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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. 
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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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