties en een 
afweerstijl van verdringen en affect ontkennen. Narcisme kenmerkt zich door 
een superieure opstelling in relaties, typische afweer is devaluatie. 

Behandeling: KPSP

KPSP voor depressie als keuze in een in een stepped care design
Hoofdstuk 8 beschrijft een vergelijking tussen KPSP en antidepressiva in een 
deels gerandomiseerde trial met een sequentiële stap. Patiënten die niet via 
randomisatie een behandeling toegewezen wilden worden konden voor KPSP
of medicatie kiezen. Aangezien vrijwel niemand ervoor koos te starten met 
medicatie wordt alleen over de KPSP groep gerapporteerd. In geval na 8 weken 
behandeling minder dan 30% symptoom reductie was opgetreden werd de 
patiënt voorgesteld een antidepressivum toe te voegen. 
Er waren geen verschillen tussen de gerandomiseerde groep en de groep die 
een voorkeur had uitgesproken voor psychotherapie voor wat betreft patient 
karakteristieken bij intake, uitval tijdens therapie en uiteindelijk resultaat van 
behandeling. Opvallend was dat uitval vooral in de eerste fase plaats vond, ook 
in de groep die psychotherapie als voorkeur had aangegeven. 
Ondanks het uitblijven van symptoom verbetering na 2 maanden, was maar 59 
% van de gerandomiseerde patiënten en 29% van de voorkeur patienten bereid 
medicatie toe te voegen. In totaal bereikten 37% van de patiënten remissie aan 
het eind van de behandeling. Van de vroege responders was dit 57% en van de 
vroege nonresponders 27%. In deze laatste groep kon in een logistische regres-
sie analyse echter geen effect worden aangetoond van het al of niet innemen 
van de medicatie.
De studie suggereert dat het volgen van de voorkeur voor psychotherapie weinig 
invloed heeft op de uitkomst van de behandeling. De aanvaardbaarheid van een 
sequentiële stap in de vorm van medicatie toevoegen na uitblijven van vroege 
symptoomverbetering, lijkt beperkt. Anderzijds is dat wellicht niet zo erg omdat 
een aanzienlijk deel van de patiënten een vertraagde response op psychothera-
pie lijkt te hebben.

Predictie: object relaties en afweer stijl

Object relaties
In hoofdstuk 9 wordt de associatie onderzocht van het object relationeel functi-
oneren met patiënt karakteristieken, de therapeutische relatie (gemeten met de 
Helping Alliance Questionnaire, HAQ I) en het resultaat van KPSP. Het Object 
Relationeel Functioneren (ORF) van 81 depressieve patienten is met behulp van 
het Ontwikkelingsprofiel bepaald. 
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Bij intake bleken patiënten met een recidiverende depressie een minder rijp 
ORF te hebben. In het bijzonder was er meer sprake van symbiotische object 
relaties. 
De ORF was niet voorspellend voor de kwaliteit van de therapeutische relatie 
die tijdens behandeling werd gerapporteerd. Opvallend was dat deze therapeu-
tische relatie, in tegenstelling tot wat meestal in de literatuur wordt gevonden, 
op zichzelf ook niet eenduidig was geassocieerd met de behandeluitkomst. 
De ORF van patienten die beter op behandeling hadden gereageerd was rijper. 
In een multipele regressie analyse bleek vooral het adaptieve niveau van indi-
viduatie van invloed op een gunstige behandeluitkomst.
Deze studie laat zien welke relevantie het object relationeel functioneren voor 
depressie kan hebben en lijkt te ondersteunen dat het niet alleen van belang is 
om pathologische patronen te diagnosticeren, maar ook zinvol is om gezonde 
patronen in kaart te brengen. Het bevestigt de eerder in de literatuur gemelde 
associatie tussen recidiverende depressies en symbiotische of afhankelijkheids-
problematiek. Tot slot wijst de studie erop dat object relaties en de feitelijke 
therapeutische relatie twee verschillende concepten zijn. 

Afweer stijlen
In hoofdstuk 10 worden de predictieve waarde van afweer stijlen, zoals gemeten 
met het Ontwikkelingsprofiel en met de Defense Style Questionnaire (DSQ) 
onderzocht. Dit is bepaald in dezelfde groep van depressieve patiënten die in 
hoofdstuk 9 is besproken. De vraag was of rijpheid van afweer stijl een gunsti-
ger uitkomst van KPSP kan voorspellen. Ook werd gekeken naar de samenhang 
tussen het bepalen van afweer volgens de interview methode van het Ontwik-
kelingsprofiel en de zelf invul vragenlijst van de DSQ.
Bij intake bleken vrouwen een rijpere afweer stijl te hebben. Patienten met een 
recidiverende depressie hadden een meer onrijpe afweerstijl. Er werd slechts 
een bescheiden relatie gevonden tussen de zelf beoordelingsmethode van de 
DSQ en de interview methode van het Ontwikkelingsprofiel. De predictieve 
waardes van het Ontwikkelingsprofiel en de DSQ waren echter wel in dezelfde 
richting. Patiënten met een rijpere afweer stijl bleken meer kans op remissie 
te hebben. 
Daarnaast werd een aanwijzing gevonden voor een gedifferentieerde predic-
tieve waarde voor disadaptieve afweer stijlen. Patiënten met afweer van het 
symbiotisch niveau (o.m. opgeven, apathisch terugtrekken) hadden een ver-
hoogd risico op een slecht behandelresultaat. Anderzijds bleek de afweer van 
het niveau rivaliteit (o.m. verdringen, affect ontkennen) juist gerelateerd aan 
betere uitkomsten.
Deze studie laat het belang van de rijpheid van afweer voor depressie zien. 
Het suggereert ook dat de predictieve waarde per niveau van afweerstijl kan 
verschillen. Daarom is het ondanks het feit dat de specifieke niveaus lastiger 
betrouwbaar te meten zijn met de beschikbare methoden, toch nuttig deze te 
bepalen. Dat levert ook in klinisch opzicht nuttiger informatie op in vergelijking 
met een algemene afweerscore omdat het beter kan helpen interventies aan te 
passen.
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Algemene discussie

Hoofdstuk 11 bevat een kritische beschouwing van de belangrijkste bevindingen 
van dit proefschrift. De methodologische overwegingen en daaruit voortvloei-
ende beperkingen concentreren zich op kenmerken van de onderzochte patiën-
ten populatie en het gebruik van de Hamilton Depression Rating Scale als uit-
komstmaat voor psychotherapie bij depressie. Belangrijk is dat dit proefschrift 
is gebaseerd op post hoc designs. De conclusies dienen daarom beschouwd te 
worden als hypotheses die nadere bevestiging behoeven in prospectief verge-
lijkend onderzoek. Voor het ontwikkelingsprofiel geldt dat de gedifferentieerde 
blik op persoonlijkheid klinisch weliswaar een sterk punt is, maar tegelijkertijd 
psychometrische beperkingen impliceert, bijv op het gebied van de betrouw-
baarheid.
Bij vergelijking van de bevindingen uit de JellinekMentrum onderzoeken met 
de literatuur valt op dat het gunstiger effect voor vrouwen wel eerder bij steu-
nende behandelingen is gerapporteerd, maar niet bij andere vormen van psy-
chotherapie voor depressie. De negatieve invloed van de duur van de depressie, 
vooral bij psychotherapie lijkt wel een consistente bevinding te zijn. Net als in 
onze studies is in de literatuur nooit gevonden dat recidiverende depressies 
minder goed te behandelen zijn. Comorbide angstsymptomen bleken ook bij 
andere behandelvormen de resultaten negatief te beïnvloeden. 
In het licht van de toenemende aandacht voor het feit dat veel depressieve patiën-
ten in 2e lijnspopulaties niet volledig herstellen, wordt gepleit voor aanpassin-
gen in behandelprotocollen. Voor wat betreft KPSP zou dat kunnen door een 
gemonitoorde verlenging van de duur van de behandeling. Ook starten met een 
gecombineerde behandeling van psychotherapie en medicatie is wellicht eerder 
aangewezen, vooral bij groepen met een verminderde kans op succes zoals man-
nen en patiënten met chronische depressies of comorbide angstklachten. 
Toevoeging van medicatie aan psychotherapie bij geringe verbetering in de 
eerste fase lijkt een logische stap, maar zowel de effectiviteit als de aanvaard-
baarheid daarvan kon niet duidelijk worden aangetoond. Mogelijk is dat laatste 
typisch voor de Nederlandse situatie. In de VS bleek bij het uitblijven van een 
initiele symptoom verbetering vrijwel elke patiënt voor medicatie toevoeging 
te kiezen. 
Bij de betekenis van de psychodynamische diagnostiek valt op dat een onrijp 
object relationeel functioneren niet zonder meer leidt tot een matige therapeu-
tische relatie. Mogelijk is dat specifiek voor de KPSP, maar het geeft ook aan 
dat de therapeutische relatie en het algemeen object relationeel functioneren 
twee te onderscheiden concepten zijn.
Voor wat betreft de afweerstijl blijkt met name symbiotische afweer gerelateerd 
aan een matige uitkomst van de behandeling. 
Dit suggereert dat de behandeling van patiënten die hierdoor worden geken-
merkt moet worden aangepast al is op dit moment niet duidelijk op welke wijze. 
Het feit dat de neurotische afweerstijl van verdringen en (affect) ontkennen was 
gerelateerd aan een beter behandelbeloop kan betekenen dat deze afweer vrij 
effectief kan worden besproken in een behandeling als KPSP.
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Tot slot, het Ontwikkelingsprofiel laat zien op welke wijze psychodynamische 
concepten beter kunnen worden omschreven. KPSP blijkt toepasbaar voor een 
breed scala aan depressieve patiënten. Desondanks is nog veel werk nodig om 
het psychodynamisch perspectief een meer solide wetenschappelijke basis te 
geven. De bedoeling is hiermee het klinisch inzicht te verrijken. 
In de epiloog wordt dit aan de hand van een kort vignette geïllustreerd. Een 
patiente zegt na afloop van een behandeling dankbaar te zijn voor een eenvou-
dig advies. De therapeut had dit advies echter helemaal niet gegeven. De theorie 
van het object relationeel functioneren en de afweerstijl bleek van nut om te 
begrijpen hoe de patiënte tot deze evaluatie was gekomen. Desalniettemin, de 
natuurkundige Niels Bohr merkte al op dat voorspellen moeilijk is, met name 
als het om de toekomst gaat. Wellicht geldt dat dus ook voor het verleden.
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Dankwoord

Dit proefschrift is in een soort hinkstap sprong ontstaan. Twee artikelen over 
het Ontwikkelingsprofiel werden rond 2000 geschreven. De andere hoofd-
stukken zijn van de laatste drie jaar. In de tussen liggende ‘latentie’ periode 
vond een koerswijziging plaats van het Ontwikkelingsprofiel project naar 
het JellinekMentrum depressieonderzoek. Er werd een nieuwe trial gestart 
en het depressieonderzoek een gefuseerde instelling binnen geloodst. Ook 
waren er in werk en leven andere prioriteiten. Uiteraard heb ik in die peri-
ode wel eens gedacht dat promoveren er niet meer van zou komen. Dat is 
anders gelopen. Naast steun en aanmoediging, was doorslaggevend dat er 
werktijd beschikbaar kwam voor het uitwerken en schrijven. Het leerde me 
dat zonder dat het welslagen van een promotietraject een onzekere onderne-
ming is.
Onderzoek doe je niet alleen. In feite is dat het leukste aspect. Het leidt tot vele 
soorten van samenwerking, soms kort en intensief, soms lang en sluimerend, 
met alle denkbare combinaties en tussenvormen daarvan. Samenwerking die 
op ook allerlei manieren kan worden gekenschetst: inspirerend, meelevend, 
praktisch, complex, intellectueel, altruïstisch, competitief, leerzaam. 
Velen wil ik graag noemen, maar niet nadat ik eerst alle patiënten heb bedankt 
die bereid waren interviews te ondergaan en vragenlijsten in te vullen. Zonder 
dat is wetenschappelijke vooruitgang in de psychiatrie niet mogelijk. 

Jack Dekker is mijn promotor. Op basis van de door jouw met verve geschapen 
sfeer van oude jongens krentenbrood ontstaat vertrouwen en doorzettingsver-
mogen. Je kunt erg goed de overkoepelende lijn vast houden, streng zijn waar 
nodig en durf tonen waar mogelijk. Je weet waar de passie en emotie van men-
sen zich bevindt, en het belang om dat aan te boren. Dat hielp mij. Ik denk 
overigens dat deze stijl ook het geheim is achter het succes van onderzoek in 
een niet academische instelling als JellinekMentrum. 
Robert Schoevers is mijn copromotor. Wij hebben een intensieve en stimule-
rende samenwerking, niet alleen in onderzoek, maar ook in de opleiding van 
psychiaters. Ik heb je leren kennen als een open en scherpzinnig collega. Je 
positief ambitieuze houding is een voorbeeld, even als je methodologisch per-
fectionisme en de wijze waarop je de inhoud presentabel kan maken. Je crea-
tieve (Engelstalige) formuleringen waren zeer van nut, om onder meer kritische 
reviewers van repliek te dienen. 
Het depressie onderzoek in JellinekMentrum was onmogelijk geweest zonder 
Frans de Jonghe. Frans, je vermogen om je te blijven vernieuwen en ontwikke-
lingen nauw te volgen en te integreren in je eigen denken, verdienen veel navol-
ging. De KPSP (studie) avonden bij jouw thuis weet je altijd tot een aangename 
interpersoonlijke en intellectuele en ervaring te maken.
Met Simone Kool, Mariëlle Hendriksen en Saskia de Maat is het als betrokken 
collegae onderzoekers en uitdragers van de KPSP, goed toeven. Jullie weten 
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blijdschap en tegenslag te delen, en soepel bespreekniveaus te verschuiven als 
dat nodig (of prettig) is.
Het depressie onderzoek werd en wordt door velen gedragen. De Raad van 
Bestuur, destijds in de personen van Diana Monissen, Hans Vermeulen en 
Arnoud Wijs onderschreven het belang en faciliteerden voor mij de moge-
lijkheid om tot een proefschrift te komen. De huidige Raad van Bestuur van 
JellinekMentrum, Jeroen Muller en Petra van Dam, heeft dat welwillend voort-
gezet. 
Jaap Peen beheert de statistiek en liet zich niet gek maken als ik telkens weer 
vermeende verbeteringen van analyses wilde proberen. Ik dank je hartelijk voor 
je geduld en snelle replies. Gerda van Aalst is van grote waarde bij het stimule-
ren en draaiende  houden van de verschillende onderzoeksprojecten.
De meeste Ontwikkelingsprofielen in het depressie onderzoek werden gescoord 
door Ellen van der Eijnden, Aukje Vink en Asia Ruchlowska. Het was voor mij 
een genoegen te zien hoe jullie je de psychodynamische concepten eigen maak-
ten en tot welke discussies dat soms kon leiden. 
De psychiaters en psychologen van de poliklinieken Noord en West van Jellinek-
Mentrum dank ik voor de bereidheid patiënten te includeren, behandelingen 
volgens protocol uit te voeren en vragenlijsten in te vullen. Voorts waren bij 
de uitvoering van de onderzoeken onder meer actief: Pieter Molenaar, Cecile 
Gijsbers van Wijk, Marieke Zwerver, Jurrijn Koelen, Margo Scheffer, Ilse 
Wiers, Rianne Bouman, Martine Daniëls, Jeanique Willemse, Dieuwertje 
Westra, Ellen Driessen. De Engelse teksten werden gecorrigeerd door Roisin de 
Jong, de Spaanse samenvatting door Georgina en Teresa Pozo LLorente en José 
Gutiérrez Pérez.

Robert Abraham leverde met het Ontwikkelingsprofiel een belangrijke bijdrage 
aan het toegankelijker maken van psychodynamische concepten voor onderwijs 
en onderzoek. Daarvoor ben ik je zeer erkentelijk. Ook je precieze, op basis 
van tekstanalyse gebaseerde supervisiestijl, zet ik graag voort in mijn eigen 
opleidingswerk. 
Bij de uitwerking van het psychometrische deel van het Ontwikkelingspro-
fiel werkte ik plezierig en constructief samen met Theo Ingenhoven. Ook jij 
bent inmiddels in de schrijffase beland en ik ben zeer benieuwd naar jouw 
werk. Andere betrokken bij ontwerp en uitwerking van het Ontwikkelingspro-
fiel waren onder meer Quin van Dam, Ico van Foeken, Jacqueline de Groot, 
Ingeborg Pieper-de Vries, Ria Reul, Philip Spinhoven, Adriaan van ’t Spijker, 
Miriam Wentink. 

Dan wil ik graag nog een aantal mensen noemen die verder van dit onderzoek 
staan maar wel een rol spelen. 
In psychoanalyse werd een innerlijke koers noodzakelijk, en beklijvend, ver-
legd. Op velerlei terrein heb ik daar baat bij. Dank.
Wim Trijsburg, helaas overleden, liet zien hoe het psychodynamisch gedach-
tengoed wetenschappelijk kan worden benaderd en gaf een beslissend duwtje 
naar de opleiding tot psychoanalytisch therapeut. 
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Van Roos van der Mast leerde ik veel over opleiden en het plezier daarin. Ik
kijk terug op een mooie samenwerking en beschouw het als een eer dat jij als 
hoogleraar deelneemt aan de oppositie. 
Als psychiater begon ik ooit op de kleine Polikliniek Noord in Amsterdam en 
vormde een hecht team met Gert Spruijt, Else van Geldorp, Willemien Deijs 
en Hilda van der Steen. Inmiddels heet deze poli na diverse naamswisselingen 
opnieuw Polikliniek Noord en is mede dankzij fusies vele malen groter gewor-
den. Else van Geldorp is een gedreven Hoofd en weet de voorwaarden voor het 
uitvoeren van goede psychiatrische zorg te scheppen. De collegae psychiaters, 
psychologen, SPVers en secretariaat medewerkers zorgen voor de werksfeer 
waarin dit waargemaakt wordt. 
Met veel plezier werk ik voor de psychiatrie opleiding. De aios vormen een 
receptief en stimulerend perspectief en kunnen het ook gezellig maken. De
opleiding heeft veel te danken aan Anneke Spuijman en Trudy Rutgers die zich 
onvermoeibaar inspannen om alles op rolletjes te laten verlopen. Een goed 
functionerende bibliotheek is een voorwaarde voor opleiding en onderzoek. 
Angelique Vergeer zorgt daarvoor en snorde snel en accuraat ontelbare artike-
len voor mij op.

Iets verder, maar toch aan het beroep gerelateerd, is er de ‘zondagsanalyse’. Met 
Lieuwe, Maarten, Adje en Just en Aartjan is het goed toeven. Wij actualiseerden 
verbaal vrijwel het hele werk van Freud, al hielden we dat voor onszelf (en dat 
is wellicht maar beter ook). De sigaar werd vervangen door chips en Freud werd 
uiteindelijk ook opgevolgd, maar verder blijft gelukkig alles gelijk.
René is solidair en motiveert waar het nodig is, soms als dat zo uitkomt op 
zaterdagmiddag in de Watergraafsmeer bij het boodschappen halen. Door jouw 
sterke eindsprint gaan we zowaar in hetzelfde jaar promoveren.
Met Hans en Dik deel ik al sinds de middelbare school veel gezamenlijke erva-
ringen, onder meer van een roerig woongenot in een renovatiepand op de Tuge-
laweg in Amsterdam Oost. Het doet mij veel genoegen dat jullie mij vandaag 
bijstaan als paranimf.

Mi familia en España, en particular mi suegra Maruchi LLorente del Cerro, 
mis cuñados Clementina y Jorge, Teresa y Pepe, Valentín y Ma Ángeles y mis 
sobrinos María, Pepe y Jorge, muchas gracias por todo el cariño que me dais y 
por hacerme sentir siempre a gusto y en casa en Granada. 
Mijn ouders gaven de basis, stimuleerden mij van jongs af aan me te ontwik-
kelen en waren een voorbeeld in werkzaamheid en vasthoudendheid. Ik ben erg 
blij dat jullie samen met Wilko en Frieda, Daniëlle, Michel en Frédèrique, en 
Meindert en Marie Therèse deze promotiedag mogen meemaken.

Guillermo, hoeveel kleinere en grotere boekjes heb je voor mij gemaakt? Identi-
ficatie of sublimatie? Vooral dus leuk. Manuel, mooi klonk ’s avonds de muziek 
op piano of dwarsfluit op de achtergrond en veraangenaamde mijn werk. Jullie 
levenslust is prachtig om mee te maken. Beiden schromen jullie niet mijn kamer 
binnen te lopen als jullie wat te zeggen hebben. En dat is gelukkig vrij vaak. Ik
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vond dat al erg plezierig, maar sinds ik in Science aangetoond zag dat afleiding 
tot het beste denkwerk leidt, zie ik het ook als een belangrijke bijdrage aan het 
tot stand komen van dit boek.
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Georgina, jij maakt veel in het leven voor mij de moeite waard. Het is erg fijn 
met jou samen te zijn. Mijn beleving is geleidelijk hier en daar verspaanst en 
dat is goed. In de afgelopen schrijfperiode was mijn (mentale) aandacht wel 
eens voor verbetering vatbaar. Je ving het ruimhartig op en steunde, ook door 
te zeggen wanneer het mooi genoeg was geweest.  Nog lang hoop ik het beste in 
mij aan jou te kunnen geven en in liefde met je te delen. 
Met grote blijdschap draag ik dit boek aan jullie drie op. 
  



Curriculum vitae

Rien (Henricus Lambertus) Van werd geboren in Amsterdam op 1 mei 1958. 
Hij volgde het Atheneum op de Christelijke Scholengemeenschap Comenius te 
Capelle aan den IJssel. Hij studeerde een jaar psychologie en daarna Genees-
kunde aan de Vrije Universiteit van Amsterdam. In november 1985 werd het 
artsen diploma behaald. Ter vervanging van militaire dienst was hij te werk 
gesteld op de Polikliniek Psychiatrie van het (destijds) Academisch Ziekenhuis 
Leiden (hoofd prof. dr. F.G. Zitman). Van 1988-1992 volgde hij de opleiding tot 
psychiater in het Haags-Leids Consortium (Opleiders: prof. dr. H.G.M. Rooij-
mans, J. Ceha en P.J. Stolk), de stage sociale psychiatrie bij RIAGG Harderwijk 
(opleider: Z. Kosutic) en de keuzestage psychotherapie op de Jelgersmakliniek 
in Oegstgeest (opleider: prof. dr. R.E. Abraham.). Hij is tevens opgeleid als 
psychoanalytisch psychotherapeut (N.V.P.P.). 
Vanaf november 1992 is hij in dienst bij JellinekMentrum (voorheen Mentrum, 
voorheen Psychiatrisch Ziekenhuis Amsterdam). Hij werkt op de Polikliniek 
Noord, is plaatsvervangend opleider psychiatrie en verbonden aan het Depres-
sie Onderzoek. Andere werkzaamheden als psychiater omvatten: Consulent 
afdeling Medische Psychologie, Erasmus Universiteit Rotterdam (1994-1995); 
Zelfstandig gevestigd psychiater (1994-2006); Docent RINO Amsterdam (2005-
heden). Beroepsgerelateerde activiteiten bestaan o.a. uit lid van: Gezamenlijke 
Amsterdamse Klachtencommissie (1996-2004), Bestuur Stichting Ontwik-
kelingsprofiel (2004-heden); Sectie/platform Psychotherapie NVvP (2003-
heden); Commissie Wetenschappelijke Activiteiten NVvP (2007-heden). 
Rien Van is sinds 17 april 1993 getrouwd met Georgina Pozo LLorente. Zij heb-
ben twee zoons: Manuel Henricus (1997) en Guillermo Lambertus (2000).
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