Ambresin et al. BVIC Psychiatry 2012, 12:182

http://www.biomedcentral.com/1471-244X/12/182 BMC

Psychiatry

STUDY PROTOCOL Open Access

Efficacy of an adjunctive brief psychodynamic
psychotherapy to usual inpatient treatment of
depression: rationale and design of a randomized
controlled trial

Gilles Ambresin', Jean-Nicolas Despland', Martin Preisig? and Yves de Roten"

Abstract

Background: A few recent studies have found indications of the effectiveness of inpatient psychotherapy for
depression, usually of an extended duration. However, there is a lack of controlled studies in this area and to date
no study of adequate quality on brief psychodynamic psychotherapy for depression during short inpatient stay
exists. The present article describes the protocol of a study that will examine the relative efficacy, the
cost-effectiveness and the cost-utility of adding an Inpatient Brief Psychodynamic Psychotherapy to
pharmacotherapy and treatment-as-usual for inpatients with unipolar depression.

Methods/Design: The study is a one-month randomized controlled trial with a two parallel group design and a
12-month naturalistic follow-up. A sample of 130 consecutive adult inpatients with unipolar depression and
Montgomery-Asberg Depression Rating Scale score over 18 will be recruited. The study is carried out in the
university hospital section for mood disorders in Lausanne, Switzerland. Patients are assessed upon admission, and
at 1-, 3- and 12- month follow-ups. Inpatient therapy is a manualized brief intervention, combining the virtues of
inpatient setting and of time-limited dynamic therapies (focal orientation, fixed duration, resource-oriented
interventions). Treatment-as-usual represents the best level of practice for a minimal treatment condition usually
proposed to inpatients. Final analyses will follow an intention—to-treat strategy. Depressive symptomatology is the
primary outcome and secondary outcome includes measures of psychiatric symptomatology, psychosocial role
functioning, and psychodynamic-emotional functioning. The mediating role of the therapeutic alliance is also
examined. Allocation to treatment groups uses a stratified block randomization method with permuted block. To
guarantee allocation concealment, randomization is done by an independent researcher.

Discussion: Despite the large number of studies on treatment of depression, there is a clear lack of controlled
research in inpatient psychotherapy during the acute phase of a major depressive episode. Research on brief
therapy is important to take into account current short lengths of stay in psychiatry. The current study has the
potential to scientifically inform appropriate inpatient treatment. This study is the first to address the issue of the
economic evaluation of inpatient psychotherapy.

Trial registration: Australian New Zealand Clinical Trial Registry (ACTRN12612000909820)
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Background

Depression is the largest contributor to the burden of
disease in high-income countries, with further increase
expected [1]. Depression may not respond to outpatient
treatment and may be so severe that hospital stay may
be needed [2,3]. Patients with severe symptoms benefit
more from acute inpatient treatment than from day-
hospital care [4]. Symptom improvement during first
inpatient treatment is a significant predictor of the
cumulative length of inpatient stay and the number
of inpatient episodes over five years [5]. Those results
are consistent with more recent literature that recom-
mends an intensive inpatient acute treatment of depres-
sion [3,6].

Due to the shift of locus of mental health care in most
Western countries towards outpatient care, research on
role and content of acute intensive inpatient psychiatric
care have received limited attention [7]. The vast
majority of depressed inpatients receive pharmacother-
apy, but receive psychotherapy less frequently [8-10].
Several meta-analyses support the advantage of combining
pharmacotherapy and psychotherapy to treat outpatients
with severe or complex depressive disorders [11-15]. The
only review of combined therapy for depressed inpatients
concluded that combined treatment appeared advanta-
geous in therapy-resistant, chronic and severe forms of
depressive disorders [16]. Its generalizability is limited by
relatively small sample sizes and heterogeneity in diag-
nosis of depression, though. The best well-controlled
study available in this field of research compared inter-
personal psychotherapy and pharmacotherapy vs. pharma-
cotherapy and clinical management for 124 inpatients
with major depressive disorder. This randomized con-
trolled trial showed that inpatient depression-specific
psychotherapy augmented pharmacotherapy [6].

Meta-analysis and mega-analysis findings support the
efficacy of brief psychodynamic therapy for outpatient
with depression [17-19]. While yet unsufficient, research
on efficacy and effectiveness of psychodynamic psycho-
therapy as a inpatient treatment of depression gives some
indications to foster examination of its validity. In a
review of 9 German studies, inpatient psychotherapy,
mostly psychodynamic, demonstrated good efficacy (aver-
age effect size, d = 0.84). Depression and obsessive-
compulsive disorders showed the best results, but usually
for psychotherapies of longer duration [20]. One cohort
study on a sample of 83 consecutive inpatients examined
the outcomes of short-term psychodynamic inpatient
psychotherapy. Over the course of the 4 weeks of
treatment, distress returned to normal range for 64% of
patients and remained stable one year later [21]. This
study had two major limitations. It was a complete ana-
lysis and it did not compare the treatment to a valid
comparator. Based on a randomized control trial with a
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two parallel group design, one study explored the effi-
cacy of an interpersonal brief (5 weeks) and intensive
(15 individual and 8 group sessions) psychotherapy
program combined with pharmacotherapy compared to
medication and clinical management. Response rate
(70% vs 51%) and remission rate (49% vs. 34%) were
higher for psychotherapeutic group at discharge; after
the three-month follow-up the relapse rate (3% wvs.
25%) also favored the psychotherapeutic group; finally
between treatment effect sizes evolved from moderate
(at discharge) to large during the follow-up period (3 and
12 months) [6]. Results for a subsample of 45 patients
with chronic depression revealed also a significantly
greater reduction of depressive symptoms, as well as
better global functioning [6,22].

Little systematic research has been conducted into the
ideal dosage of brief psychotherapy. Evidence come from
the outpatient setting. Between 12 and 18 sessions of
therapy are required for 50% of patients to improve,
according to a clinical significance perspective [23].
The Second Sheffield Psychotherapy Project found that
16 sessions were significantly more effective than 8 ses-
sions for patients with severe depression [24]. The nature
of the change aimed at should be taken into account,
however [23]. Recovery from maladaptive interpersonal
patterns, for example, typically requires higher doses of
psychotherapy than does recovery from symptoms of
depression or broader distress [25]. Changes at four
weeks of inpatient psychotherapy are equivalent to a
one-year follow-up for psychological distress but not
for interpersonal problems [6,26].

Inpatient psychiatric treatment has been under great
economic pressure to cut costs with the result of de-
crease in length of stay [27,28]. The brevity of inpatient
stay has lead to discard psychotherapy and hindered
examination of its potential cost-effectiveness. Research
in outpatient care has found that although the cost of
combination therapy in the initial treatment is substan-
tially higher, these costs are in part offset by lower sub-
sequent treatment costs [29-31]. Improvement during
the acute phase of treatment is important because it is
associated with lower subsequent costs across the full
range of mental health and general medical services [32].
Currently there is no study done on the economicity of
inpatient psychotherapy for depression.

In summary, current state of research support the
need for well-controlled trials to examine the effective-
ness and cost-effectiveness of inpatient acute treatment
of depression, including adjunctive brief dynamic ther-
apy to augment pharmacological treatment.

Objectives
The first purpose of the study is to estimate the relative
efficacy of combined inpatient brief psychodynamic
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psychotherapy (IBPP) and pharmacotherapy compared
to medication and clinical management on short- and
long-term outcomes of inpatients with severe, recurrent
or chronic depression (including so-called treatment-
resistant) according to the DSM-IVTR. The second
objective is to study the cost-effectiveness and the cost-
utility of the IBPP. The third objective is to document
the specific and the combined influence of the thera-
peutic alliance with the individual psychotherapist and
with the clinical team as mediators of patient’s change.

Methods/Design

Study design

This trial is registered as: “Efficacy of an adjunctive brief
psychodynamic psychotherapy compared to treatment-
as-usual for psychiatric inpatients with unipolar major
depressive episode” at the Australian New Zealand
Clinical Trial Registy (ACTRN12612000909820). It has
been peer-reviewed in the successful funding selection
process by the Swiss National Science Foundation (Grant
32003B_135098/1). This protocol proposes a one month
randomized controlled trial (RCT) with a 12-month natur-
alistic follow-up. Figure 1 illustrates the two parallel group
design where patients included in the study are rando-
mized either to (1) the intervention group (adjunctive
short-term dynamic psychotherapy, IBPP), or to (2) the
control treatment group, which represents the best level
of practice for a minimal treatment condition usually
applied to hospitalized patients (treatment-as-usual, TAU).
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After the one month period, patients will be referred to
continuation treatment as usual.

Ethics approval
Ethics approval was granted by the Ethics Committee
of the University of Lausanne (12/04/2010).

Inclusion and exclusion criteria

All patients admitted in the university psychiatric
hospital section specialized for the treatment of mood,
anxiety and personality disorders are eligible to partici-
pate in the study if they meet the following inclusion
criteria: (1) Age 18-65 years old; (2) unipolar major
depressive episode; (3) Montgomery-Asberg Depression
Rating Scale > 18; (4) sufficient mastery of the French
language.

Exclusion criteria are: (1) Any organic medical disorder,
or persistent substance use/dependence which might
affect brain function (memory, level of consciousness,
cognitive abilities) thereby impairing the individual from
participating and benefiting from psychotherapy; (2) A
psychotic disorder which makes a pronounced break in
reality testing chronically or intermittently likely, such as
schizophrenia, delusional disorder, or bipolar manic-
depression (Type I); (3) Any of the following which are
considered unlikely to benefit from either treatment:
axis II paranoid, schizoid or schizotypal, and borderline
personality disorder, which are considered either contra-
indicated for some treatments, or unlikely to respond
[33]; antisocial personality characterized by frequent

Screening
(during the first 3 days of hospitalization)

Inclusion
(during the first week of hospitalization)

| Informed consent |

Baseline measures
(at admission)
I
Intent to treat sample
treatment-as-usual and
adjunctive psychotherapy
I

‘ Outcome measures ’

(at 1 month )
v
[ Follow-up 1 (3 months) ]
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[ Follow-up 2 (12 months) ]

Figure 1 Flow chart of the research plan.
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lying, lack of guilt or remorse or history of volatile
aggressiveness or violence; recent suicide attempts
necessitating residential or day treatment and acute risk
for suicide; other principal axis I disorder; severe cogni-
tive impairment; previous absence of response to the
study treatments.

Power calculation

Based on previous studies, at least moderate effect sizes
of psychodynamic psychotherapy on patient outcome
(e.g. £ = .25 for severity of depressive symptomatology)
could be expected. Power analysis (with two-tailed alpha
set at .05 and a power of .80) for repeated measure
ANOVA indicates that 108 patients (54 in each group)
are sufficient to detect the expected effects [34]. With
22% of non-completers, an intent-to-treat sample of
138 patients (69 in each group) is required in order
to have a completer sample of 108 patients. All ana-
lysis will be done on the two samples.

Intervention and comparator

Psychosocial Treatment-As-Usual (TAU)

A manual (Preisig M, Lustenberger Y, Fassassi Gallo S,
Ambresin G, Viani I, Saraga M, Quément B: Manuel du
traitement psychiatrique intégré (Treatment-as-usual)
du patient déprimé hospitalisé, Unpublished manuscript,
Institute for Psychotherapy, Centre Hospitalier Universi-
taire Vaudois and University of Lausanne; 2007) which
follows the Practice guideline for the treatment of
patients with Major Depression of the American Psychi-
atric Association [2], contains all the treatments and pro-
cedures offered to patients. Treatment includes: (1) A
first interview of 45 minutes to define a treatment plan
made up of patient’s, nurses, medical, and social objec-
tives. Therapeutic staff meets once a week to adapt it;
(2) Supportive interventions of 20 to 25 minutes (clinical
management), addressing psychopharmacological issues
when necessary, delivered twice a week by a psychiatric
resident; (3) Weekly two 30-minute encounters with nurses
aiming at developing the patient’s psycho-educational skills,
empowerment, and individualized treatment; (4) 6 psychoe-
ducation group sessions; (5) Social workers, ergo-, physio-,
and art-therapist interventions integrated into the treat-
ment as required by the patient’s needs; (6) Pharmacother-
apy following the rules of the World Federation of
Societies of Biological Psychiatry [35].

Inpatient Brief Psychodynamic Psychotherapy (IBPP)

Our manualized intervention model proposes a brief
psychodynamic intervention program in 12 sessions
over 4 weeks (Ambresin G, de Coulon N, Despland
JN: Traitement psychodynamique bref de la dépression
pour patient hospitalisé, Unpublished manuscript, Insti-
tute for Psychotherapy, Centre Hospitalier Universitaire
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Vaudois and University of Lausanne; 2008). Ses-
sions are 45 minutes long. It is based on the
Bush, Rudden & Shapiro (2004) manual of psycho-
dynamic treatment of depression to help the therapy
focalize on relevant depression foci [36]. For transfe-
rence, personality organization and conflictual themes
the intervention is based on Despland, Michel, & de
Roten (2010) manual on brief psychodynamic psycho-
therapy. Both manuals were adapted to the brief in-
patient setting [37]. Put briefly, the 12-session
psychotherapy approaches the crisis in the patient’s
intrapsychic and interpersonal equilibrium that led to
a hospital admission, within the context of depression
[38]. It focuses on both the patient’s conscious and
unconscious motives for admission. The initial hy-
pothesis is based on the dynamic relationship estab-
lished between the therapist and the patient during
the first three sessions (pre-transference), on the
patient’s present crisis, and on the dynamics that form
the core of his/her depressive episode. Following ses-
sions focalize further on helping the patient to gain a
better understanding of the psychological factors that
led to the emergence of depressive symptoms and to ad-
dress his/her vulnerability to those dynamics. Final
sessions address the patient’s feelings and fantasies
about termination as well as the decision regarding a
therapy of longer duration or long-term psychiatric
treatment if necessary.

Outcome measures

As recommended in meta-analytic reviews, various
broad areas of patient’s functioning are assessed in-
cluding (1) psychopathology, (2) personality, social role
and quality of life, and (3) dynamic functioning which
may underlie impaired functioning and contribute to
vulnerability to psychiatric disorders [33]. Validated
French version is available for each of the following
questionnaires. Questionnaires are filled in with the
help of a research assistant. Due to their depressive
symptomatology, patients may face some difficulties
with self-report questionnaires. Therefore we have
restricted the total number of items included in the as-
sessment battery.

Psychopathology

Depression Depressive symptoms are the primary out-
come. This is assessed by two instruments: (1) The
Montgomery-Asberg Depression Scale (MADRS; [39]),
a clinician rating measure in 10 items, which serves as
our primary outcome measure, and (2) the self-rated
version of the Inventory of Depressive Symptom (QIDS-
SR;¢; [40]), a 16-item self-report measure of depressive
symptoms. To allow for Kaplan-Meyer estimates of speed
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of response, MADRS is done on a weekly basis. The
Depressive Experience Questionnaire (DEQ; Blatt S,
D’Afflitti J, Quinlan DM: Depressive Experiences Ques-
tionnaire, Unpublished research manual, Yale University;
1979) assesses a wide range of life experiences often
reported by depressed individuals but not considered
symptoms of depression. Its well-established factor struc-
ture measures two primary dimensions: interpersonal
relatedness and self definition.

Distress The Brief Symptom Inventory (BSL [41])
derived from the Symptom Check-List (SCL-90-R) is a
widely used self-report measure of distress and psychi-
atric symptoms; the Global Assessment of Functioning
(GAF) is a numeric scale (0 through 100) used by an in-
dependent coder to rate the social, occupational and
psychological level of functioning.

Diagnosis The Diagnostic Interview for Genetic Studies
(DIGS; [42]) is used to collect diagnostic information.
This instrument enables the collection of extensive in-
formation on the course of psychiatric conditions in-
cluding mood and anxiety disorders. An updated version
of the DIGS includes DSM-1V criteria [43]. The reliabil-
ity of the French version was established in Lausanne for
major mood and psychotic disorders [44].

Early trauma Early childhood trauma is recognized
as the best predictor of response to psychotherapy
for severely depressed patients [45]. The childhood
Trauma Questionnaire Short-Form (CTQ-SF; [46]) pro-
vides a quick, multidimensional, retrospective measure
of childhood trauma with sound reliability and validity
characteristics.

Emotions Measured prior to therapy, alexithymia was
shown to be the best predictor of residual symptoms in
depressed patients who respond to short-term psycho-
therapy [47]. Alexithymia and other problematic patterns
of emotion processing is assessed by the Dimensions of
Emotional Openness (DOE; [48]).

Psychosocial role functioning

Interpersonal problems The Inventory of Interpersonal
Problems (IIP; [49]) is a self-report measure of problems
in interpersonal relationships, which is widely used in
psychotherapy research. We use the short version in 12
items and the main outcome is the total item-mean [50].

Social adjustment The Social Adjustment Scale Self-
Report (SAS-SR; [51]) assesses six areas of functioning
including work, social and leisure, extended family,
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intimate relations (e.g., spouse), parents, and family unit,
each on a six-point scale.

Dynamic personality functioning

Psychodynamic diagnosis and change The Operatio-
nalized Psychodynamic Diagnosis is a form of multiaxial
diagnostic system based on five axes: I = experience of
illness and prerequisites for treatment, II = interpersonal
relations, III = conflict, IV = structure and V = mental
and psychosomatic disorders [52]. To measure change in
this domain, we use the Heidelberg Structural Change
Scale (HSCS). Studies on content, criterion, and con-
struct validity indicate good validity for the individual
axes [53].

Defensive functioning The Defense Mechanism Rating
Scales (DMRS; [54]) is an observer-rated method for
quantitative ratings of 28 defense mechanisms. The
Overall Defensive Functioning (ODF) score then sum-
marizes the adaptive level of defensive functioning,
which is capable of detecting change over time, and pre-
dicts improvement in major depressive episodes [55].

Therapeutic alliance Inpatient setting requires differen-
tiating between two different forms of alliance. Alliance
with the individual therapist is assessed by the short
form of the Working Alliance Inventory Short-Form
(WAI-SF) in a revised version [56]. Alliance with the
treatment team is assessed by the Inpatient Treatment
Alliance Scale (I-TAS; [57]). For both instruments, we
use the patient self-rated version.

Cost-effectiveness data

Collection and management of the economic data are
fully integrated into the clinical data. Data will be
assessed at baseline (by ad hoc retrospective question-
naire), discharge (1 month), and at follow-up after
3 months and 12 months. Measures include:

Costs Information will be collected on inpatient and
outpatient direct costs (hospitalizations, emergency de-
partment visits, outpatient psychiatrist, psychotherapist,
physician, and other health care providers, and psycho-
tropic and nonpsychotropic prescriptions) and indirect
costs (productivity loss).

Quality of life (cost-utility analysis)

European Quality of Life-5 dimensions (EQ-5D) is a
short standardized patient-rated instrument measuring
health-related quality of life. The EQ-5D provides two
important aspects: a descriptive profile based on five
dimensions including mobility, self-care, usual activities,
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pain/discomfort, anxiety/depression, and a valuation of
the profile by a visual analogue scale (EQ VAS).

Follow-up data (after 3 and 12 months)

Following termination of the active phase of treatment
(after the 4 weeks of psychotherapy or at discharge from
hospital), the vast majority of the patients are referred to
an outpatient unit for additional treatment or referred to
appropriate clinical services. In addition to the question-
naires, data is gathered concerning symptomatology, the
type and dose/frequency of pharmacological and psycho-
social ambulatory treatments, re-hospitalizations using the
Longitudinal Interval Follow-up Examination (LIFE; [58]).

Treatment integrity

Recording and transcription

All individual therapy sessions are audiotaped. Selected
sessions (1 early session — between Ss 2 to 4 and 1 late
session — between Ss 8 to 11) will be transcribed using a
standardized transcription method [59]. Adherence and
competence to IBPP will be assessed on selected sessions
with the following instruments: (1) The Psychotherapy
Process Q-Set (PQS ; Jones EE: Manual for the Psy-
chotherapy Process Q-set. Unpublished manuscript,
Berkeley, CA: University of California; 1975; [60]), a
rating scale assessing characteristic elements of a thera-
peutic session. which can be compared with the ideal
prototype of specific therapeutic methods (i.e., psycho-
analytic, cognitive-behavioral, family-systemic, brief psy-
choanalytic) An expert PQS prototype specific to the
IBPP will be developed and compared to the interper-
sonal and CBT prototypes [61]; (2) The Psychodynamic
Intervention Rating Scale (PIRS; Cooper S, Bond M:
Manual for the Psychodynamic Intervention Rating
Scale, Unpublished manuscript. Montreal: Institute of
Community and Family Psychiatry, Sir Mortimer B.
Davis - Jewish General Hospital; 2006), an instrument
elaborated specifically to investigate psychoanalytic psy-
chotherapies. It allows to distinguish interpretative inter-
ventions from other types of intervention, and to assess
the depth of understanding of interpretations on a five-
point scale.

Therapists’ selection and training

All psychotherapists (N between 10 and 15) are resident
psychiatrists in an advanced or completed stage of a
4-year psychotherapy training program in psychodynamic
psychotherapy and having attended training in brief psy-
chodynamic psychotherapy and IBPP. The IBPP training
course lasts two years (two hours weekly). The first year
includes theoretical presentation, role playing and case
presentation. The second year is devoted to group super-
vision. Training is delivered by three expert trainers of
the Lausanne University Medical School, who are agreed
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supervisors for the psychodynamic psychotherapy and
authors of the IBPP manual.

Supervision

For the IBPP group, each therapist benefits from one
individual supervision each week, delivered by the same
three expert therapists that give the training. For the
TAU group, each psychiatrist will benefit from one hour
of individual supervision each week carried out by an
experienced psychiatrist of the unit.

Procedure

Data collection site

The hospital section specialized for the treatment of
mood, anxiety and personality disorders is a 40-bed unit,
which is part of the Department of Psychiatry of the
University of Lausanne. Patients are treated in a time-
limited program (mean duration stay = 26.2 days;
median = 20 days). This period is considered sufficient to
work through the crisis situation and its determinants
and to provide for adequate follow-up treatment refer-
ral when necessary. The length of the patient stay is
determined by the clinical staff, independently of the
research, i.e. the time of discharge does not depend on
the completion of psychotherapy, or after one month
for the comparison group. Only the post-treatment
measurement will be after one month, which is anyway
close to the mean patient stay (26.2 days).

Patients recruitment

All patients hospitalized in the clinical unit with a diag-
nosis of major unipolar depression are referred to the
project, interviewed for eligibility by a research assistant
(RA) and then given the intake assessment battery.
Patients giving informed consent (to be randomly assigned
to one of the treatment settings; to participate in the diag-
nostic and psychometric procedure; to agree, if necessary,
that psychotherapy sessions are audio recorded; and to
take part in the follow-up measurements) are then ran-
domized in one of the two treatment groups. Assessment
with the same instruments are also done after one month
of treatment (in a in- or partially out-patient setting),
then after 3 months and 12 months follow-up. Cases will
be considered as dropout if they had less than 5 sessions.
Study is currently continuing follow-up. It is closed to
recruitment of participants (as of June 2012).

Randomization

Allocation to treatment groups is done using a strati-
fied block randomization method with permuted block
(available at www.randomization.com). Three stratifica-
tion variables are used to ensure treatment balance [62]:
age (two levels: x<=40<y), gender (two levels: M/F), and
chronicity - that full criteria for a Major Depressive
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Episode have been continuously met for at least
2 years (two levels: Y/N).

Blinding

To guarantee allocation concealment, randomization
was done by a totally independent researcher, and each
allocation was given to the recruiting RA in a sealed
envelope prior to seeing a new patient. The envelope
was opened if and only if the patient is included in
the protocol. Observers are blinded to treatment arm.

Rater training

DIGS are done by experienced raters working at the
Epidemiology and Psychopathology Research Unit, direc-
ted by one co-applicant (Prof. M. Preisig). Extensive
training is provided for the MADRS (one hour weekly
during three months) for the RAs. At the end of the
training, an inter-rater reliability of at least ICC(2,1) > .75
should be reached. Inter-rater reliability will be calcu-
lated for 20% of the cases. All raters are blind of the
clinical data.

Data analysis
Final analyses will follow an intention-to-treat strategy
comparing patients in the groups to which they were
originally randomized. Clinical Significance method will
be used to estimate rates of response (reliable improve-
ment), remission (clinical significance), recovery (main-
tained clinical significance) and relapse (deterioration)
[63]. For short-term outcome, repeated-measure ana-
lyses of variance (ANOVA) and analyses of covariance
(ANCOVA - controlling for pretreatment scores and
patient’s age) will be used on all outcome measures. For
long-term outcome, linear mixed-effects models will be
preferred, as well as for therapist and alliance effects on
outcome [64]. Last Observation Carried Forward (LOCF)
will be used for missing data when appropriate. Latent
class analysis (using Latent Gold 4.5) will be done to
explore the effect of moderating variables.
Cost-effectiveness analysis will be done in collaboration
with the Institute of Health Economics and Management
(IHEM) of the University of Lausanne. An economist at
the IHEM will be in charge of the data analysis. The eco-
nomic evaluation will be conducted from the perspective
of the health system. Primary outcome will be remission
in depressive symptomatology at 12 months. The com-
prehensively measured service costs between the two
treatments will be compared with the difference in
change in the primary outcome measure and with the
difference between the treatments in QALYs gained.

Discussion
Despite the large number of studies on treatment of
depression, there is a clear lack of controlled research
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in inpatient psychotherapy during the acute phase of a
major depressive episode. Research on brief therapy is
important to take into account current short lengths
of stay in psychiatry. The current study has the poten-
tial to scientifically inform appropriate inpatient treat-
ment. Psychodynamic psychotherapy has shown some
promising signs of efficacy but more controlled studies
are strongly needed in order to be empirically validated
[65]. This is a very important issue, at least for European
countries like Switzerland, France or Germany where
psychoanalytic psychotherapy remains the most prac-
ticed form of therapy. It may also provide indications of
appropriate inpatient treatment to countries where in-
patient psychiatric research has become difficult due to
economic pressure. As for antidepressant drugs and vari-
ous types of psychotherapy, psychodynamic psychother-
apy is unlikely to be a universal therapy for depression
and progress depends on identifying its most appropriate
ecological niche [66].

This study is the first to address the issue of the eco-
nomic evaluation of inpatient psychotherapy. Psycho-
therapy is costly in time and money; thus evidence of
the cost-effectiveness and cost-utility of a short adjunct-
ive psychotherapy as an alternative treatment to longer
hospitalization or outpatient aftercare would be an
important healthcare finding.

The project has a direct impact on the functioning
of the inpatient clinical unit. The implementation of a
manualized practice (for psychotherapy and psychiatric
treatment-as-usual) will help to improve the organization
of the inpatient care and to better structure the clin-
icians’ training.

Strengths and limitations

This research has notable strength in its randomized
controlled design. It compares the intervention to the
state-of-the-art inpatient treatment of depression [10].
Treatments are manualized and adherence to the psy-
chotherapy is monitored. Most important potential con-
founders predicting depression outcome are assessed.
Despite these strengths, this research has some import-
ant limitations. It doesn’t compare the intervention to
another active treatment. The intervention is added to
the treatment-as-usual. One might argue that patient in
the intervention arm will get more therapeutic attention.
However, from a quantitative point of view, 12 hours of
therapy over 4 weeks of hospitalisation doesn’t add
much of therapeutic attention. Furthermore, we believe
it would be unethical to compare psychotherapy and
clinical management to medication and clinical manage-
ment. First, medication and clinical management is
probably the most used treatment for inpatients with
major depressive episode. Second, evidence suggest
that a combined treatment is recommended for severe
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depression [6,18]. The 12-month follow-up is naturalistic.
Most patients will benefit of ongoing pharmacological
and/or psychotherapeutic treatment in both groups after
hospital discharged.

Future research
Within a total health care delivery system, it is important
to optimize the integration of inpatient and outpatient ser-
vices. The next step in this project will be to select
patients according to their response to the inpatient treat-
ment and control for the outpatient psychotherapeutic
after-care, as this has been neglected up till now [21].
From a research perspective, if some evidence that
IBPP is effective were to be found, it would then be inter-
esting to have a better understanding of the processes by
which IBPP achieves its results. The data gathered in this
trial will constitute a “gold mine” for process-outcome
studies in psychodynamic psychotherapy.

Abbreviations
IBPP: Inpatient Brief Psychodynamic Psychotherapy; TAU: Treatment-as-usual.

Competing interests

All authors declare that: (1) No author has support for the submitted work;
(2) Authors have no relationships that might have an interest in the
submitted work in the previous 3 years; (3) their spouses, partners, or
children have no financial relationships that may be relevant to the
submitted work; and (4) Authors have no non-financial interests that may be
relevant to the submitted work.

Authors’ contributions

JND had the idea of the research. YdR, JND and GA jointly formulated the
research question. YdR, JND, GA and MP collaboratively developed the
design and implemented the trial. JIND and MP assured the strategic
coordination of the project, while GA coordinated research and clinical
teams. YdR wrote the research protocol and GA drafted the manuscript of
this article. MP drafted the manual for pharmacotherapy. GA drafted the
manual for psychotherapy. YdR defined the statistical methods. YdR
supervised data collection and data entry. All authors read and approved the
manuscript.

Acknowledgements

This study is funded by a grant of the Swiss National Science Foundation
(Grant No 32003B-135098). The Foundation has peer-reviewed and approved
the present protocol in the process of grant application. The funding is non-
commercial. The funding body has no role in study design; the collection,
analysis, and interpretation of data; the writing of the manuscript; or the
decision to submit this manuscript for publication.

We acknowledge the dedicated psychotherapists, psychiatry residents and
nursing staff for making this research possible. We thank the study
participants for their involvement in the trial. We also thank the IBPP
research team involved in the study: Ms Claudia Meystre, Ms Diana Ortega,
Ms Christelle Gay, Mr Laurent Berthoud and the casual research staff. We
especially thank Dr N. de Coulon whose involvement in supervision and in
the development of the psychotherapy were invaluable.

Author details

'Department of Psychiatry-CHUV, Centre for Psychotherapy Research,
University Institute of Psychotherapy, The University of Lausanne, Av. de
Morges 10, CH-1004, Lausanne, Switzerland. “Department of
Psychiatry-CHUV, Centre for Psychiatry Epidemiology and Psychopathology,
The University of Lausanne, Lausanne, Switzerland.

Received: 17 August 2012 Accepted: 26 October 2012
Published: 30 October 2012

Page 8 of 9

References

1. WHO: The global burden of disease: 2004 update. Geneva: World Health
Organization; 2008.

2. APA: Practice guideline for the treatment of patients with major depressive
disorder. 3rd edition. Arlington (VA): American Psychiatric
Association; 2010.

3. NICE: Depression: the treatment and management of depression in adults
(update). London: National Institute for Health and Clinical Excellence; 2009.

4. Priebe S, McCabe R, Schuetzwohl M, Kiejna A, Nawka P, Raboch J,
Reininghaus U, Wang D, Kallert TW: Patient characteristics predicting
better treatment outcomes in day hospitals compared with inpatient
wards. Psychiatr Serv 2011, 62(3):278-284.

5. Lauber C, Lay B, Roessler W: Length of first admission and treatment
outcome in patients with unipolar depression. J Affect Disord 2006,
93:43-51.

6. Schramm E, van Calker D, Dykierek P, Lieb K, Kech S, Zobel |, Leonhart R,
Berger M: An intensive treatment program of interpersonal
psychotherapy plus pharmacotherapy for depressed inpatients: acute
and long-term results. Am J Psychiatry 2007, 164(5):768-777.

7. Lelliott P: Acute inpatient psychiatry in England: an old problem and a
new priority. Epidemiol Psichiatr Soc 2006, 15(2):91-94.

8. Seemueller F, Riedel M, Obermeier M, Bauer M, Adli M, Kronmueller K,
Holsboer F, Brieger P, Laux G, Bender W, et al: Outcomes of 1014
naturalistically treated inpatients with major depressive episode. Fur
Neuropsychopharmacol 2010, 20(5):346-355.

9. Riedel M, Mueller H-J, Obermeier M, Adli M, Bauer M, Kronmueller K, Brieger
P, Laux G, Bender W, Heuser |, et al: Clinical predictors of response and
remission in inpatients with depressive syndromes. J Affect Disord 2011,
133(1-2):137-149.

10.  Schneider F, Harter M, Brand S, Sitta P, Menke R, Hammer-Filipiak U, Kudling
R, Heindl A, Herold K, Frommberger U, et al: Adherence to guidelines for
treatment of depression in in-patients. Br J Psychiatry 2005, 187:462-469.

11. Jakobsen JC, Hansen JL, Simonsen E, Gluud C: The effect of adding
psychodynamic therapy to antidepressants in patients with major
depressive disorder. A systematic review of randomized clinical trials
with meta-analyses and trial sequential analyses. J Affect Disord 2012,
137(1-3):4-14.

12. de Maat SM, Dekker J, Schoevers RA, De Jonghe F: Relative efficacy of
psychotherapy and combined therapy in the treatment of depression: a
meta-analysis. Eur Psychiatry 2007, 22:1-8.

13. Hollon SD, DeRubeis RJ, Shelton RC, Amsterdam JD, Salomon RM,
O'Reardon JP, Lovett ML, Young PR, Haman KL, Freeman BB, et al:
Prevention of relapse following cognitive therapy vs medications in
moderate to severe depression. Arch Gen Psychiatry 2005, 62(4):417-422.

14. Pampallona S, Bollini P, Tibaldi G, Kupelnick B, Munizza C: Combined
pharmacotherapy and psychological treatment for depression: a
systematic review. Arch Gen Psychiatry 2004, 61(7):714-719.

15.  Vittengl JR, Clark LA, Dunn TW, Jarrett RB: Reducing relapse and
recurrence in unipolar depression: a comparative meta-analysis of
cognitive-behavioral therapy's effects. J Consult Clin Psychol 2007,
75(3):475-488.

16.  Huber TJ: Stationare depressionsbehandlung. Soll man Psychotherapie
und Medikamente kombinieren? Der Nervenarzt 2005, 76(3):270-277.

17. Driessen E, Cuijpers P, de Maat SCM, Abbass AA, de Jonghe F, Dekker JJM:
The efficacy of short-term psychodynamic psychotherapy for depression:
a meta-analysis. Clin Psychol Rev 2010, 30(1):25-36.

18. de Maat S, Dekker J, Schoevers R, van Aalst G, Gijsbers-van Wijk C,
Hendriksen M, Kool S, Peen J, Van R, de Jonghe F: Short psychodynamic
supportive psychotherapy, antidepressants, and their combination in the
treatment of major depression: a mega-analysis based on three
randomized clinical trials. Depress Anxiety 2008, 25(7):565-574.

19.  Leichsenring F: Comparative effects of short-term psychodynamic
psychotherapy and cognitive-behavioral therapy in depression: a meta-
analytic approach. Clin Psychol Rev 2001, 21(3):401-419.

20. Franz M, Janssen P, Lensche H, Schmidtke V, Tetzlaff M, Martin K, Woller W,
Hartkamp N, Schneider G, Heuft G: Effekte stationarer psychoanalytisch
orientierter Psychotherapie - eine Multizenterstudie. Z Psychosom Med
2000, 46:242-258.

21. Beutel ME, Hoeflich A, Kurth R, Brosig B, Gieler U, Leweke F, Milch WE,
Reimer C: Stationare Kurz- und Langzeitpsychotherapie - Indikationen,
Ergebnisse, Pradiktoren. Z Psychosom Med Psychoanal 2005, 51(2):145-162.



Ambresin et al. BVIC Psychiatry 2012, 12:182
http://www.biomedcentral.com/1471-244X/12/182

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

Schramm E, Schneider D, Zobel |, van Calker D, Dykierek P, Kech S, Harter M,
Berger M: Efficacy of interpersonal psychotherapy plus pharmacotherapy
in chronically depressed inpatients. J Affect Disord 2008, 109(1-2):65-73.
Hansen NB, Lambert MJ, Forman EM: The psychotherapy dose-response
effect and its implications for treatment delivery services. Clin Psychol Sci
Pract 2002, 9(3):329-343.

Barkham M, Rees A, Stiles WB, Shapiro DA, Hardy GE, Reynolds S: Dose-
effect relations in time-limited psychotherapy for depression. J Consult
Clin Psychol 1996, 64(5):927-935.

Kopta SM, Howard K, Lowry JL, Beutler LE: Patterns of symptomatic
recovery in psychotherapy. J Consult Clin Psychol 1994, 62(5):1009-1016.
Franke GH, Hoffmann T, Frommer J: Entspricht die Symptombesserung
vier Wochen nach Behandlungsbeginn dem Erfolg in der Ein-Jahres-
Katamnese? Z Psychosom Med Psychoanal 2005, 51(4):360-372.

Liptzin B, Gottlieb GL, Summergrad P: The future of psychiatric services in
general hospitals. Am J Psychiatry 2007, 164(10):1468-1472.

Markowitz JC: A letter from America: rescuing inpatient psychiatry. Evid
Based Ment Health 2008, 11(3):68-69.

Simon J, Pilling S, Burbeck R, Goldberg D: Treatment options in moderate
and severe depression: decision analysis supporting a clinical guideline.
Br J Psychiatry 2006, 189(6):494-501.

Guthrie E, Moorey J, Margison F, Barker H, Palmer S, McGrath G, Tomenson
B, Creed F: Cost-effectiveness of brief psychodynamic-interpersonal
therapy in high utilizers of psychiatric services. Arch Gen Psychiatry 1999,
56(6):519-526.

Burnand Y, Andreoli A, Kolatte E, Venturini A, Rosset N: Psychodynamic
psychotherapy and clomipramine in the treatment of major depression.
Psychiatr Serv 2002, 53(5):585-590.

Simon GE, Khandker RK, Ichikawa L, Operskalski BH: Recovery from
depression predicts lower health services costs. J Clin Psychiatry 2006,
67(8):1226-1231.

Perry JC, Banon E, lanni F: Effectiveness of psychotherapy for personality
disorders. Am J Psychiatry 1999, 156(9):1312-1321.

Faul F, Erdfelder E, Lang AG, Buchner A: G*Power 3: a flexible statistical
power analysis program for the social, behavioral, and biomedical
sciences. Behav Res Methods 2007, 39(2):175-191.

Bauer M, Whybrow PC, Angst J, Versiani M, Moller HJ: World Federation of
Societies of Biological Psychiatry (WFSBP) guidelines for biological
treatment of unipolar depressive disorders, Part 1: acute and
continuation treatment of major depressive disorder. World J Biol
Psychiatry 2002, 3(1):5-43.

Busch F, Rudden M, Shapiro T: Psychodynamic treatment of depression
[electronic resource] / Fredric N. Busch, Marie Rudden, Theodore Shapiro. st
edition. Washington, DC: American Psychiatric Pub; 2004.

Despland JN, Michel L, de Roten Y: Intervention Psychodynamique Bréve (Brief
Psychodynamic Intervention). Paris: Elsevier-Masson; 2010.

Clercq M, Lebigot F: Les traumatismes psychiques. Paris: Masson; 2001.
Montgomery SA, Asberg M: A new depression scale designed to be
sensitive to change. Br J Psychiatry 1979, 134:382-389.

Corruble E, Legrand JM, Duret C, Charles G, Guelfi JD: IDS-C and IDS-sr:
psychometric properties in depressed in-patients. J Affect Disord 1999,
56(2-3):95-101.

Derogatis LR, Spencer MS: The Brief Symptom Inventory (BSI): Administration,
scoring, and procedures manual -1. Baltimore: Johns Hopkins University
School of Medicine, Clinical Psychometrics Research Unit; 1982.
Nurnberger JI Jr, Blehar MC, Kaufmann CA, York-Cooler C, Simpson SG,
Harkavy-Friedman J, Severe JB, Malaspina D, Reich T: Diagnostic interview
for genetic studies. Rationale, unique features, and training. NIMH
Genetics Initiative. Arch Gen Psychiatry 1994, 51(11):849-859.

Initiative NMG: DIGS (updated version). Bethesda: NIMH; 1995.

Preisig M, Fenton BT, Matthey ML, Berney A, Ferrero F: Diagnostic interview
for genetic studies (DIGS): inter-rater and test-retest reliability of the
French version. Eur Arch Psychiatry Clin Neurosci 1999, 249(4):174-179.
Nemeroff CB, Heim CM, Thase ME, Klein DN, Rush AJ, Schatzberg AF, Ninan
PT, McCullough JP Jr, Weiss PM, Dunner DL, et al: Differential responses to
psychotherapy versus pharmacotherapy in patients with chronic forms
of major depression and childhood trauma. Proc Natl Acad Sci 2003,
100(24):14293-14296.

Bernstein DP, Stein JA, Newcomb MD, Walker E, Pogge D, Ahluvalia T,
Stokes J, Handelsman L, Medrano M, Desmond D, et al: Development and

Page 9 of 9

validation of a brief screening version of the Childhood Trauma
Questionnaire. Child Abuse Negl 2003, 27(2):169-190.

47.  Ogrodniczuk JS, Piper WE, Joyce AS: Alexithymia as a predictor of residual
symptoms in depressed patients who respond to short-term
psychotherapy. Am J Psychother 2004, 58(2):150-161.

48.  Reicherts M, Casellini D, Duc F, Genoud PA: L' « Ouverture émotionnelle »
dans les Troubles de la dépendance et les Troubles de la personnalité.
Ann Med Psychol 2007, 165(7):485-491.

49.  Horowitz LM, Rosenberg SE, Baer BA, Ureno G, Villasenor VS: Inventory of
interpersonal problems: psychometric properties and clinical
applications. J Consult Clin Psychol 1988, 56(6):385-892.

50. Lutz W, Tholen S, Schiirch E, Berking M: Die Entwicklung, Validierung und
Reliabilitat von Kurzformen gangiger psychometrischer Instrumente zur
Evaluation des therapeutischen Fortschritts in Psychotherapie und
Psychiatrie. Diagnostica 2006, 52(1):11-25.

51. Weissman MM, Bothwell S: Assessment of social adjustment by patient
self-report. Arch Gen Psychiatry 1976, 33(9):1111-1115.

52. OPD: Operationalized psychodynamic diagnosis: OPD-2. Manual of diagnosis
and treatment planning. Seattle: Hogrefe & Huber Publishers; 2007.

53. Cierpka M, Grande T, Rudolf G, von der Tann M, Staschf M: The
operationalized psychodynamic diagnostics system: clinical relevance,
reliability and validity. Psychopathology 2007, 40(4):209-220.

54.  Perry JC, Guelfi JD, Despland J-N, Hanin B: Echelles dévaluation des
mécanismes de défense. Paris: Masson; 2004.

55. Hoglend P, Perry JC: Defensive functioning predicts improvement in
major depressive episodes. J Nerv Ment Dis 1998, 186(4):238-243.

56. Hatcher RL, Gillaspy JA: Development and validation of a revised short
version of the working alliance inventory. Psychother Res 2006,
16(1):12-25.

57. Blais MA: Development of an inpatient treatment alliance scale. J Nerv
Ment Dis 2004, 192(7):487-493.

58. Keller MB, Lavori PW, Friedman B, Nielsen E, Endicott J, McDonald-Scott P,
Andreasen NC: The longitudinal interval follow-up evaluation. A
comprehensive method for assessing outcome in prospective
longitudinal studies. Arch Gen Psychiatry 1987, 44(6):540-548.

59.  Mergenthaler E, Stigler M: Régles de transcription pour la recherche en
psychothérapie. Psychothérapies 1997, 17(2):97-104.

60. Kramer U, de Roten Y, Despland J: Do therapists do what they say they
will do? A comparison between ideal prototypes and actual practice in
several psychotherapeutic approaches. Prat Psychol 2005, 11(4):359-370.

61.  Ablon JS, Jones EE: Validity of controlled clinical trials of psychotherapy:
findings from the NIMH treatment of depression collaborative research
program. Am J Psychiatry 2002, 159(5):775-783.

62. Boland RJ, Keller MB: Course and outcome of depression. In Handbook of
depression. 2nd edition. Edited by Gotlib IH, Hammen CL. New York, NY:
Guilford Press; 2009:23-43.

63. Jacobson NS, Truax P: Clinical significance: a statistical approach to
defining meaningful change in psychotherapy research. J Consult Clin
Psychol 1991, 59(1):12-19.

64. Bryk AS, Raudenbush SW: Application of hierarchical linear models to
assessing change. Psychol Bull 1987, 101(1):147-158.

65. Leichsenring F, Rabung S: Zur Wirksamkeit psychodynamischer
Langzeittherapie bei komplexen psychischen Storungen. Der Nervenarzt
2009, 80(11):1343-1349.

66. Parker G, Roy K, Eyers K: Cognitive behavior therapy for depression?
Choose horses for courses. Am J Psychiatry 2003, 160(5):825-834.

doi:10.1186/1471-244X-12-182

Cite this article as: Ambresin et al.: Efficacy of an adjunctive brief
psychodynamic psychotherapy to usual inpatient treatment of
depression: rationale and design of a randomized controlled trial. BMC
Psychiatry 2012 12:182.




	Abstract
	Background
	Methods/Design
	Discussion
	Trial registration

	Background
	Objectives

	Methods/Design
	Study design
	Ethics approval
	Inclusion and exclusion criteria
	Power calculation
	Intervention and comparator
	Psychosocial Treatment-As-Usual (TAU)
	Inpatient Brief Psychodynamic Psychotherapy (IBPP)

	Outcome measures
	Psychopathology
	Psychosocial role functioning
	Dynamic personality functioning
	Cost-effectiveness data
	Quality of life (cost-utility analysis)
	Follow-up data (after 3 and 12 months)

	Treatment integrity
	Recording and transcription
	Therapists' selection and training
	Supervision

	Procedure
	Data collection site
	Patients recruitment
	Randomization
	Blinding
	Rater training

	Data analysis

	Discussion
	Strengths and limitations
	Future research

	Competing interests
	Authors' contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


