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General introduction

Chapter 1
In Western societies, current ageing trends create increasing populations of
elderly people. These elderly people are more and more contended with
affective disorders such as depression as has been shown in observational
studies,1 which also suggest that the course and the consequences of
affective disorders for elderly people are negative, particularly for major
depression.2 3 What can be done?
Due to the large number of elderly people and because of the complexity of
their disorders and related co-morbidity, it is quite difficult to provide
elderly people with major depression with adequate health care. In the
Netherlands the vast majority of elderly people consult their general
practitioners regularly. Maybe, improved access to integrated depression
care through general practice could offer a way forward. Furthermore, it is
not known whether screening of elderly people in primary care does
contribute to the improvement of the quality of life of elderly patients with
depression. In general a positive opinion to the usefullness of antidepressant
drugs in the treatment of elderly people with depression prevail, also in
primary care. This is the main background for initiating the clinical trial, the
West Friesland Study, presented and discussed in this thesis.
The most important elements regarding major depression in general practice
at the time of the preparation of the study-protocol (also essential parts of
the clinical trial presented in this thesis), are presented first. These include
diagnostic criteria of depression and diagnosis, screening, incidence and
prevalence, and treatment of (major) depression in general practice. Finally,
the structure of the thesis is presented.
Depression and diagnosis
Diagnostic criteria and diagnosis. In the past decade, increasing interest in
psychiatry and in the treatment of elderly patients has focussed more and
more on major depression. It is now recognised that major depression and
even depressive symptoms are associated with diminished functioning or
well-being and increased mortality.2 3
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Depression is a clinical concept that has been developed in secondary
psychiatric care on the basis of signs and symptoms present in referred
populations of younger adults. However, in the elderly, many of such
symptoms can also be interpreted as normal ageing effects, such as reduced
sleep. In the fourth edition of the Diagnostic and Statistical Manual of
mental disorders of the American Psychiatric Association (DSM-IV) nine
symptoms (see table page 12) are distinguished with which a number of
diagnoses can be made.4 Major depression should be diagnosed if five of the
these symptoms are consistently present almost every day during the past
two weeks and if items 1 or 2 are also positive.4 These symptoms are so
severe that the well-being and functioning of the patient is influenced in a
clinical relevant way. Finally, these symptoms should not be caused by a
somatic disease or acute mourning. Dysthymia relates to a depressed mood
the largest part of the day, present on most days, during at least two years
with at least two additional DSM-IV symptoms. Chronic depression is a
major depression, which is present for at least two years. Furthermore, the
DSM-IV distinguishes major depression with psychotic symptoms or with
melancholic symptoms. Minor depression is not distinguished separately in
the DSM-IV. In the literature, minor depression in most cases relates to the
presence of two DSM-IV symptoms. Minor depression is regarded as a
confusing diagnosis in general practice.5 Instead of minor depression a
symptom or problem diagnosis is preferred.
The DSM-IV distinguishes the severity of depression in mild, moderate or
severe. Yet, the criteria for this distinction appear arbitrary. In clinical
studies of depression the severity of depression is mostly rated with the
Hamilton Depression Rating Scale (HAM-D)6 or the Montgomery and
Åsberg Depression Rating Scale (MÅDRS)7.
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Table. DSM-IV criteria for major depression.
1. Dysphoria or depressed mood during the largest part of the
day, almost every day.
2. Anhedonia or loss of interest or pleasure in all or nearly
all activities during the largest part of the day, almost every day.
3. Insomnia or hypersomnia almost every day.
4. Change in appetite almost every day or change in weight.
5. Fatigue or loss of energy almost every day.
6. Psychomotor agitation or retardation.
7. Low self-esteem or guilt.
8. Poor concentration or indecisiveness.
9. Thoughts of death or suicidal ideation.
It is not easy and also not immediately evident to translate the DSM-IV
criteria to general practice and to elderly patients. Therefore, it remains
quite difficult to decide when treatment for depression is indicated. In 1994,
the Dutch College of General Practitioners (NHG) published their
guidelines for the diagnosis and treatment of depression in general practice.8
Depression is regarded as a syndromal diagnosis in which three or more of
the criteria in table 1 are present almost daily for at least during the past two
weeks. One of the symptoms mentioned 1 or 2 are obligatory. Mild
depression relates to the presence of 3 or 4 symptoms and severe depression
relates to the presence of 5 or more symptoms.
Based on the criteria mentioned in the table an instrument for the diagnosis
of depression in primary care was developed in the USA. This mood module
of the PRIMary Care Evaluation of Mental Disorders (PRIME-MD) is
advocated for use in general practice.9 A diagnosis of major depression can
be made if 5 symptoms are positive including item 1 or 2. The use of this
instrument is not very time-consuming as it takes some 4-5 minutes to
perform it.
12
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Screening. Before a diagnosis of depression is made it is sometimes
advocated to screen the population or the entire general practice population.
Screen-positive people are selected to take part in a specific diagnostic
interview, for instance with the PRIME-MD. In this way, it is assumed that
more people who actually have a depression will be recognized.
There are quite a few screening questionnaires for depression. The items of
these questionnaires contain both somatic and non-somatic elements, and in
some cases are based on the DSM-IV criteria. There are some difficulties in
applying the criteria of depression in screening of elderly people. Older
people quite often have somatic or psychiatric co-morbid conditions that
may influence the outcome. A questionnaire that was specifically developed
for elderly people is the 15-item version of the Geriatric Depression Scale.10
In this questionnaire, there are only a few somatic items that might interfere
with the outcome.
In the Netherlands screening in general is now not advocated for many
diseases because the yield in most cases is thought to be marginal and too
heavy a burden both for the patients as for the health care system.
Incidence and prevalence
The prevalence of major depression as it is encountered in general practice
in the Netherlands is 10-15 per 1000 patients.11 12 Studies in the general
population showed that a first episode lasts on average 3-4 months and is
over in 63% of the patients within half a year.13 After one year 20% of the
patients have not recovered.13 The registered prevalence of depression is
increasing and it is expected that in 2020 major depression will be number
two on the top-10 list of most frequently encountered diseases.14
Especially in elderly people, the prevalence of depression is quite high and
is estimated to be 3-5%.1 15 Although depressive symptoms may increase
with age there is no evidence of increasing prevalence with age. Depression
is quite a serious disorder and in the elderly is responsible for a substantial
amount of individual suffering, disabilities and loss of quality of life.2 3 It is
13
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assumed that it diminishes life expectation with some 5 years. Furthermore,
the substantial co-existence of depression in people who have a somatic
disorder worsens prognosis.
Treatment
General aspects. Most of the elderly, who are treated for depression, are
treated in general practice.16 The majority of those treated receive drugtreatment, mostly an antidepressant.17 18
Treatment of depression in general practice consists of three aspects.8
Firstly, giving information about the disease, the prognosis and treatment is
essential. Secondly, drug therapy is considered a major part of treatment for
patients who do not recover spontaneously. Thirdly, some kind of (psycho)social intervention is advised.
Drug therapy. Drug therapy of elderly people (and also elderly people with
major depression) is hampered by several factors that are unique for this age
group. Especially, their frequent co-morbidity combined with physiological
ageing has a major impact on the action and pharmacotherapeutical
response to drugs.19
For approval of a drug, the regulatory authorities in most cases require that
drugs are studied in relatively healthy adults. In general, elderly people tend
to be excluded from these clinical trials.20-23 Results of such trials that
exclude large and important patient categories can not be directly
extrapolated or generalized to primary care. Effectiveness studies (effects
under practice circumstances) of antidepressants in elderly patients in
general practice might fill up this gap.
Elderly people have the right to receive drugs that are well studied and
tested. While older patients predominantly have the milder forms of this
condition, the efficacy (i.e., the effects versus placebo) of antidepressants
for depression has mostly been demonstrated for the more serious forms of
depression.
What was the evidence for the use of antidepressants in the elderly at the
14
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time the West Friesland Study was started? The golden standard for clinical
drug trials is the randomised double-blind and (placebo)controlled trial.
Trials should be conducted double-blind, since only in this way the efficacy
of an intervention with a new drug in comparison with placebo can be
clearly established. The number of trials on the efficacy of antidepressants
in elderly depressed patients in general practice is surprisingly limited.
Randomised double-blind and placebo-controlled trials in elderly people
with major depression in general practice had not been published at the time
of the start of the main clinical trial described in this thesis. In a metaanalysis from 1997 the results of some 70 randomised double-blind and
controlled (placebo and comparative) studies in elderly patients with major
depression that lasted at least 4 weeks are summarized.24 However, all
studies were performed in secondary care. It showed no significant
differences in efficacy of antidepressants between four different groups of
antidepressants (atypical antidepressants, selective serotonin reuptake
inhibitors (SSRIs), tricyclic antidepressants (TCAs) and mono-amineoxidase A (MAO-A)-inhibitors) but all were more effective than placebo.
Psycho-social support. General practice offers counselling for (mildly)
depressed patients. If the patient does not accept it this is respected. In the
case of a severe depression the patient, is more urged upon to make repeat
encounters. According to the guidelines of the NHG counselling consists of
evaluation of symptoms and complaints, the time course and the risk of
suicide.8 Furthermore, attention is paid to emotions that relate to the
depression, such as disappointment, sorrow, offence or rage.
Together with the general practitioner, the patient sets short-term goals they
want to achieve. Finally, the general practitioner explores the background of
the depression. The aim is that the patient acquires control over his or her
present situation. It is not advised to search for one underlying cause for
long. Patients are supported to find ways to actively overcome radical life
events. There is hardly any evidence for the effects of psychotherapy and
related psychosocial interventions for the treatment of depressed elderly
patients. In that regard there is also hardly any psychotherapeutic
availability for these patients.
15
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Aims of the thesis
For many diseases, a few elements can be indicated that are essential to the
process of improving the health condition of patients. With respect to major
depressive disorder in elderly patients in primary care these elements relate
to recognition of the depression, making the diagnosis and establishing the
right treatment in order to improve the outcome. In this thesis, the first aim
relates to the effectiveness of a disease management programme for
improving the outcome of elderly patients with major depression in primary
care compared to care-as-usual. In a review of the literature, the
effectiveness of disease management programmes that include screening, is
studied. The screening instrument is validated in an additional study. A
further aim of this thesis relates to the question of the feasibility of
performing a large-scale trial in general practices that are unfortunately
already heavily overloaded, and may be less inclined to implement largescale changes. Finally, prescription data of antidepressants in the
Netherlands are presented.
Structure of the thesis
Review of the literature
Our hypothesis was that a disease management programme that contains
elements to improve recognition, diagnosis and treatment would be the best
guarantee to improve the outcome of elderly patients with major depressive
disorder in general practice. From the literature, it seemed likely that the
element of screening would increase the effectiveness of the programme.
Although many systematic reviews and meta-analysis had been performed
regarding depression, up to now the effectiveness of disease management
programmes that included screening of elderly patients is not known.
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Therefore, in chapter 2 the research-question is studied whether
screening and the subsequent implementation of a disease management
programme is more effective than care-as-usual for major depression in
general practice.
Feasibility and effectiveness
Design and feasibility of the WFS. The West Friesland Study (WFS) is the
major study that forms the basis of this thesis. It was carried out between
June 2000 and September 2002 in the West-Friesland region of the province
of North-Holland in the Netherlands. GPs in the eastern part of WestFriesland were asked to participate in a randomised controlled trial that
compared the effects of an intervention programme aiming to improve the
recognition, diagnosis and treatment of depression in elderly people with
care-as-usual. In total 43 GPs (out of 101) from 34 practices (out of 70)
were willing to participate. In the practices, almost 4.000 elderly patients
were screened for the existence of depression.
A second aim of this thesis related to the question of the feasibility of
performing a large-scale trial in general practice. As these were already
overloaded with work it was questioned whether extra efforts related to
screening, diagnosis and treatment were feasible.
In chapter 3 the feasibility of patient recruitment, training of GPs,
organization of screening in general practices and obtaining informed
consent from patients are presented.
Primary and secondary outcome of the WFS. It showed that the West
Friesland Study was feasible and could be carried out. The 15-item version
of the Geriatric Depression Scale (GDS-15) was used for screening and the
mood-module of the PRIMary care Evaluation of Mental Disorders
(PRIME-MD) was used for diagnosis. Eighteen practices (23 GPs) were
allocated to the intervention group and 16 practices (20 GPs) were allocated
to the care as usual group. GPs in the intervention group were trained in
17
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consecutive training sessions, that were repeated once. Practice assistants in
both groups were trained in carrying out the screening.
In chapter 4 the primary and secondary outcomes of the WFS are
presented.
Test-characteristics of the Geriatric Depression Scale
Screening for depression in primary care requires validated instruments. On
the basis of the literature a cut-off score of 5 on the GDS-15 was determined.
During the study, this a priori chosen cut-off score was validated.
Therefore, in chapter 5 the research-question was assessed whether a cutoff of 5 on the 15-item version of the GDS that was determined
beforehand yielded the best sensitivity and specificity for the diagnosis of
major depression in primary care.
Prescription-data of antidepressants
Chapter 6 deals with prescription data of antidepressants in the Netherlands.
The aim was to evaluate General Practitioner (GP) diagnoses and
prescription data from 1993 onwards to 1998 related to encounters for
depression in the Netherlands. Therefore, an exploratory analyses of
diagnoses and prescription data by Intercontinental Medical Statistics (IMS)
Health was performed. The number of first encounters with the GP, or
‘incidence’ of depression, and the number of antidepressant prescriptions
are determined.
In chapter 6 the research-question whether the prescription of
antidepressants and diagnosis of depression had increased was assessed.
In chapter 7 the main conclusions of this thesis are presented. In addition,
recent developments in the diagnosis and treatment of major depression in
elderly patients in general practice are discussed.
18
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Chapter 2
Abstract
Objectives. Screening is advocated to improve the recognition of patients
with major depression in primary care. Furthermore, disease management
programmes are advocated to improve the quality of care and outcome for
these patients. But is screening and the subsequent implementation of a
disease management programme more effective than care-as-usual?
Methods. Review of the literature on the effects of disease management
programmes that include screening for major depression in general practice.
Results. Six randomised controlled trials were identified in which the
effectiveness of disease management programmes were studied in patients
with major depression in primary care and compared to care-as-usual. The
majority of these, and especially the largest showed positive effects on the
recognition, diagnosis, treatment and outcome of patients. Populations in the
USA seem to benefit most.
Conclusions. The results of disease management programmes for
depression in primary care that include screening are positive and are more
effective than care-as-usual. Therefore, if preceded by screening attention to
the whole process of care for patients with major depression instead of
paying attention to isolated elements of the process, is justified.
Keywords: major depression, general practice/primary care, disease
management programmes, care-as-usual, review
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Introduction
The outcome of major depression in primary care can be regarded as
determined by a chain consisting of 3 elements: recognition – diagnosis –
treatment. These 3 elements are necessary conditions in the process of care
but not in themselves sufficient to gain improvement.
Disease management programmes are advocated to redress the problem of
under-recognition and under-treatment of major depression in primary care.
These programmes consist of elements aimed at the patient and the doctor in
order to improve outcome. The intention of certain disease management
programmes is to improve the detection of major depression by means of
screening and subsequently standardising the diagnosis. Furthermore, they
offer education and training sessions in improving treatment.
There is evidence for the efficacy of pharmacotherapy and psychotherapy or
psychological interventions for the treatment of major depression in primary
care.1 This evidence is gathered in clinical trials in which conditions are
optimalized. But in every day practice many factors act and interfere with
treatment that can lead to different and worse outcomes in patients than that
in clinical trials.
In contrast to most clinical trials related to the efficacy of antidepressant
drugs, trials in which disease management programmes are studied are
regarded as effectiveness-trials. They make use of proven interventions and
are concerned with the implementation of interventions in daily practice.
The interventions that have shown to improve the management and outcome
of depression in primary care have recently been summarized.2 It was
concluded that the routine administration and feedback of questionnaires
does not improve patient management or outcome of depression. In another
review it was concluded that there is little evidence that the routine
administration of psychiatric questionnaires on the recognition, management
and outcome of depressive disorders in non-psychiatric settings is of
benefit.3 Furthermore, there are doubts as to whether screening for
depression is cost-effective.4 Annual and periodic screening is very costly,
in contrary to one-time screening which is considered to be cost-effective.
27

Chapter 2
On the other hand, it was recently concluded in a review on the importance
of screening for depression in adults that compared with care-as-usual
screening for depression can improve outcomes, particularly when screening
is coupled with system changes that help ensure adequate treatment and
follow-up.5
In this article we review the current evidence regarding the effectiveness of
screening and the subsequent implementation of disease management
programmes for the treatment and outcome of major depression in primary
care compared to care-as-usual.
Methods
In- and exclusion criteria of trials. For the purpose of this study we selected
studies that evaluated the effects of disease management programmes
aiming to improve the recognition, diagnosis and treatment of major
depression of patients in primary care compared to care-as-usual. We
considered all three elements essential. The screening element was
considered very important because of the controversies surrounding
underdetection of major depression in primary care. The management
programmes also had to pay attention to diagnosis and treatment of
depression. The interventions could be directed both at the general
practitioner, the practice nurse and/or the patients.
A central question is whether current practice of the treatment of major
depression in primary care can be improved. For this purpose we considered
the use of a control group reflecting current practice necessary. The concept
of care-as-usual was introduced for this.1 6 Using care-as-usual as a control
group has the advantage that if an intervention gives better results it could
replace care-as-usual immediately. It is often thought that there is quite a
substantial under-recognition and under-treatment of major depression in
primary care.1 6-10
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The inclusion criteria for trials were:
 Randomised controlled trial.
 Aimed at depression, which was diagnosed using formal diagnostic
criteria (DSM or ICD) and had severity assessed with one of the
available questionnaires such as the HAMilton Depression rating
scale (HAM-D) or the Montgomery and Åsberg Depression Rating
Scale (MÅDRS), and not merely a statement that a diagnosis of
depression was made.
 Performed in primary care/general practice.
 The control group should relate to care-as-usual.
 Intervention primarily aimed at the GP, practice nurse and/or
patients and the improvement of the process of care.
 Studying the effects of a disease management programme that
included screening, diagnosis and treatment.
 Outcomes defined in terms of changes in severity on questionnaires
that assess the severity, such as HAM-D or MÅDRS.
Exclusion criteria were:
 Studies in children and adolescents <18 years.
 Studies in patients with psychiatric co-morbidity.
 Studies in outpatients.
 Non-randomised studies.
 Studies not employing standardised screening of depression.
Quality assessment. The Dutch Cochrane Society has released scoring forms
for the quality of clinical trials. We have used certain elements from these
questionnaires and added them in our search strategy, such as whether the
trial was randomised. Because most elements in these questionnairies were
not applicable to our (pragmatic) trial a formal assessment of quality was
not performed.
Search strategy. We performed a search of articles published before
December 2002 with the headings ‘disease management programme’,
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‘(major) depression’, ‘primary care’, ‘general practice’ and ‘randomised
controlled trial’ in Medline, the Cochrane library and PsychLit.
Furthermore, we hand searched references in the journal-articles and
consulted expert GPs and psychiatrists. One author checked trial eligibility
(db). Eligible trial and data extracted from the trials that were taken up in
the table were checked by another author (hvm). We included trials in
English, Dutch, French and German.
Results
The search strategy in Medline and the Cochrane-library yielded 82 trials.
Further searches in PsychLit as well as hand searches and expert
consultations did not result in additional trials. Of these 82 trials only 6
fulfilled all inclusion criteria. The most important reason for not including
trials were: not performed in general practice, screening not included in the
trial, no randomisation performed, not aimed at major depression or control
Table 1. Characteristics of studies to the effects of disease management programmes
on major depression in primary care (chronological order).
Author,
year
Callahan,13
1994
Katzelnick,
14
2000
Thompson,11
2000
Wells,12
2000
Rost,15 2001
Unützer,16
2002

Country
USA

Nr. of
Nr. of
Age of
patients patients
patients
screened included
(mean)
3,767
175
>60 years (65)

USA

1,465

407

UK

21,409

USA
USA
USA

Gender
(%
women)
77%

Follow-up
(months)
9

76%

12

4,192

25-63 years
(46)
>16 years (-)

Not stated

6

27,332

1,356

>18 years (44)

71%

12

11,006
32,908

479
1,801*

Adults (43)
>60 years (71)

84%
65%

6
12

*: 30% dysthymic disorder, 53% major depression and dysthymic disorder, 17% major depression
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group not related to care-as-usual. Therefore, we included 6 randomised
controlled trials, in which in total more than 97,887 patients were screened,
and in which the combined effects of screening, diagnosing and treating
major depression in general practice were evaluated.7 11-16 Main
characteristics of the studies are shown in table 1. In all of the studies the
whole process of care was studied. The characteristics of three elements of
the process of care, namely recognition, diagnosis and treatment are given in
table 2 and 3.
Screening. In table 2 the screening instruments that were used in the trials
are described as well as the source-population and the way in which the
screening was performed. A wide variety of instruments was used except for
the Composite International Diagnostic Interview (CIDI) that was used
twice. In most trials consecutive patients visiting the practice are screened.
Diagnosis. Table 2 also describes the various instruments that were used to
diagnose patients with depression. No uniform instruments were used. In all
the trials different instruments were used except for the Hamilton
Depression Rating Scale that was used in two trials.
Intervention. The various elements of the interventions that were employed
in the trials are summarized in table 3. In most of the trials attention is paid
to education of GPs (sometimes nurses), drug therapy, patients education
and compliance.
Outcome. In 1 trial the intervention was not effective,11 in 5 it was effective
on major endpoints in patients with major depression12-16. There were many
differences in design, setting and type of intervention in the trials. The
methodological quality was highly divergent. There were also differences in
outcome measures and because of no uniform and quantifiable measures it
was not possible to perform formal quantitative meta-analysis. The main
outcomes are presented in table 4.
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Table 2. Screening instruments, population source, performance of screening
and diagnostic instruments used in studies to the effects of disease
management programmes on major depression in primary care.
Author
Callahan13
Katzelnick14

Thompson11

Wells12

Rost15

Unützer16

Screening
instrument*
CES-D,
(SPMSQ and
CAGE)
Modified
SCID

Population source and performance of screening Diagnostic
instrument*
HAM-D
All persons 60 years and older from a
multispecialty ambulatory care clinic were screened
during their regularly scheduled primary care visits
HAM-D
Selected primary care clinics of 3 large prepaid
health plans representing 3 geographic regions.
High utilizers were identified by visits counts >85
percentile. Two-stage screening by telephone
HAD
59 practices (169 physicians) in a particular county
Hospital
Anxiety and were randomised. Consecutive adult patients
attending surgeries on selected days completed the
Depression
scale (HAD) HAD-scale before entering the consulting room
CIDI
6 managed care organisations (1 or 2 regions per
Patient
screener (part organisation, 46 primary care clinics with at least 2
clinicians), diverse in geography and
of CIDI)
organisazation, oversampled with Mexican
Americans. Study staff screened consecutive patient
visitors over a 5-7-months period
Two-staged
Administrative staff persons from 12 community
Modified 23screening,
primary care clinics screened consecutive persons
item CES-D
CIDI-PC and visiting the clinic before meeting the doctor
GP-check
SCID
Two-staged: Seven study sites representing 8 diverse healthcare
SCL-20 and organizations with a total of 18 primary care
clinics. Referrals of depressed older adults from
2-item
primary care practitioners or staff or patients
version of
PRIME-MD referrals and systematic screening by telephone of
older English speaking adults

*SPMSQ: Short Portable Mental Status Questionnaire; CAGE: Cut down, Annoyed, Guilty, Eye openerquestionnaire; SCID: Structured Clinical Interview for DSM-IV; CIDI-ICD-10: Composite International
Diagnostic Interview of the International Classification of Diseases; SCL-20 20 depression items from the
Symptom Checklist-90; PRIME-MD: PRImary care Evaluation of Mental Disorders (mood module); CESD: Center for Epidemiological Studies-Depression scale; HAM-D: Hamilton Depression Rating scale;
HAD: Hospital Anxiety and Depression scale.
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Table 3. Interventions performed in studies to the effects of disease
management programmes on major depression in primary care.
Author
Callahan13
Katzelnick14
Thompson11
Wells12
Rost15
Unützer16

Intervention
GPs received patient specific treatment recommendations: education, drug
discontinuation, antidepressive medication, patients received an educational
letter
Education materials for patients and GPs, treatment coordination by
telephone, pharmacotherapy by GPs, aimed at high utilizers of medical care
Distribution of a guideline and education of GPs and nurses in the use of the
guideline, no specific attention to patient compliance
Institutional commitment to quality improvement, training GPs and nurses,
identifying a pool of depressed patients, drug or psychotherapy, attention for
patient education (pamplets and videotapes)
GPs and nurses received brief training to improve detection and
management of major depression, also attention for patient compliance
Collaboration of GPs, patients and specialists on a common definition of the
problem, development of a therapeutic alliance, a personalized treatment
plan that includes patients preferences, proactive follow-up and outcomes
measured by a depression care manager, targeted use of specialty
consultation, and protocols for stepped care
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Table 4. Outcomes of studies to the effects of disease management
programmes on major depression in primary care.
Author
Callahan13

Katzelnick14

Thompson11

Wells12

Rost15

Outcomes
Physicians of intervention patients were significantly more likely to
diagnose depression (32.3% vs 12.1% of the intervention vs care-as-usual
patients) and prescribe antidepressants (26% vs 8%). No differences in the
frequency of stopping medications associated with depression or referrals to
psychiatry. Also no differences in improvements in HAM-D scores (mean
decrease from 22 to 15 in both groups representing a modest improvement)
and SIP-scores (mean scores greater than 20 for both groups at 6 and 9
months)
At least 3 antidepressant prescriptions were filled in the first 6 months by
151 (69.3%) of 218 intervention patients versus 35 (18.5%) of 189 care-asusual patients, a significant difference. Improvements in HAM-D scores
were significantly greater in intervention patients at 6 weeks (-3.3 vs -2.0), 3
months (-5.6 vs -3.9), 6 months (-7.3 vs -4.0) and 12 months (-9.2 vs -5.6).
At 12 months intervention patients were more improved than care-as-usual
patients on the mental health, social functioning and general health
perception scales of the SF-20, but not in physical functioning, role
functioning and pain perception
No improvements in recognition (sensitivity of GPs to depressive symptoms
odds ratio OR 1,2 [95%CI 0.88-1.61] or recovery from depression between
patients from educated and control GP-groups and between proportion of
patients who had improved at 6 months ((OR 1.02 [95%CI=0.71-1.48]) vs
(OR 1.21 [95%CI=0.84-1.74]) and those who were still cases ((OR 0.85
[95%CI=0.58-1.25] vs. OR 0.75 [95%CI=0.51-1.09]))
59.2% of patients with new episode of major depression in quality
improvement (QI) practices had counselling or used antidepressant
medication at an appropriate dosage versus 50.1% in care-as-usual (CAU)
practices, a significant difference. QI-patients were more likely to see a
mental health specialist at 12 months than CAU-patients (29.1% vs. 22.7%).
At 6 months 39.9% of QI-patients and 49.9% of CAU-patients still met
criteria for probable depressive disorder, and at 12 months 41.6% vs 51.2%,
both significant differences
Patients with a new episode of major depression in the intervention group
had improved depression symptoms of 8.2 points (mod. CES-D scale of 100
[95%CI=0.2-16.2]) compared to CAU-patients: in the intervention group
CES-D scores fell from 75.4 (baseline) to 54.5 (one year) and in the CAU-
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Unützer16

group from 75.7 to 61.4. In patients who accepted antidepressants at
baseline, the intervention improved depression symptoms by 16.2 points
(95%CI=4.5-27.9), physical role functioning by 14.1 points (95%CI=1.129.2) and satisfaction with care, compared to patients who rejected
antidepressant prescription. Patients already in treatment did not benefit
(All) Intervention patients had greater reductions of depressive symptoms
from baseline (OR 3.45 [95%CI=2.71-4.38]), greater rates of depression
treatment (OR 2.98 [95%CI= 2.34-3.79]), more satisfaction with depression
care (OR 3.38 [95%CI= 2.66-4.30]), lower depression severity (range 0-4,
between-group difference –0.4 [95%CI=-0.46 - -0.33]), less functional
impairment (range 0-10, between-group difference –0.91 [95%CI=-1.19 - 0.64]) and greater quality of life (range 0-10; between-group difference 0.56
[95%CI=0.32-0.79]) than CAU-patients. No significant interaction effect
between baseline diagnosis and intervention. After 6 months major
depression in intervention-patients fell from 71% to 22%, compared to 68%
to 35% in CAU-patients, a significant difference

*SIP: Sickness Impact Profile; SF-20: functional status using the medical outcomes Study 20-item short
form (SF-20) subscales; CES-D: Center for Epidemiological Studies-Depression scale; HAM-D: Hamilton
Depression rating scale; .

The results of the 3 largest trials in which more than 81,000 persons in
general practice were systematically screened for the presence of major
depression, showed that the effects of the disease management programme
were positive after one year in two trials12 16 and negative in one trial11. In
the study in the UK it was intended to reduce the burden of depression by
means of education of general practitioners.11 After education the sensitivity
of physicians to depressive symptoms did not differ between the
intervention group and the control group. Furthermore, there were no
improvements in recovery from depression between patients from educated
and control-GP-groups. It was concluded that the education programme did
not improve recognition or recovery from depression.11 In the largest and
most recently published study performed in the USA elderly intervention
patients had greater reductions of depressive symptoms from baseline,
greater rates of depression treatment, more satisfaction with depression care,
lower depression severity, less functional impairment and greater quality of
life than elderly care-as-usual patients.16 In the other large trial from the
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USA more patients in quality improvement (QI) practices had counselling
or used antidepressant medication at an appropriate dosage than patients in
care-as-usual practices.12 There were no differences in probability of having
any medical visit during the study year. Patients in QI-practices were more
likely to see a mental health specialist at 12 months than care-as-usual
patients. Initially employed QI-patients were significantly more likely to be
working at 12 months compared to controls. The decline in depression
scores was greater in the intervention group.12
In a smaller study in the USA the effectiveness of a training programme of
GPs and practice nurses aimed to improve detection and management of
major depression was studied.15 Patients with a new episode of major
depression in the intervention group had improved depression symptoms
compared to controls. Within this group the patients who accepted
antidepressant prescription at baseline, the intervention improved depression
symptoms, physical role functioning and satisfaction with care, compared to
patients who rejected antidepressant prescription. Patients already in
treatment did not benefit.15
Two studies in the USA were performed in ‘high utilizers’ of medical care14
and elderly patients13. In the first study high utilizers of medical care who
were not in active treatment were offered a depression management
programme or received care-as-usual.14 Improvements in HAM-D scores
were significantly greater in intervention patients at 12 months. At 12
months intervention patients were more improved than care-as-usual
patients on the mental health, social functioning and general health
perception and treatment with antidepressants was more adequate. There
was no difference in physical functioning, role functioning and pain
perception.14 In the second study the effectiveness of a physician directed
programme aimed to improve recognition and treatment of depressed
elderly patients was compared to care-as-usual.13 There was an increased
recognition and treatment of late life depression, but no improvement in
depression or disability severity. There were no differences between the
groups in the frequency of stopping medications associated with depression
or referrals to psychiatry.13
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Discussion
Only 6 randomised controlled trials of disease management programmes for
(major) depression in primary care that met our inclusion criteria have been
published. The majority of these trials, and especially the largest ones,
showed that patients who were treated by GPs who were allocated to the
intervention group had significantly better outcomes in terms of recovery
from their depression than patients who were treated by GPs that practiced
care-as-usual.
The screening of many thousands of patients in the USA did have an impact
on the outcome of those recognised as depressed. This does not hold for the
large trial performed in the UK.
Our conclusion therefore underlines the impression that there is a problem
of under-recognition and under-treatment of depression in general practice
and that it is worth while to do something about it. Yet, it could be that the
definition of care-as-usual is not as adequate as it should be because doing a
clinical trial means interfering with daily practice. On the other hand, the
fact that patients know they are participating in a clinical trial could have
made the results more positive than they are in reality. This placebo-effect is
known as the Hawthorne-effect.
The conclusions of our review are also supported by the results of a costeffectiveness study of practice-initiated quality improvement for depression
in primary care in the USA.17 This study showed that the cost-effectiveness
of that program was comparable to care-as-usual.
Single interventions intervening in only specific parts of the process of care
or for subgroups of patients with major depression have shown conflicting
results. The following interventions have shown to be not effective:
disclosure of unrecognised depression to general practioners,18 specific
case-finding for depression in elderly primary care patients,19 screening in
primary care,20 monitoring and giving feedback to doctors21. Other
interventions have proven to be more or less beneficial, such as education of
primary care physicians,22 23 introduction of a psychiatrist in primary care24
and patient-education programs,24 introduction of a practice-nurse,25
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problem solving treatment,26 counselling and information leaflets on
antidepressant drugs,27 nurse telehealth care peer-support28. It can be
concluded that the 3 elements (recognition – diagnosis – treatment) that are
necessary conditions in the process of care in order to get positive results are
not in themselves sufficient to gain improvement. Single interventions
intervening in specific parts of the process should not be advocated.
Improvements should be gained in all 3 elements. Therefore, in order to get
a positive result quite a substantial effort is necessary. The question is how
policymakers, (organisations of) GPs and patients can be induced to make
those changes. In this regard compliance is also important. Compliance is
considered part of the element of treatment wherein attention should be paid
to it in the information and education part of consultation. Compliance
should also be addressed at follow-up. In the large study with negative
results no attention was payed to patient compliance.11 Many of the US
trials have been performed in so called 'health maintenance organisations'.
These are organisations that employ GPs (or family physicians as they are
called in the USA) and offer various types of managed and structured care
for selected populations such as university employees. Their structure
allows for a much more uniform approach to the management of various
health problems. Primary care in Europe is aimed at unselected populations,
and practitioners have a much more autonomous role. A uniform policy
towards depression management may be more difficult to attain in Europe.
Differences in GP training between the USA, where legal issues such as
liability and consumer demands in general play a more prominent role in the
delivery of health care, and Europe could also explain the differences
between Europe and the USA. To 'miss' depression in the USA may be a
different matter than in Europe. The fact although that the results of the trial
performed in the UK suggest that GPs already recognise and treat patients
with major depression quite well. This is contrary to the USA where there
seems to be room for improving recognition, treatment and outcome.
A problem with depression-research is the spectrum of depression in general
practice. Most studies concentrated on major depression which is only at the
one end of the spectrum. More studies therefore would be needed that
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specifically looked at the heterogeneous and relatively healthy populations
of patients with depressive problems in primary care.29
An important issue is whether a 'diagnosis' using screening instruments is
reflective of a real clinical diagnosis by a physician. Depression in primary
care differs from that in psychiatry in its nature, severity, prognosis,
comorbidity, and responsiveness to treatment. Misidentification of
depression in primary care may be in part an artifact of the use of the
psychiatric model of caseness in the primary care setting.30 A criterionbased diagnosis of major depressive disorder in primary care includes many
patients with mild depression and little to no impairment, and the onset of
depression among family practice patients, but not psychiatric patients is
usually preceded by a severe life event in primary care. The instruments to
assess depression with are mostly developed in secondary care. Lay
interviewers who use structured psychiatric instruments may seem a
relatively inexpensive way to assess caseness. However, various studies for
instance by Coyne et al. in the USA31 have shown that either relevant cases
are excluded unnecessarily (false negatives for instance when patients are
also somatically ill), or patients are considered to be depressed who have no
evidence of depression at a second interview (false positives). Depression
frequently has a benign prognosis in primary care. The median duration of
major depressive episodes in the Dutch general population over 2 years was
recently demonstrated to be about 3.0 months, while 50% of participants
recovered within 3 months, 63% within 6 months, 76% within 12 months
and nearly 20% had not recovered at 24 months.32 The reproducibility of the
depressive symptom count that is necessary to arrive at a diagnosis of major
depression, is such that in 75 percent of the patients the test-retest difference
does not exceed one symptom.33 Diagnosing major depression in patients
with depressive symptomatology just above or below the threshold of major
depression therefore warrants an amount of caution in general practice. The
diagnosis requires an interaction: a one-to-one encounter with a well-trained
clinician. In real general practice, a diagnosis of depression is mostly made
only in those circumstances when patient and GP agree about the depressive
nature of the patients' symptoms. The important issue of whether patients
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agree with the outcome 'depression' of the assessment is never included in
the questionnaires.
In conclusion, the results of disease management programmes that include
screening for major depression in primary care are positive. The best
strategy probably is to specifically trace those people that are not yet treated
for major depression and give them a specific treatment in an empowering
and patient-centered stepped care-approach with psychological and
pharmacological support. This probably is more effective than general
education of GPs on depression or interventions aimed at only certain
aspects of the process of care. Screening is an essential element of disease
management programmes for depression in primary care.
The implementation of these results in local practices is the next hurdle to
be taken.
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Chapter 3
Abstract
Introduction. Depression is a common and important disorder in later life.
Yet there are concerns about the recognition and treatment of patients with
major depressive disorder in general practice. Interventions incorporated in
disease management programmes that are aimed at improving screening,
diagnosis and treatment might be of benefit to the outcome for elderly
patients.
Patients and methods. A randomised, controlled trial that compared the
effects of an intervention programme aiming to improve the recognition,
diagnosis and treatment of depression in elderly patients with usual care was
performed in The Netherlands. The 15-item version of the Geriatric
Depression Scale (GDS-15) was used for screening and the mood-module of
the PRIMary care Evaluation of Mental Disorders (PRIME-MD) was used
for diagnosis.
Results. In total 43 general practitioners (GPs) from 34 practices were
willing to participate. Eighteen practices (23 GPs) were allocated to the
intervention group and 16 practices (20 GPs) were allocated to the care as
usual group. The GPs in the intervention group were trained in consecutive
training sessions that were repeated once. Practice assistants in both groups
were trained in carrying out the screening. Some 4000 patients over 55 years
of age were screened in the practices from June 2000 up to September 2002.
A total of 579 patients had a positive score on the GDS-15 and, of these,
178 had a diagnosis of depression on the PRIME-MD. Informed consent for
participating in the trial was obtained from 145 patients.
Conclusion. It is feasible to screen large numbers of elderly patients for the
existence of depression in general practice for recruitment into a randomised
trial, although there were difficulties in achieving this.
Keywords: disease management programmes, elderly people, general
practice, major depression, screening, the Netherlands, care as usual
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Introduction
There have been concerns in the Western world about the recognition and
treatment of patients with major depressive disorder in general practice for
several decades. According to some researchers the under-recognition and
under-treatment of major depressive disorder is quite substantial.1 2
However, others have stated that there is no hard evidence of such underrecognition or under-treatment.3-6 Whatever may be the case, studies have
been planned and undertaken in many countries to improve the recognition
and treatment of patients with major depression, both in the population and
in primary care. The efficacy of several interventions or combinations of
these have been studied in randomised, controlled trials in primary care:
these include the education of primary care physicians,7 8 the introduction of
a psychiatrist into primary care,9 the introduction of a practice nurse,10 the
circulation of guidelines on the diagnosis and treatment of depression,11
problem-solving treatment,12 counselling and distributing leaflets with
information about antidepressant drugs,13 patient education programmes,9
nurse telehealth care and peer support,14 and treatment by telephone15.
Apart from these studies aimed at intervening in specific aspects of the
process of diagnosis or treatment, there have been studies that have aimed at
improving the whole process of care. Within this category there were some
studies in which the problem of under-recognition and under-treatment was
specifically investigated by implementing screening to improve the
detection of major depression, and subsequently standardizing the diagnosis.
Furthermore, in these studies education and training sessions for improving
treatment were offered to the participants.
In general, these interventions can be regarded as disease management
programmes as they include elements of screening, diagnosis and treatment.
In particular, in the studies performed in the USA interventions were
compared with ‘care as usual’ control groups.16 17 According to some
researchers, care as usual is not good enough because it is related to underdiagnosis and under-treatment.18 Comparing an intervention with care-as49
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usual has the advantage that if the intervention produces better results it
could immediately replace care as usual.
The evidence suggesting that depression is both a common and an important
disorder in later life is overwhelming. Evidence of the effectiveness (the
effects of health interventions under practical conditions) of disease
management strategies for depression in primary care is important because,
among other reasons, the sheer number of older people with depression
dictates that treatment should be centred in primary care. Up to now only
one trial that studied the effectiveness of a disease management programme
for older people with major depression in general practice has been
published.19 The results of that study showed that, although the intervention
increased the recognition and treatment of late-life depression, there was no
improvement in the severity of the depression or the disability. This study
was performed in the USA, where the primary care system is quite different
to that in Western Europe and, in particular, The Netherlands. All people in
The Netherlands are registered in a general practice and general
practitioners (GPs) act as gatekeepers to specialist care, whereas in the USA
in most cases people are not registered in a general practice. There are few
barriers to primary care facilities in The Netherlands and community-based
studies have shown that over 80% of older depressed people contact their
GP yearly.20 Therefore, it can be expected that the people participating in
trials in which GPs act as gatekeepers are a better representation of the total
population at risk, and the results of trials performed in these (European)
general practices are expected to be more generalizable to the entire
population than those performed in the USA.
The primary aim was therefore to study the effectiveness of a disease
management programme standardizing the detection, diagnosis and
treatment of late-life depression and tailored to the special circumstances in
general practice. The intention was to evaluate the effectiveness of treatment
policies as they relate to actual clinical practice, rather than as purely
scientific evaluations of drug efficacy. In order to determine the
effectiveness of the disease management programme it is necessary to have
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a control group that represents current actual practice, receiving care as
usual.
This article describes the background, design and execution of the West
Friesland Study, which aimed to evaluate the effectiveness of a disease
management programme in improving the recognition and treatment of
major depression in older patients in primary care. The feasibility of patient
recruitment, training of GPs, organization of screening in general practices
and obtaining informed consent of patients are also presented.

Participants and methods
Recruitment and randomisation. The Medical Ethical Committee of the
Vrije Universiteit Medical Centre approved the study. GPs in the eastern
region of West Friesland in the Dutch province of North Holland were
invited to participate in a randomised, controlled trial comparing the effects
of an intervention programme aiming at improving the recognition,
diagnosis and treatment of depression in elderly people with care as usual.
As it was intended that the intervention would be implemented by GPs,
randomisation took place at the GP level.
Intervention group. Screening. Practice assistants carried out screening for
depression in the waiting room. After a brief explanation of the West
Friesland Study, all people of 55 years of age and older were asked to
complete the 15-item version of the Geriatric Depression Scale (GDS-15).21
The practice assistant checked whether all questions on the GDS-15 had
been answered and calculated the score. A score of 5 or higher was
considered to be indicative of risk for major depression.
Diagnosis. People with positive screening results were asked to return to the
practice for confirmation of the diagnosis of depression. A diagnostic
interview was administered by the GP for this purpose using the mood
module of the PRIMary care Evaluation of Mental Disorders (PRIMEMD).22 Major depression is diagnosed with a score of 5 or higher, including
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positive scores on mood and/or activity. In addition, trained research
assistants also administered the same diagnostic interview. Written informed
consent was obtained from the patients both after screening and after the
diagnostic interview.
Treatment. The actual treatment offered by the GPs was based on the
guidelines for the treatment of depression issued by the Dutch College of
General Practitioners (NHG) in 1994.23 The treatment consisted of education
and information, drug therapy and supportive counselling.
Education and information The education and information on depression
consisted of information on its causes, treatment and, in particular, drug
therapy, the prognosis and self-help. The treatment was divided into two
phases: an acute treatment phase, in which the patients had to return every
two weeks for a period of two months and a continued treatment phase in
which the patients had to return every month for a period of four months.
The total treatment lasted for 6 months.
Drug therapy. Drug therapy consisted of a prescription of 20 mg of
paroxetine once daily. This drug was chosen because, when the study
started, paroxetine was the most commonly prescribed antidepressant drug
in the Netherlands.24 25 If the GPs did not want to prescibe paroxetine they
were free to prescribe another antidepressant, but preferably a drug that had
been on the market for at least five years and the efficacy of which had been
proven in randomised, double-blind and controlled clinical trials.
Supportive counselling. In the supportive counselling the patient and the GP
together decided on one specific problem that bothered the patient. A
practical problem was chosen because it was not the intention to include
more reflexive forms of psychotherapy.
Care as usual group. In the care as usual group the practice assistants
presented the GDS-15 to all persons of 55 years of age or older who visited
the practice. They checked whether all questions had been answered and
also checked personal data. They then mailed all the GDS-15 forms
collected on a weekly basis to the research centre. The GPs and the practice
assistants were unaware of the cut-off score, which was determined at the
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research centre. The researchers did not inform the GPs about which
patients from their practices were included in the study.
A research assistant visited patients (in most cases at home) who had a
positive score on the GDS-15 and administered the diagnostic interview
(PRIME-MD). A positive score meant that a patient, after giving informed
consent, was eligible for participation in the study. The patients were asked
not to inform their GPs that they were participating in the West Friesland
Study.
Exclusion criteria. The following exclusion criteria were applied: current
use of antidepressants, alcohol and/or drug abuse, current psychosis or
bipolar depression, reduced cognitive functioning (MMSE-score <18),
severe social dysfunctioning and insufficient command of the Dutch
language (Table 1).
Table 1. Inclusion and exclusion criteria.
Inclusion criteria
Patients >55 years of age
(Any) previous episode of depression >
½ year ago
Current major depressive episode

Exclusion criteria
Current use of antidepressants
Psychosis
Bipolar depression
Severe social dysfunctioning
Alcohol or drugs abuse
Cognitive impairment

Outcome measures. The primary outcome measures were the Clinical
Global Impression (CGI)26 27 and the Montgomery Åsberg Depression
Rating Scale (MÅDRS)10. The secondary outcome measures were measures
of quality of life: SF-36, satisfaction, subjective health, days in bed,
disability days, EuroQol and activities of daily life (ADL) (Table 2).
Furthermore, recovery from depression, which was defined as the absence
of a PRIME-MD diagnosis of major depression/minor depression/
dysthymia, was assessed at four time-points: baseline (after the diagnostic
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interview) and 2, 6, and 12 months. Satisfaction with treatment (yes/no) was
also measured.
The following data were recorded at baseline before the start of the
treatment: psychiatric history, age at the onset of depression, family history,
gender, level of education, income and marital status.
All measures of depression are available in the Dutch language and were
determined 'instruments of choice' in a series of consensus meetings held by
a national working group on late-life depression.28
The subsidiary criteria were side-effects, well-being and daily functioning
(both measured with instruments adapted from the Medical Outcome
Studies),29 costs (direct, medication and GP time), benefits (reduced cost of
use of other services)30 and service use.
Finally, the intention was also to assess protocol compliance and adverse
effects.
Table 2. Primary and secondary outcomes measures at baseline and 2, 6 and
12 months in both the intervention and care as usual patients.
Baseline

2 months

6 months

12 months

Primary outcomes
MADRS
CGI
PRIME-MD

+
+
+

+
+
+

+
+
+

+
+
+

Secondary outcomes
GDS-15
Quality of life
ADL
DIS
MMSE

+
+
+
+
+

+
+
+
+
-

+
+
+
+
-

+
+
+
+
+
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Assessment of outcome measures. Research assistants who attended one
specific training session performed the measurements, which were repeated
after 5 and 12 months. The research assistants were blinded to the treatment
group to which the patients were allocated. Two quality checks were
performed during the study and inter-rater reliability scores (Cohen’s kappa)
were assessed.
Cost-effectiveness analysis. The relationship between the costs and effects
of the two treatment strategies were compared. If the intervention strategy
produces better results, the cost-effectiveness was also measured.30
Statistical analysis. Power analyses showed that 70 patients are needed in
each group when using continuous outcome measures in order to be able to
detect moderately strong treatment effects in conventional analyses (the
minimum sample size per group was 68 if Cohen's =.50, =.05, 1=2,
and =.82).31
By estimating that 55% in the intervention group had recovered versus 30%
in the control group using a dichotomous outcome at the end of the acute
treatment phase, 60 patients were needed in each group. The power was
considerably higher when effectiveness was calculated over three follow-up
measurements over a period of 1 year. Moderately strong effects needed to
be evident in order to show that the intervention was clearly clinically
relevant and to convince the GPs. This power analysis pertains to the
principal research question and therefore to the primary outcome
measures.32
First results
The recruitment phase yielded a total 43 general practitioners (out of a total
of 101) from 34 practices (out of a total of 70) who were willing to
participate. Eighteen of the practices (including 23 GPs) were allocated to
the intervention group and 16 (including 20 GPs) were allocated to the care
as usual group (Figure 1, page 63).
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Partcipating GPs were educated in three consecutive training sessions in
April and May 2000, in which groups of five to seven GPs participated.
These training sessions, which lasted for four hours, focussed on the three
elements of the intervention programme, namely screening, diagnosis and
treatment.
The inclusion of patients was started by some GPs in June 2000 and by
October 2000 almost all GPs who were willing to participate did so, except
for a few who wanted to start at a later point in time. The GPs in the
intervention group received five newsletters about the progress of the West
Friesland Study.
Table 3. Results of screening, diagnosing and including patients in the West
Friesland Study.

Screening (GDS-15)
Positive
Negative

2484
363
2121

Care-as-usual
group
1453
216
1237

Diagnostic interview
(PRIME-MD)
Positive
Negative

192

147

339

95
97

83
64

178
161

Patients included

70

75

145

Intervention group

Total
3937
579
3358

The inclusion of patients progressed in a favourable way in this group in
particular. In January 2001 it became clear that the number of patients
included in the care as usual group was somewhat alarming, being almost
half of that in the intervention group (51 versus 30). Therefore, a newsletter
was also sent to the GPs in the care as usual group, informing them about
the possibility that the research assistants could take over the screening of
patients. This proved to be an effective solution because by August 2001 75
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patients had been included in the care as usual group and no further patients
were needed. In January 2001 the five GPs (in four practices) who wanted
to start somewhat later were randomised and trained and they were offered
assistance with the screening programme. Meanwhile, the inclusion of
patients in the intervention group ended (56 in August 2001). The GPs in
this group were also offered assistance with the screening programme.
However, it was very difficult to find the additional ten to 15 patients
needed in this group. In fact, it took almost one (extra) year because
inclusion in the intervention group only reached 70 patients in September
2002.
The total numbers of screened, diagnosed and treated patients are shown in
Table 3. In total, 3,937 patients were screened to achieve the required
number of patients for the study (n=136).
Discussion
The primary aim of the study was to evaluate the effectiveness of an
intervention programme in improving the detection, diagnosis and treatment
of late-life depression in the primary care setting. The treatment offered is
not new, but data obtained from national and international studies show that
the vast majority of older depressed patients are not diagnosed as such by
their GPs, and, even if they are diagnosed, they are not always offered
adequate treatment. There are many reasons why the diagnosis and adequate
treatment of depression in older people may cause difficulties for GPs and
patients. These difficulties are partly depression-related (negativism,
aspecificity of symptoms), partly specific to older people (high level of
somatic co-morbidity, somatised presentation of depression) and partly GP
related (lack of time and perceived competence, somatic orientation, fear of
stigmatizing patients and ageist belief that depression is part of the ageing
process).20 33
GPs are the true gatekeepers to the health care system in The Netherlands
and previous research has shown that they regularly see the vast majority of
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their depressed older patients. The results of a recent Dutch study suggested
that training programmes for improving treatment in primary care can be
beneficial, but the evidence was limited to younger age groups.34 However,
elderly patients were not studied. The sheer number of elderly depressed
people, the relative simplicity of prescribing effective treatment and the
costs and the stigma attached to formal psychiatric treatment all dictate that
treatment should be centred in primary care. In general, treatment of major
depression in primary care has shown to be effective.17
The first results of this study show that the recruitment of patients with
major depressive disorder for a randomised trial by screening elderly
patients in non-academic general practices and the training of GPs for a
disease management programme is feasible. Obviously, in general, patients
are not reluctant to participate in a screening programme and, subsequently,
a diagnostic interview and treatment for depression in general practice.
Moreover, very few people with a positive diagnosis refused to participate.
In fact, most people readily accepted both the screening and the treatment
offered. At the start both the Medical Ethical Committee and others
expected it to be a hard job. Yet, it was not an easy task to recruit the
required number of patients.
In due course the results of this study will show whether the implementation
of a disease management programme for depression is more effective than
care as usual. Furthermore, they will help to answer the question of whether
reducing under-diagnosis and under-treatment by means of a disease
management programme will really improve patient outcomes.
The study was carried out in randomly selected practices among
consecutively included elderly patients with few a priori exclusion criteria.
This is one of the strong points of the study, enhancing generalizability of
the results to general practice elsewhere. The screening/diagnostic
procedure and the treatment offered are tailored to the special circumstances
of general practice and, in general, comply with the current guidelines for
GPs. Therefore, if the intervention is proven effective, the programme could
be incorporated in the vocational training for GPs, further enhancing
widespread implementation.
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Figure 1. Route of screening, diagnosis and randomisation of GPs and patients in the
West Friesland (Depression) Study.
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Chapter 4
Abstract
Introduction. Depression is a common and important disorder in later life.
Yet, there are concerns about the recognition and treatment of patients with
major depressive disorder in general practice. Interventions incorporated in
disease management programmes and aimed to improve screening,
diagnosis and treatment, might be beneficial for the outcome for elderly
patients.
Patients and methods. A cluster randomised controlled trial was performed
in the Netherlands that compared the effects of an intervention programme
aiming to improve the recognition, diagnosis and treatment of depression in
elderly patients with care-as-usual. The 15-item version of the Geriatric
Depression Scale (GDS-15) was used for screening and the mood-module of
the PRIMary care Evaluation of Mental Disorders (PRIME-MD) was used
for diagnosis. Analyses of variance, time-trend analyses, and, to account for
the levelled structure of the data, multilevel analyses, were used. To further
control for the cluster randomisation, propensity scores were calculated.
Results. In total 43 GPs from 34 practices were willing to participate.
Eighteen practices (23 GPs) were allocated to the intervention group and 16
practices (20 GPs) were allocated to the care-as-usual group. GPs in the
intervention group were trained in consecutive training sessions, that were
repeated once. Practice assistants in both groups were trained in carrying out
the screening. From June 2000 up to September 2002, 3,937 patients older
than 55 years of age were screened in the practices. 579 Patients had a
positive score on the GDS-15 and of these 178 had a diagnosis of depression
on the PRIME-MD. Informed consent for participating in the trial was
obtained from 145 patients.
In the multilevel model, the Montgomery Åsberg Depression Rating Scale
(MÅDRS) scores were significantly lower in the intervention group at the
end of the intervention (six months) than in the care-as-usual group (from
21,66 to 10,80 versus 20,94 to 10,09). However, no statistically significant
differences between treatment groups were found at any time point for the
Clinical Global Impression (CGI) and for the added primary outcome
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PRIME-MD (i.e., number of depressive symptoms), in both treatment
groups although, overall the means of the primary outcomes MADRS and
CGI decreased during the study period of 12 months. The same holds for the
added primary outcome PRIME-MD.
Conclusion. In this trial the screening of large numbers of elderly patients
for the existence of depression in general practice and the subsequent
treatment of them after training of GPs after one year did result in better
outcomes compared to baseline in both the intervention and the care-asusual group, and the MADRS scores were significantly lower after six
months in the intervention group compared to care-as-usual. The extra
targeted energy that was needed to get these results bears no comparison to
the health gain and therefore this intervention can not be recommended.
Keywords: family medicine, general practice, primary care, geriatric
medicine, psychiatry
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Introduction
In many countries studies have been undertaken to improve the recognition
and treatment of patients with major depression, both in the population and
in primary care. The efficacy of several interventions have been studied in
randomised controlled trials in primary care.1-9 In a review of the
interventions that have shown to improve the management and outcome of
depression in primary care, it was concluded that the routine administration
and feedback of the results of questionnaires does not improve patient
management or outcome of depression.10 The same conclusion was drawn
from a review in which the routine administration of psychiatric
questionnaires on the recognition, management and outcome of depressive
disorders in non-psychiatric settings was studied.11 On the other hand, it was
recently concluded in another review on the importance of screening for
depression in adults that, compared to care-as-usual, screening for
depression can improve patient outcomes, particularly when it is coupled
with system changes that help ensure adequate treatment and follow up.12
Apart from these reviews of randomised controlled trials, aimed at
intervening in specific aspects of the process of diagnosis or treatment, there
have been randomised trials that were aimed at improving the whole
caregiving process for depression. The intervention in these trials included
elements of screening, diagnosis and treatment and can be regarded as
disease management programmes. In most cases the control group consists
of a care-as-usual (CAU) group. In a review of disease management
programmes that included screening it was concluded that these are more
effective in reducing the symptoms and burden of depression than care-asusual.13
Almost all of the information we found on randomised controlled trials and
disease management programmes is limited to adults. Hardly any
information is available for elderly people. To be more specific, only two
trials have been published in which the effectiveness of a disease
management programme for elderly people with major depression in general
practice was studied.14 15 The results of one study showed that although the
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intervention increased the recognition and treatment of late-life depression,
there was no improvement in the severity of the depression or relief of the
disability.14 The other study showed that intervention patients had greater
reductions of depressive symptoms and lower depression severity.16
The primary aim of the present study was to compare the effectiveness of a
disease management programme standardising detection, diagnosis and
treatment of late-life depression and tailored to the special circumstances in
general practice compared to care-as-usual. This article describes the results
of one-year follow-up of this study, the West Friesland Study.
Participants and methods
The background, design execution and feasibility of patient recruitment,
training of general practitioners (GPs), the organisation of screening in
general practices and getting informed consent of patients have been
published previously.16 A short summary of the design is presented here.
Recruitment and randomisation. The study was approved by the Medical
Ethical Committee of the VU Medical Centre. GPs in the eastern region of
West Friesland in the Dutch province of North-Holland were invited to
participate in a randomised, controlled trial comparing the effects of an
intervention programme aiming to improve the recognition, diagnosis and
treatment of depression in elderly people with care-as-usual. As the
intervention was intended to be implemented by the GPs, randomisation
took place at GP-level. Cluster randomization was also chosen to prevent
contamination of treatment.
Intervention group. Screening for depression was carried out by the
practice assistant in the waiting room. All attendees of 55 years of age and
older were asked to complete the 15-item version of the Geriatric
Depression Scale (GDS-15).17 People with a positive screening result (GDSscore ≥5) were asked to subject to a diagnostic interview administered by
the GP. The mood module of the PRIMary care Evaluation of Mental
Disorders (PRIME-MD) was used for this purpose.18 Major depression is
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diagnosed with a score of 5 or higher, including positive scores on mood
and/or activity. In addition, the same diagnostic interview was also
administered by trained research assistants.
The actual treatment offered by the GPs was based on the guidelines for the
treatment of depression issued by the Dutch College of General
Practitioners (NHG) in 1994.19 The treatment consisted of education and
information, drug therapy and supportive counselling. Education and
information on depression consisted of information on its causes, the
treatment and, in particular, the drug therapy, the prognosis and self-help.
The treatment was divided into two phases: an acute treatment phase, in
which the patients had to return every two weeks for a period of two
months, and a continued treatment phase, in which the patients had to return
every month for a period of four months. The total treatment lasted for 6
months.
Drug therapy consisted of the prescription of paroxetine 20 mg once daily.
This drug was chosen because when the study started, paroxetine was the
most commonly prescribed antidepressant drug in the Netherlands.20 21 In
the supportive counselling the patient and the general practitioner together
decided in consultation on one specific problem, which bothered the patient.
A practical problem was chosen, because it was not the intention to include
more reflexive forms of psychotherapy.
Care-as-usual group. To determine the effectiveness of the disease
management programme it is necessary to have a control group which
represents current actual practice, receiving care-as-usual. In the care-asusual group the practice assistants presented the GDS-15 to all persons of 55
years of age or older who visited the practice. The GPs and the practice
assistants were unaware of the cut-off score, which was determined at the
research centre. The researchers did not inform the GPs about which
patients from their practices were included in the study.
Patients who had a positive score on the GDS-15 were visited by a research
assistant who administered the diagnostic interview (PRIME-MD). A
positive score meant that a patient was eligible for participation in the study.
Patients were asked not to inform their GPs they were participating in the
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WFS.
The in- and exclusion criteria are presented in table 1.
Table 1. Inclusion and exclusion criteria.
Inclusion criteria
Patients >55 years of age
(Any) previous episode of depression >
½ year ago
Current major depressive episode

Exclusion criteria
Current use of antidepressants
Psychosis
Bipolar depression
Severe social dysfunctioning
Alcohol or drugs abuse
Cognitive impairment

Primary outcome measures. Primary outcome measures were the
Montgomery Åsberg Depression Rating Scale (MÅDRS)4 and the Clinical
Global Impression (CGI)22 23. The MÅDRS, a patient interview, measures
the severity of symptoms and the effect of treatment over time. CGI is the
clinical impression of a trained lay person or doctor on the improvement of
a patient. Furthermore, recovery from depression, defined as the absence of
a PRIME-MD diagnosis of major depression/minor depression/dysthymia
was assessed at 4 time-points: 0 (after the diagnostic interview), and 2, 6,
and 12 months. These PRIME-MD measures were added primary outcome
measures. The total PRIME-MD score (0-9 depressive symptoms) was also
analysed and added as a primary outcome measure. Subgroups of MÅDRSscores (50%-symptomreduction and MÅDRS-score <10) were also
assessed.
Secondary outcome measures. Secondary outcome measures were the SF36 Mental and Physical Composite Scales,24 25 subjective well-being,
satisfaction, quality of life (visual analog scale of the EuroQol) and
activities of daily life (ADL). Higher scores on these scales indicate better
functioning. At baseline and after 12 months the Mini-Mental State
Examination (MMSE) and one DIS-item (are you depressed now?) were
also recorded. The scores on the GDS-15 were also assessed at all timepoints.
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Assessment of outcome measures. Measurements, which were repeated
after 2, 6 and 12 months, were performed by research assistants who
attended one specific training session. The research assistants were blinded
for the treatment group to which the patients were allocated.
Statistical analysis. Power analyses showed that using continuous outcome
measures, 70 patients were needed in each group to be able to detect
moderately strong treatment effects in analyses of variances (minimum
sample size per group is 68 if Cohen's =.50, =.05, 1=2, and =.82).26
To account for the levelled structure and the repeated measurement
character of the data, multilevel analysis was performed on the primary
outcomes MÅDRS and CGI and the added primary outcome variable
PRIME-MD.27 The levels were: GP, patient and measurement occasion.
Time-trend analyses were performed to see whether there were differences
in development over time.
All models were specified in such a way that it was possible to determine
whether at any time point, there were differences in change from baseline
between the treatment groups.
According to the study protocol it was intended to do the analysis based on
matched pairs of GPs. Because of the great variety in characteristics of the
GPs, and the cluster randomisation procedure,28 29 we decided to perform
the matching by using propensity scores.30 31 Propensity scores allow to
correct for the influence of a, possibly large, set of confounders on the
treatment assignment. In this particular case, it showed that the
randomisation had not been completely succesful. In particular, some
patient characteristics were distributed unequally over the two treatment
groups.
Therefore, all tests were corrected for propensity, including the propensity
score as a covariate in the multilevel models.
Since all tests were corrected for propensity, we also report adjusted means
for the primary (and secondary) outcomes. Baseline means are not
corrected.
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Results
Recruitment. The recruitment phase yielded a total of 43 general
practitioners (out of a total of 101) from 34 practices (out of a total of 70)
who were willing to participate. Of the practices, 18 (including 23 GPs)
were allocated to the intervention group and 16 (including 20 GPs) were
allocated to the care-as-usual group (Figure 1, page 63). The inclusion of
patients was started in June 2000 and was stopped in September 2002. In
total, 3,937 patients were screened to achieve the required number of
patients for the study (n=136) (table 2).
Table 2. Results of screening, diagnosing and including patients in the West
Friesland Study.
Intervention group
Screening (GDS-15)
Positive
Negative

2484
363
2121

Care-as-usual
group
1453
216
1237

Total

Diagnostic interview
(PRIME-MD)
Positive
Negative

192

147

339

95
97

83
64

178
161

Patients included

70

75

145

3937
579
3358

Eventually, we included 145 patients with major depression. The uptake of
the screening and diagnostic procedures was positive. Of the 95 patients
with major depression that were identified in the intervention arm, 70
agreed to enter the study protocol (74%). Of the 83 patients with major
depression that were identified in the care-as-usual arm, 75 agreed to enter
the study protocol (90%). This reflects the willingness of patients (and GPs)
to accept the diagnosis of depression and its subsequent treatment in the
75
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intervention group. In the control group no such acceptance was required.
The feasibility of the screening procedure is described in another paper.16
Patient-characteristics. The characteristics of the patients included in the
WFS are presented in table 3. The majority of the patients were female. In
total 83% of the patients did have a previous episode of depression.
Furthermore, there were no statistically significant differences in baseline
values on the primary outcome measures between the intervention and the
care-as-usual group.
Table 3. Patient-characteristics.
Intervention
(n=70)
Age
Gender
Marital status (married)
Independent living
Education (none-low)
Occupation (elementarylower)
Share household
Previous depression
Age first depression
Family history of depression

Care-as-usual
(n=75)

Total (n=145)

66,4 ± 9,2
65,0 ± 8,3
65,6 ± 8,7
Men 28 (40%)
Men 34 (45%)
Men 62 (43%)
Women 42 (60%) Women 41 (55%) Women 83 (57%)
39 (56%)
51 (68%)
90 (62%)
70 (100%)
74 (99%)
144 (99%)
49 (70%)
45 (60%)
94 (65%)
48 (69%)
37 (49%)
85 (59%)
41 (61%)
60 (86%)
44,4 ± 2,6
27 ( 39%)

57 (76%)
60 (81%)
38,2 ± 2,5
27 (36%)

98 (69%)
120 (83%)
41,4 ± 1,8
54 (38%)

Follow-up. At two months, 141 patients were still in the trial and at six
months 126 were still in the trial. In total 123 patients completed the oneyear follow-up and therefore 22 patients dropped out for various reasons
like lack of result, removal, too much a burden and no desire to carry on.
Five patients died for reasons not related to the trial or depression. There
were no differences between the two study groups.
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Primary outcomes. In table 4 the results of the multilevel analyses are
presented and discussed subsequently. Multilevel analysis showed that
MÅDRS, CGI and PRIME-MD outcome were not influenced by GP-level
characteristics, treatment or age.
MADRS. Baseline values on the MÅDRS were 21,66 ± 2,86 (mean ±
standard error) in the intervention group. A steady decline of the scores on
this scale occurred during treatment. After 2 months the mean scores were
19,56 ± 3,32, at the end of the treatment phase (after 6 months) the mean
scores were 9,23 ± 2,84. At the end of the follow up phase the scores
declined to 10,8 ± 2,85, which was significantly different from baseline.
In the care as usual group baseline values on the MÅDRS were 20,94 ±
2,48. Thereafter, the care-as-usual group a steady decline in this scale
occurred during treatment and follow up. After 2 months the mean scores
were 19,58 ± 3,49, at the end of the treatment phase (after 6 months) the
mean scores were 11,45 ± 2,52. At the end of the follow up phase the scores
had further declined to 10,09 ± 2,50, which was significantly different from
baseline (in the multilevel analysis).
Table 4. Results of multilevel analysis (means ± standard error) on the primary
outcome-variables PRIME-MD, MÅDRS and CGI.*
Outcome

T=0

T=2 months T=6 months

T=12
months

MÅDRS

Intervention
Care-asusual

21,66 ± 2,86
20,94 ± 2,48

19,56 ± 3,32 9,23 ± 2,84† 10,80 ± 2,85
19,58 ± 3,49 11,45 ± 2,52 10,09 ± 2,50

CGI

Intervention
Care-asusual

3,70 ± 0,66
3,64 ± 0,84

3,35 ± 0,55
3,14 ± 0,66

3,02 ± 0,55
3,02 ± 0,66

2,65 ± 0,55
2,47 ± 0,66

6,10 ± 0,80
2,80 ± 1,04 3,23 ± 1,04
PRIME-MD Intervention
6,33 ± 1,01
3,99 ± 1,22 3,74 ± 1,21
Care-asusual
*: higher scores on MÅDRS, CGI and PRIME-MD indicate more severe depression.
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†: statistically significant different from the care as usual group.

Trend analysis confirmed statistically significant differences after six
months between the MÅDRS scores in the intervention group and the careas-usual group.
Two additional analyses were done with the MÅDRS, an analysis regarding
50%-symptom-reduction and an analysis of patients achieving a score <10.
The results are shown in table 5. Only at two months a statistically
significant difference was found between the intervention and the care-asusual group on the 50% symptom-reduction. MÅDRS scores <10 at 12
months were statistically significant different at six months between the
intervention group and the care-as-usual group.
CGI. Baseline values on the CGI were 3,70 ± 0,66 in the intervention group
(table 4). CGI values showed a steady decline during treatment and follow
up. After 2 months the mean scores were 3,35 ± 0,55 and at the end of the
treatment phase (after 6 months) the mean scores were 3,02 ± 0,55, both of
which were statistically different from baseline. At the end of the follow up
phase the scores had further declined to 2,65 ± 0,55, which was significantly
different from baseline.
In the care-as-usual group baseline values on the CGI were 3,64 ± 0,84.
Thereafter, also the care-as-usual group a steady decline in this scale
occurred during treatment and follow up. After 2 months the mean scores
were 3,14 ± 0,66, at the end of the treatment phase (after 6 months) the
mean scores were 3,02 ± 0,66, both of which were statistically different
from baseline. At the end of the follow up phase the scores had further
declined to 2,47 ± 0,66, which was significantly different from baseline.
Trend analysis revealed no statistical significant differences between the
CGI scores in the intervention group and the care-as-usual group. The
results show that although the mean values in the intervention group at
baseline were lsomewhat higher than in the care-as-usual group, the
decrease in both groups on the whole was equal.
PRIME-MD. Baseline values on the PRIME-MD were 6,10 ± 0,80 in the
intervention group. Data collecting on the PRIME-MD at 2 months failed.
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Table 5. Additional analyses on the primary outcome measure MÅDRS.
T=0
Interv. CAU

T=2
Interv. CAU

Interv.

T=6
CAU

MÅDRS 50%
21/67 12/74
25/60
reduction n/N
(31)*
(16)
(42)
(%)
5/67
2/74
18/67 16/74
29/60
MÅDRS(7)
(3)
(27)
(22)
(48)*
score <10 n/N
(%)
*: statistically significant difference compared with care-as-usual

T=12
Interv. CAU

17/66
(26)

26/56
(46)

26/67
(39)

18/66
(27)

26/56
(46)

29/67
(43)

Dichotomized (major depression yes/no), after 6 months 60% (n=35) of the
patients in the intervention group did not have a diagnosis of major
depression (PRIME-MD negative) anymore versus 63% (n=41) of the
patients in the care-as-usual group, which is a non-significant difference.
After one year 66% (n=37) of the patients in the intervention group did not
have a diagnosis of major depression anymore and in the care-as-usual
group 64% (n=43), which also is a non-significant difference.
At the end of the treatment phase (after 6 months) the mean scores had
declined to 2,80 ± 1,04. At the end of the follow up phase the scores had
further declined to 3,23 ± 1,04, which is significantly different from
baseline.
In the care-as-usual group baseline values on the PRIME-MD were 6,33 ±
1,01. Data collecting on the PRIME-MD at 2 months also failed in the careas-usual group (idem). At the end of the treatment phase (after 6 months)
the mean scores had declined to 3,99 ± 1,22. At the end of the follow up
phase the scores had dropped to 3,74 ± 1,21, which is significantly different
from baseline.
Trend analysis revealed no statistically significant differences between the
PRIME-MD scores in the intervention group and the care-as-usual group at
any time point.

79

Chapter 4
Table 6. Results on secondary outcome measures (means).
T=0
T=2
T=6
T=12
Interv. CAU Interv. CAU Interv. CAU Interv. CAU
SF-36 – physical
summary component

60,5

61,2

60,7

63,5

61,4

63,1

60,7

63,6

SF-36 – mental
summary component
Subjective well-being
Satisfaction
MMSE
ADL
GDS-15
DIS (not depressed
now:%)
EuroQol (VAS)

47,0

50,2

54,4

54,6

58,4

57,6

59,2

60,6

2,7
2,0
25,6
9,5
7,3
23%

2,9
1,8
26,6
9,6
7,6
33%

11,2
5,5
-

11,5
5,8
-

3,4
2,4
9,2
4,7
-

3,2
2,3
9,6
5,2
-

3,3
2,3
27,3
9,4
4,7
66%

3,2
2,2
27,0
9,6
4,7
81%

62,0

62,3

-

-

64,9

65,9

62,4

62,9

Secondary outcomes. There were no statistical significant differences
between the intervention group and the care-as-usual group on any of the
secondary outcome measures (table 6). Subgroup-analyses on the basis of
age and sex revealed although that for certain measures there were
differences between the intervention and care-as-usual group. In particular,
it showed that on the measure health-in-general mean values in women
decreased whereas in men mean values increased after one year. Social
limitations through physical problems in men increased where in women
they decreased after one year. Furthermore, general health outcomes
increased more in men than in women. This was also true for health in
general and age-related effects. Mean values on subjective well-being
increased more in men than in women.
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Discussion
In this study on the effectiveness of an intervention programme to improve
the detection, diagnosis and treatment of late-life depression in primary
care, in only one of the primary outcome measures (the MÅDRS), a small
but statitistically significant difference was found at the end of the
intervention-period (six months) in favour of the intervention group. The
clinical relevance of this difference is of minor importance. No statistically
significant differences were found on the other time points on the MÅDRS.
Furthermore, no statistically significant differences were found on the other
primary outcome measure the CGI at any time point. Also no statistically
significant differences were found on the added primary outcome PRIMEMD at any time point, dichotomously or continuously. On none of the other
(secondary) outcome measures a significant effect was found. It was
remarkable that after half a year and one year both the patients in the
intervention group as well as in the care-as-usual group had improved
significantly on the primary outcomes, MÅDRS (patient interview) and CGI
(lay impression) compared to baseline. The same holds for the additional
primary outcome PRIME-MD. Based on the PRIME-MD scores the
majority of patients in both treatment arms were free of a diagnosis of major
depression.
Therefore, we conclude that the health gain provided by this disease
management programme for elderly primary care patients with major
depression in general, was only limited compared to care-as-usual. Yet, the
mean decrease in MÅDRS scores was quite substantial as it decreased more
than 50% in both treatment groups. In this respect, most patients had a
favourable prognosis. It is assumed that the intervention programme was
good enough for the intended purpose.
Several other factors may explain the limited results of this trial. Firstly, it
could be the case that the GPs that participated in the West Friesland Study
were a quite selective group of GPs that were interested in depression and
therefore highly motivated. Being interested in depression could also mean
that these GPs were already familiar with the guidelines of the Dutch
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College of General Practitioners that were published in 1994.19 Most of the
elements of the intervention of the WFS were based on these guidelines. So
it could very well be that the combination of these two elements (being
interested and relative ‘old’ and well implemented guidelines) has reduced
the contrast between intervention and care-as-usual. In other words, contrary
to the USA where care-as-usual appears to be ‘not good enough’,32 care-asusual in the Netherlands is already quite good. This is a reassuring
explanation. Complementary to this are the differences between the
organisation of primary care in Europe and in the USA. The review of the
effectiveness of disease management programmes13 for major depression in
primary care contains only one trial that was performed in Europe. From
that study it was concluded that the education programme aimed at GPs did
not improve recognition or recovery of patients from major depression.33
Also the two trials that studied elderly people with major depression in
primary care and that had positive results, were performed in the USA.14 15
All people in the Netherlands and also in the UK, are registered in a general
practice and GPs act as gatekeepers for secondary care. In the USA in most
cases people are not registered in a general practice. There are few barriers
to primary care in the Netherlands and 80% of older depressed people
contact their GP yearly.34 Therefore, it can be expected that the people
participating in trials in which GPs act as gatekeepers are a better
representation of the total population at risk, and the results of trials
performed in these (European) general practices are expected to be more
generalisable to the entire population than those performed in the USA.
Secondly, an aspect that could also be related to the outcome is the
Hawthorne-effect. The mere fact that people get attention (the fact they
participate in a trial) already has a healing effect. This holds for both the
intervention group and the care-as-usual group. Apart from this, for both
groups the placebo-effect works very well, but we assume that it does work
better in the intervention group.
Thirdly, the case-finding procedure we applied might have let to the
selection of patients with a milder form of depression. These have a
relatively good prognosis that might also heal spontaneously. For practical
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purposes it might be recommended to wait two months before a treatment
for milder forms of depression in elderly people in primary care is started.
Fourthly, all the structured attention seems to have relatively little effect.
Furthermore, there are serious doubts about the effectiveness of
antidepressants in elderly people.
As our study incorporated several elements, now considered to indicate high
quality such as concealed allocation, and independent evaluation40 (which
were absent from most previous antidepressant studies in primary care41),
our results increase these doubts. We also published our design before the
analyses.
Recently, the controversy about the balance of efficacy and side-effects of
antidepressant drugs, in particular the selective serotonin re-uptake
inhibitors (SSRIs) resulted in negative advice regarding the prescription of
SSRIs to children and adolescents. Moreover, also in the oldest old people
with depression the efficacy of SSRIs is disputed. The Food and Drug
Administration (FDA) in the US has announced that they will make
investigations regarding the efficacy and side-effects of SSRIs in adults.
Therefore, it may well be that in general practice the efficacy of SSRIs in
elderly people with depression is less than is generally assumed or in the
best case only a small effect can be expected. Thus, the whole issue of
improving the quality of care through improving prescription of
antidepressants seems controversial. Recently released guidelines state that
antidepressants should not be used for the initial treatment of mild
depression because the risk-benefit ratio is poor.35
A further explanation might be the validity of the PRIME-MD which has
not been explicitly tested in elderly people. The cut-off score of 5 on the
GDS-15 that we have used was in line with international literature and was
also shown to be valid.36 Yet, although the validity of the relatively brief
PRIME-MD questionnaire versus a standardized psychiatric assessment
such as the CIDI is established in several studies, reservations remain about
its validity. Our patients had relatively mild forms of depression, as
demonstrated by the MÅDRS-scores which were in the mild range (20-21).
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A new depression assessment tool for use in primary care studies was
developed recently, the SDI.37 Further studies to evaluate the quality of
depression assessment tools in primary care are clearly needed. This may
also indicate the transient nature of many depressive symptoms in primary
care, which is in line with recent studies in community-living younger
adults.38 For daily practice, this indicates a stepped care or repeated
assessment approach. A single PRIME-MD assessment that indicates
depression may not immediately warrant antidepressant therapy.
In a recent review of the literature regarding the effectiveness of disease
management programmes for major depression in primary care, it was
concluded that if screening is included, results are positive and more
effective than care-as-usual.13 From our own trial we have to conclude that
this result is not unambiguous for elderly patients in primary care in the
Netherlands. An innovative quality improvement strategy would perhaps be
to focus more on general communication skills of GPs. The combination of
improved depression care and good communication skills may be essential
for recovery.39
In conclusion, although there is a slight tendency for improvement in the
patients in the intervention group compared to the care-as-usual group, only
on one outcome measure a statistical significant effect was found. This
intervention costs a lot of extra energy that is not translated into clinical
relevant improvements of patients and, therefore, it can not as yet be
recommended.
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Chapter 5
Abstract
Background. The importance of diagnosing depression in primary care is
undisputed. Especially in the elderly, recognition of depression may pose
difficulties. Screening for depression in primary care requires validated
instruments.
Aim. To assess whether a cut-off of 5 on the 15-item version of the Geriatric
Depression Scale (GDS) GDS that was determined beforehand yielded the
best sensitivity and specificity for the diagnosis of major depression in primary
care.
Methods. A sample of 330 patients was drawn from a group of elderly
patients (≥ 55 years) that participated in a clinical trial, the West Friesland
Study (WFS). In that trial the effectiveness of a disease management
programme aimed to improve the recognition, diagnosis and treatment of
major depression in elderly people in primary care was compared to care-asusual. An on-study validation of the GDS-15 was performed in the WFS. The
mood-module of the PRIMary care Evaluation of Mental Disorder (PRIMEMD) PRIME-MD served as the external criterion for major depression.
Results. Using a ROC-curve the best cut-off score of the GDS-15 was 5.
This cut-off score gave a sensitivity of 0.79 and a specificity of 0.67 and a
negative predictive value of 0.94.
Conclusion. The validation in retrospect of the a priori chosen cut-off score
of 5 in a sample of the study population supports our a priori choice.
Therefore, the chosen cut-off was appropriate and does not influence the
results of the intervention part of the WFS as it is likely we did not miss a
substantial amount of patients who in fact did have a diagnosis of
depression.
Keywords: Major depression, primary care, elderly, screening, GDS-15, the
Netherlands
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Introduction
Screening for major depression in general practice is advocated to increase
recognition by GPs and to improve outcome.1 Screening is also part of
disease management programmes that aim to improve the recognition,
diagnosis and treatment of patients with major depression.2 One-time
screening for depression in primary care has shown to be cost-effective.3
Yet, in a systematic review it was concluded that there is little evidence that
the routine administration of questionnaires for depression and anxiety is of
benefit in improving psychosocial outcomes of people with psychiatric
disorder managed in non-psychiatric settings.4 If screening is performed
adequately it does not result in any significant change in outcome of
patients. This review however did not incorporate the (15-item version)
Geriatric Depression Scale (GDS) because it was limited to younger adults.5
This is quite remarkable because the GDS-15 has been validated in many
populations and many countries and has been shown to have a high
sensitivity and specificity for detecting major depression.6-10 With regard to
general practice and the elderly, the GDS-15 has been validated in several
subgroups, such as a general elderly population,5 primary care population,11
elderly medical patients12 and very old people in primary care13.
In this article we will report the test-characteristics of screening with the 15item version of the GDS for major depression in elderly people as they
come for appointments with their general practitioners. Particularly, we
studied in retrospect whether the a priori choosen cut-off score of 5 was
appropriate.
Patients and methods
Patients and procedures. This study was conducted in the district of West
Friesland which is part of the province of North-Holland in the Netherlands.
We performed a randomised trial, the West Friesland Study (WFS) in which
the effects of an intervention aiming to improve recognition, diagnosis and
93

Chapter 5
treatment of major depression in elderly (≥55 years) primary care patients is
compared to care-as-usual. Detailed information on the design and
background of the WFS have been published elsewhere.14 In short, 43
general practitioners from 34 practices in the eastern part of West Friesland
in the province of North-Holland in the Netherlands participated. Of the
practices 18 (including 23 GPs) were allocated to the intervention group and
16 (including 20 GPs) were allocated to the care-as-usual. In total 3,955
persons were screened.
If patients met the following exclusion criteria, they were excluded from the
study: current use of antidepressants, alcohol and/or drug abuse, current
psychosis or bipolar depression, reduced cognitive functioning (MMSEscore <18), severe social dysfunctioning or inability to understand Dutch.
Measurements. Screening for depression was carried out by the practice
assistant in the waiting room. After a brief explanation of the WFS by the
practice assistant, the 15-item version of the Geriatric Depression Scale
(GDS-15)5 was administered to all people 55 year and older attending the
waiting room. We regarded a score of 5 or higher to be indicative of the
presence of major depressive disorder. We choose this cut-off point because
at the time of the start of the WFS the results of recent studies also showed a
score of 5 to have the highest sensitivity and specificity.11 15
In the past decade a new and more rapid procedure for diagnosing mental
disorders by primary care physicians was developed in the USA, the
PRIMary care Evaluation of Mental Disorder PRIME-MD.16 The PRIMEMD appears to be a useful tool for identifying mental disorders in primary
care practice and research. We regarded the mood-module as the best and
most appropriate (less time-consuming and easily applicable) to use in our
study in general practice. In this study the mood-module was used as an
indicator of major depression.
In the WFS people who scored 5 or greater on the GDS-15 were asked to
return to the practice to ascertain the diagnosis of depression, using the
mood-module of the PRIME-MD. A diagnosis of major depression was
given when the score was five or higher, including positive scores on mood
and/or activity. The diagnostic interview was carried out by trained
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research-assistants who were blinded to the GDS-scores. A Dutch
translation of the 15-item version Geriatric Depression Scale was used,
which has also been validated for that purpose.7 We used the Dutch
translation of the mood-module of the PRIME-MD, which was kindly
provided to us by Pfizer company.
We did not look for differences between men and women as our main
concern was whether our results could be applied for the whole group of
patients.
The MÅDRS could not be used for validation in this study because there
were no data of it at the screening-stage as it was used as a primary endpoint
as was foreseen in the study-protocol.
Statistics. For logistic reasons we were unable to perform a pilot-study in
which the best cut-off score of the population in West Friesland could be
estimated. Therefore, we did a validation of the cut-off score we had chosen
while the WFS was already running. We were interested in the sensitivity,
specificity, positive and negative predictive value. A receiver operator
characteristic (ROC) curve was also constructed. When pairs of sensitivity
and specificity are negatively correlated, these pairs can be considered to be
originating from a common ROC-curve. The pair with the best
characteristics will have the largest area under the ROC-curve.
For our purpose, we had to fill the four cells of the cross-table: cell (a) was
filled with patients who had a major depression: a positive score on the
GDS-15 at screening and a positive score on the PRIME-MD, cell (c) with
patients who were false negative: a negative score on the GDS-15 but a
positive score on the PRIME-MD, cells (b) and (d) were filled with patients
with a negative score on the PRIME-MD but with either a positive score on
the GDS-15 at screening (b) or with a negative score on the GDS-15 at
screening (d). It was concluded that around 300 patients would be needed to
make an adequate validation.
Patients participating in the validation study come all from the practices that
participated in the WFS. Patients in cell (a) were those with a major
depression and who actually participated in the WFS at the time we
performed the validation of the GDS-15. Cell (b) was filled with patients
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who did have a positive score on the GDS-15 but could not participate in
the WFS because they did not have a positive score on the PRIME-MD. The
patients for cells (c) and (d) come from a sample of the WFS of screennegative patients and they were interviewed at home by research assistants
and the mood-module of the PRIME-MD was taken.
Results
In total 330 patients were used to validate the cut-off score of the GDS-15
(table 1). At the time of the validation there were 111 patients who actually
participated in the clinical trial of the WFS and they had positive scores on
both the GDS-15 and PRIME-MD. They fulfilled to the criterion of major
depression and therefore filled in cell (a). Hundred and seventeen patients
had positive scores on the GDS-15 but negative scores on the mood-module
of the PRIME-MD. Of these 18 had incomplete scores on the PRIME-MD.
So 99 patients filled in cells (b). There were 102 patients who belonged to
the sample of people with a negative score on the GDS-15 who were
exposed to an additional diagnostic interview with the mood-module of the
PRIME-MD. Six of those had a positive score on the mood-module of the
PRIME-MD and filled in cells (c). Furthermore, 96 patients of this cohort
had a negative score on the mood-module of the PRIME-MD and filled in
cells (d).
There were 212 women (64.2%) and 118 men (35.8%). The mean age of all
patients was 66.5 years (SE 0.46) and the median was 65.0 years. The mean
age of the women was 67.1 years (SD 8.4) and that of the men was 65.6
years (SD 8.6). Of 18 patients the data were incomplete and could not be
used for the study, leaving 312.
The area under the ROC-curve for the GDS-15 is 0.801 (95%CI=0.7530.849).
The cut-off score of 5 on the GDS-15 gave a sensitivity of a positive score
of 0.786 and a specificity of 0.672. This pair actually corresponds to the
largest area under the ROC-curve (the closest to the upper left corner of the
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curve), indicating the best match between sensitivity and specificity. The
predictive value of a positive test-result is 111/210=0.53 and the predictive
value of a negative test-result is 96/102=0.94.

Figure 1. Receiver operator characteristic (ROC)curve of the GDS-15.
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Table 1. Test-characteristics of the GDS-15 and PRIME-MD in a
sample of patients in the WFS.
PRIME-MD +

PRIME-MD -

Total

GDS-15 +

111 (a)

99 (b)

210

GDS-15 -

6 (c)

96 (d)

102

Total

117

195

312

Discussion
In this validation of the cut-off score of the GDS-15 in a population of
elderly people attending the waiting room of general practices in WestFriesland in the Netherlands, we found that the sensitivity and specificity of
a cut-off score of 5 in a sample of participants were good for the intended
purpose of our study. This cut-off score of 5 on the GDS-15 corresponds to
a sensitivity of 0.786 and a specificity of 0.672. This pair actually
corresponds with the largest area under the ROC-curve, indicating the best
match between sensitivity and specificity. In other words, a cut-off score of
5 gives the best accuracy with a maximum number of true positives and a
minimum number of false positive. This is in accordance with the predictive
value of a negative test-result (0.94).
In our study we had a relatively small number of drop-outs of 18/330 which
is around 5%. The research-assistants were blinded for the GDS-scores
ensuring validated measurements. We conclude that it is likely that in the
screening-stage of the clinical trial of the WFS we did not miss a substantial
amount of patients who in fact did have a diagnosis of depression. The
criterion-validity of the GDS-15, as it was measured in relation to the
PRIME-MD therefore was good.
We used the PRIME-MD because of its ease of use and it has been validated
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many times. It might be argued that using the PRIME-MD as a sole
indicator of validity of the diagnosis of depression has its limitations.
Because we also administered the GDS-15 and therefore in fact performed a
two-stage screenings-process we think these limitations are somewhat
lessened.
The generalizability of our results to elderly primary care patients attending
the waiting room is substantial as we had a large catchment area and quite a
large response of GPs and of patients. Yet, it is limited to situations in
which primary care is organized in such a way that all patients in a certain
area are registered in general practices and do not have free access to
specialist care.
In comparable populations of primary care attending elderly people, Van
Marwijk et al.7 using a cut-off score of 3 on the GDS-15 found a sensitivity
of 0.67 and a specificity of 0.73. Using a cut-off of 2 they found a
sensitivity of 0.76 and a specificity of 0.53. D’Ath et al.11 found in elderly
primary care attenders that a cut-off score of 5 on the GDS-15 yielded a
sensitivity of 0.91 and a specificity of 0.72. Using a cut-off score of 6 they
found a sensitivity of 0.78 and a specificity of 0.82.
It can be expected that the test-characteristics of the GDS-15 differ in
populations in which the incidence and prevalence of major depression are
higher than in primary care. For instance, in a population of frail elderly
male patients attending a geriatric outpatient clinic Hoyl et al.15 found that a
cut-off score of 5 on the GDS-15 was related to a sensitivity of 0.94 and a
specificity of 0.83. Their study population is quite specific and does not
resemble the more unspecific population of waiting rooms in general
practice. In another population, e.g. a community of the oldest old De Craen
et al.13 found a cut-off score of 4 on the GDS-15 was related to a sensitivity
of 0.88 and a specificity of 0.76.
Therefore, we may assume that the results of the intervention study of the
WFS are not substantially flawed by our a priori chosen cut-off score of 5.
In practice, it is important to have a diagnostic cut-off point which is
characteristic of the population that is studied.
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This study is limited to elderly primary care patients who attend the waiting
room of their general practitioner. Our study did not include elderly patients
who were unable to attend the waiting room because of serious co-morbid
conditions that limit their mobility. Therefore, screening of that population
in primary care may be a next target to achieve.
In conclusion, the GDS-15 is a good instrument to screen for major
depression in elderly people attending the waiting room of general
practitioners. A cut-off of 5 has the best sensitivity and specificity and a
high predictive value of a negative test-result in a population of elderly
people attending the waiting room of their general practitioners.
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Abstract
Objective. To evaluate diagnoses and the prescription of antidepressants
drugs for depression, based on data from 1993 to 1998 related to
consultations for depression in general practice in the Netherlands.
Method. An exploratory analysis of data provided by IMS Health.
Consecutive annual representative samples of 640 GPs regularly registered
data on morbidity and (drug) treatment for specific medical problems in
special booklets for a period of one week. The data refer to consultations for
depression. The diagnoses were initially based on ICD-9 criteria and later
ICD-10 criteria for depression.
Main outcome measures. Number of diagnoses of depression and number of
prescriptions for antidepressants.
Results. The number of first consultations for depression rose gradually, from
909 in 1993 (95% CI: 774 to 1043), to 1,482 (CI: 1,292 to 1,672) in 1998: an
increase of 63%. For an individual GP, this represents an increase from 18 to
30 in first consultations for depression. The number of prescriptions for
antidepressants also increased, mainly during repeat consultations: a 278%
increase, from 3,708 in 1993 to 14,024 in 1998 (CIs: 3,504 to 3,912 and
13,252 to 14,796). Antidepressants were prescribed during the first
consultation 564 times in 1993 compared with 1,082 times in 1998. The first
contact with a GP for depression led to an antidepressant prescription in 62%
of cases in 1993 and 73% in 1998. Although the guidelines issued by the
Dutch College of General Practitioners in 1994 recommended tricyclic
antidepressants (TCAs) for the treatment of depression, paroxetine, fluoxetine,
and mirtazapine (SSRIs) accounted for 56% of the prescribed antidepressants.
Conclusion. Between 1993 and 1998, GPs in the Netherlands prescribed
increasingly more antidepressants, and they prescribed more SSRIs than
TCAs. Furthermore, GPs diagnose depression more frequently and the number
of repeat consultations has increased.
Keywords: antidepressant drugs, consultations, depression, general
practice, prescriptions
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Introduction
Over the past ten years, a number of guidelines have been developed in the
Netherlands with the aim of helping general practitioners (GPs) to tackle the
complex task involved in the management of depression. The guidelines
published by the Dutch College of General Practitioners (NHG), in 1994,
recommend a tricyclic antidepressant (TCA), i.e., amitriptyline, for the
treatment of depression.1 Another set of national guidelines was published
in 1994 by a multidisciplinary taskforce, the Institute for Quality in Health
Care (Kwaliteitsinstituut voor de gezondheidszorg, CBO).2 These guidelines
state that various types of cyclic antidepressants are equally effective, but
recommend a selective serotonin reuptake inhibitor (SSRI) for the treatment
of depression.
Furthermore,
the
Dutch
Pharmacotherapeutic
Manual
(Farmacotherapeutisch Kompas), which is published annually, gives
recommendations for the choice of drugs for the treatment of various types
of diseases. With regard to major depression, an important shift in
recommendations can be observed over the past ten years. Whereas in 1990
TCAs were recommended, the latest edition states that both TCAs and
SSRIs can have both beneficial and adverse effects, and that the choice of
drugs should be tailored to the patients’ needs and wishes.3 In another set of
guidelines, published by the Dutch Drug Bulletin (Geneesmiddelenbulletin)
the controversy concerning the choice of TCAs or SSRIs is unfolded; the
conclusion is that in most cases TCAs are recommended. Comparisons of
the effects of antidepressant drugs in recent years have shown no differences
between the efficacy of TCAs and SSRIs.4 5 The most recent review, which
included more than 300 studies, came to the same conclusion.6 Moreover,
no differences in adverse effects were observed between these two classes
of drugs. Sub-group analysis, particularly of sub-groups of patients treated
in primary care, have supported this conclusion of therapeutic equality, and
have found no differences in adverse effects. In actual practice, fluoxetine
and paroxetine may be more likely to be prescribed for a therapeutic period
than other antidepressants for certain patients.
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In recent years, a few retrospective studies have also focused on the
prescription of antidepressant drugs in general practice in the Netherlands.7-9
Two of these studies concluded that TCAs and SSRIs were equally favoured
in general practice for the treatment of depression.7 8 The prescription of
specific antidepressants was more dependent on geographical area than on
individual patients’ characteristics.9 Data for these studies were collected
from 1994 to 1996.
The present study was based on data concerning diagnoses and the
prescription of drugs for depression, obtained during the period 1993-1998
from general practices in the Netherlands. The objective of the study was to
investigate whether there were any obvious trends in the diagnosis and
treatment of depression during this period.
Methods
Data for the present study were obtained from Intercontinental Medical
Statistics Health in The Netherlands (IMS Health).10 One of the products
IMS Health supplies, since 1971, is the Medical Index Netherlands
(Medische Index Nederland). For this Index, data on morbidity and (drug)
therapy for specific medical problems are gathered regularly from a
representative sample of GPs, representative for each field of interest and
for all geographical regions of the Netherlands. The data refer only to
ambulatory patients; no data are available on hospitalised patients. Four
times each year, a sample of 160 GPs (total 640) is drawn, including nondispensing and dispensing GPs (90% respectively, versus 10%). Quarterly,
each participating GP registers all consultations during the period of one
week in a special booklet. In total, 640 GP working weeks are registered on
a one-year basis. The obtained data refer to patient-consultations. GPs
initially diagnosed depression (yes/no) on the basis of WHO ICD-9 criteria,
and later ICD-10 criteria for depression.11 Data were entered and analysed
anonymously.12 The consecutive samples of GPs are considered to represent
the national population of GPs in the Netherlands (n=6,924 in 1993; 7,012
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in 1994; 7,144 in 1995; 7,238 in 1996; 7,238 in 1997; 7,380 in 1998). The
registration-period included in the present study was from January 1993 to
December 1998, and a distinction was made between first and repeat
consultations.
In the analysis, the number of consultations for depression (both first and
repeat consultations), the number of prescriptions for depression (both first
and repeat consultations), and the pattern of prescriptions during the study
period were investigated. Relative errors creating confidence intervals (CIs)
are reported based on IMS Health tables, with a minimum relative error at
95% probability, creating a CI around the estimate.13 For example, 6,672
consultations for depression are within a CI of 6,236 to 7,104 consultations.
Results
First and repeat GP-consultations. The majority (61%) of diagnoses of
depression made by GPs were for patients between 30 and 60 years of age
(as in the 1998 sample of patients with a diagnosis of depression).
Table 1 presents the number of consultations for depression and the
percentages of prescribed antidepressants over a period of 6 years for each
participating set of 640 GPs in each consecutive annual survey. The number
of first consultations with a GP, i.e., the ‘incidence’ of depression, increased
gradually from 909 in 1993 (CI: 774 to 1,043) to 1,482 in 1998 (CI: 1,292 to
1,672), an increase of 63%. As these two CIs do not overlap, the difference
is statistically significant. On an annual basis, this implies an increase from
18 (640 GP-weeks included 909 first consultations for depression in 1993:
909/640*52/4) to 30 (1,482/640*52/4) first consultations for depression per
GP in 1998.
Similarly, while in 1993 a GP had ‘only’ 107 consultations per year for
depression, in 1998, this increased to 317 consultations per year in 1998.
There is a somewhat greater increase during the period 1995-1996, perhaps
related to the publication and implementation of national guidelines, or
efforts from the pharmaceutical industry to include (the treatment of)
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depression on the agenda for general practice. Important in terms of the GP
care provided for patients with depression, or the GP workload, is the
impressive 224% increase in repeat consultations for depression, from 4,353
in 1993 (CI: 4,004 to 4,700) to 14,110 in 1998 (CI: 13,332 to 14,884. This
Table 1. Consultations for depression and percentages of prescribed
antidepressants in annual one-week samples of 640 GPs (actual numbers).
1993 (%)

1994 (%) 1995 (%)

1996 (%)

1997 (%)

1998 (%)

First
909 (62) 1,019* (63) 1,120 (60) 1,384 (68) 1,306 (68) 1,482 (73)
consultation
Repeat
4,353 (85) 5,603 (90) 6,320 (92) 10,783 (98) 12,221 (101) 14,110 (99)
consultations
Total
5,262 (81) 6,622 (86) 7,440 (87) 12,167 (95) 13,527 (98) 15,592 (97)
*: The survey of 640 GPs in 1993 does not overlap the sample of GPs in 1994, etc.

difference is statistically significant. The large increase in workload appears
to be mainly due to increase in repeat consultations. Figure 1 shows the
projected annual number of consultations for depression with GPs in the
Netherlands (blue bars). The difference between the number of
consultations in 1996 and 1997 is not statistically significant, but all other
annual differences are.
Prescriptions. Prescriptions increased during both first and repeat
consultations for depression. The increase in prescriptions for
antidepressants was highest during repeat consultations: from 3,708 in 1993
to 14,024 in 1998: a 277% increase (CIs: 3,504 to 3,912 and 13,252 to
14,796), due, no doubt, to the frequently chronic nature of depression. The
prescription of antidepressants during the first consultation increased 91%:
from 564 in 1993 (CI: 452 to 684) to 1,082 in 1998 (CI: 852 to 1,148).
During the consultation for depression, an antidepressant was prescribed by
the GP in 62% of cases in 1993 and 73% of cases in 1998. Figure 1 also
shows the projected annual number of antidepressants prescribed by GPs in
the Netherlands (red bars). All differences between subsequent years are
statistically significant.
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Figure 1 Projected annual number of consultations
for depression with GPs in the Netherlands (with CI)
3.000.000

2.500.000

2.000.000
# consultations
# prescriptions
1.500.000

1.000.000

500.000

0

1993 1994 1995 1996 1997 1998

Top-3 drugs. Paroxetine (33%), fluoxetine (14%), and mirtazapine (9%)
account for 56% of all antidepressants prescribed by GPs in the
Netherlands. The most frequently prescribed TCA is amitriptyline,
accounting for 7 % of all prescriptions. In 1993, 46% of prescriptions were
SSRIs and 43% were TCAs (11% others), while in 1998 69% were SSRIs
and 17% were TCAs (14% others). A total of 34 types of antidepressant
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drugs were prescribed. The prescription of TCAs has decreased by more
than 50% and the prescription of SSRIs has increased by 50%.
Discussion
During the five-year period from 1993 to 1998, there is an obvious trend in
the diagnoses of depression and the prescription of antidepressants in
general practice in the Netherlands. GPs prescribe more antidepressants, and
SSRIs are prescribed more frequently than TCAs. Furthermore, GPs
diagnose depression more frequently and there are more repeat
consultations. The latter are positive findings, in view of ongoing claims
concerning the under-recognition and under-treatment of depression by GPs.
Methodologically, the study could have some limitations about the method of
data-collection. The data were gathered by GPs in everyday practice, and were
analyzed for commercial reasons and not for scientific purposes. Independent
bodies have not scrutinized the quality of the data and the sampling process.
Internal IMS Health quality assurance procedures have been followed, and
different consecutive samples were drawn. The various annual samples of GPs
were considered to reflect the national population of GPs in the Netherlands.
The results about the prescription of antidepressants, which are emerging
from the IMS-Health data are supported by data from various sources.
Figures by the Foundation for Pharmaceutical Statistics (Stichting
Farmaceutische Kengetallen, SFK), an organization which collects data on
drugs which are supplied by over 1000 Dutch pharmacies show a threefold
increase in seven years (1989-1996) in the prescriptions of antidepressants
in the Netherlands, the costs of which were multiplied almost four times.14
The number of prescriptions for antidepressants obtained from public
pharmacies in the Netherlands was 3.4 million in 1998. This increase mainly
attributed to the prescription of SSRIs. Public pharmacies supplied
antidepressants amounting to €105 million (excluding tax) in 1998, which is
4% of the total national costs for the prescription of drugs. In 1998, €40
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million were spent on one SSRI: paroxetine. A similar increase in the
prescription of antidepressants has been reported in other countries.15-17
One question, which should be addressed in future studies, is how many
patients with relatively minor forms of depression receive antidepressants.
A recent national case-vignette study suggests that GPs in the Netherlands
may be more inclined than mental health professionals to treat sub-clinical
depression with antidepressants.18 In a Danish study with a descriptive
cross-sectional design 98 patients who had been prescribed antidepressants
in primary care were interviewed. The indications for antidepressants were
major depression for 39 patients and minor depression for 32 patients.19
Evidence of the effectiveness of antidepressants for minor depression is
inconclusive, although promising for chronic types of depression such as
dysthymia.20 Most current guidelines advise counselling and education for
patients with minor depression and restrict the prescription of
antidepressants to patients with major depression.
It is interesting to evaluate these results in the light of guideline development
and quality assurance. The general practice guidelines were not only intended
to stimulate an active diagnostic and therapeutic approach to depression in
primary care, but also to advise GPs to prescribe TCAs. The latter
recommendation appears to have had little impact, although this may have also
been because two ‘competing’ guidelines were issued with somewhat different
therapeutic advice. However, SSRIs appear to have “conquered the market”.
Future developments in trends for the prescription of specific antidepressants
are unpredictable. The 10-year patent period for many of the newer
antidepressant is ending, so that they will now become available generically.
The results of this evaluation may be of use to the new Dutch CBO consensus
panel on Mood Disorders (CBO) that started in June 2000, and the revision of
the general practice guidelines on depression.
The question arises as to whether the current prescription pattern of
antidepressants in general practice is based on evidence. In various metaanalyses, no differences have been found in the efficacy of TCAs and SSRIs
for the treatment of major depression.6 21 The balance of efficacy and sideeffects does not direct the choice of treatment. In the sub-group of primary care
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patients, no differences in efficacy were found between TCAs and SSRIs.
Based on the existing evidence, there is no need to reject or adapt current
guidelines for GPs. However, in real-life settings, compliance with SSRIs may
be better for certain patients. The choice of an antidepressant should be
tailored to the needs of the individual patient.9
The need for discussions on the future role of the GP as “gatekeeper” to the
mental health care system is supported by these data. The workload imposed
on GPs about the treatment of depression is rapidly increasing.22 As the
World Health Organization predicts that depression will be the major
contributor to the global burden of disease in 2020, an innovative approach
for the care provided for patients with depression is necessary. Moreover, as
depression is increasingly considered as a chronic illness, and less as the
“common cold” of mental health (terrible but short-lasting), close
collaboration between GPs, mental health workers and pharmacies is also
necessary. Antidepressant monitoring is one of the current tasks of many
practice assistants in British general practices, and as it has recently become
financially possible for practice assistants to be employed in Dutch general
practices, this could be included in their task. The implementation of
prescription and medical information systems linked to pharmacies, and the
close monitoring of repeat prescriptions by pharmacies, are necessary
developments. However, the Dutch Government is slow to develop policies
to stimulate these innovations and the GP, as “gatekeeper” to the mental
health care system, is busy enough as it is.
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Chapter 7
In this chapter the consequences of the studies presented for the elderly
patient are sketched. Conclusions are placed in the light of recent and future
developments in health care research, especially in the light of the ageing
population. Finally, the implications for the management of depression in
the elderly are reviewed.
Attention for the elderly patient
Screening, recognition and diagnosis of depression in primary care
Depression in the elderly is responsible for a substantial amount of individual
suffering, disabilities, and loss of quality of life. The prevalence of depression
in the elderly is estimated to be 3-5% of the elderly population.1 2 On the basis
of this thesis and other work3, we conclude that it is possible to improve
recognition and diagnosis, and to moderately improve outcomes. However,
we believe that the role of antidepressants may be overestimated.4 5
Our results show that recruitment of patients with major depressive disorder
for a randomised trial by screening elderly patients in non-academic general
practices is feasible. Obviously, in general, patients are not reluctant to
participate in a screening programme for depression in general practice. In
fact, most people readily accepted the screening. At the start, both the
Medical Ethical Committee and others expected it to be very difficult. Their
judgement turned out to be right: it was however not an easy task to recruit
the required number of patients.
Since the start of the WFS, the workload of general practitioners in the
Netherlands has steadily increased. It is therefore very doubtful whether an
extensive study like the WFS could be performed nowadays without
additional professional help from external practice nurses or Mental health
(GGZ)-employees. In the light of the increasing workload a more rational use
of screening would be to perform it only in cases where the general
practitioner has good grounds to assume his patient might have a major
depression. Using the GDS-15 and the PRIME-MD yielded a number of false
positive diagnosis of depression. As the results of the WFS have shown the
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natural history of depression in the elderly is quite good. Therefore, a
defendable approach could be to wait and see until two months after a
diagnosis of depression has been made. After these two months the GDS-15
and the PRIME-MD could then be repeated. Depending on the results of these
repeated tests it can then be decided whether treatment should be initiated.
Since the introduction of the GDS-15 validation studies have been
performed using less than 15 items. In particular it has been shown that five6
items and two7 items have a high sensitivity and specificity for the diagnosis
of depression. Especially in elderly medical patients it showed that very
short scales for the depression screening were as effective as long scales.8
Screening for depression in primary care therefore could be far less timeconsuming with a two-item-screener. This can be important in the already
overloaded primary care in the Netherlands. As is already a regular routine
in certain parts of the country, a nurse-practitioner or a specially trained
nurse-physician can take over certain tasks of the general practitioner.
Screening for depression may be one of them.
Although the results of the WFS on depression in the elderly show that a
disease management programme that includes screening slightly improves
the outcomes, clinically the effects were limited. Therefore, on the basis of
this study, screening for depression in elderly patients in primary care in the
Netherlands does not seem the most obvious way forward. The revised
guidelines of the Dutch College of General Practitioners (NHG) also state
that systematic use of screening instruments, for instance for all
waitingroom-attenders, is not advised for the recognition of mood-disorders
in general practice without intensive control and feedback of planned
interventions.9 The guidelines also state that in routine general practice a
diagnostic interview aimed at the individual is preferred.
Treatment of depression in primary care
Most of the elderly who are treated for depression are treated in general
practice.3 The majority of those treated receive drug-treatment, mostly an
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antidepressant.10 11 Guidelines on the treatment of depression are not
specifically tuned to elderly people.9 However, drug treatment may not
always be such a good idea for depression in the elderly. Drug therapy of
elderly people with psychiatric diseases is hampered by several factors that
are unique for this age group. Especially, co-morbidity combined with
physiological ageing has a major impact on the action and
pharmacotherapeutical response to drugs.
Furthermore, evidence supporting the effects of antidepressants in elderly
patients is rather thin.12 The golden standard for clinical drug research is the
randomised double-blind and (placebo)controlled trial.12 Trials should be
performed in a double-blind way because only in this way bias is prevented
and the effect of an intervention with a new drug in comparison with
placebo can be judged in a unbiased way. When neither doctors nor patients
know which drug the patients receive, they can not cherish exaggerated
expectations. Randomization is necessary in order to prevent that doctors
prescribe the new drug mainly to patients whom they expect to benefit most.
Therefore, blinding and randomization are essential when studying these
effects.
There is only one meta-analysis of the effectiveness of antidepressants in
elderly patients that is based on results of randomised double-blind trials
alone.13 However, in that meta-analysis, mainly studies were included that
were performed in secondary care.13 A higher initial severity of depression
may improve the efficacy of antidepressants. Since patients in general
practice are frequently mildly depressed, the effects may be lower than
those observed in studies in psychiatric institutions. This so-called ‘setting
effect’ inflates the estimate. In a related meta-analysis the same randomised
trials were used and the conclusion was the same.14 Other meta-analyses to
the effectiveness of antidepressants and that were limited to elderly patients,
included also trials that were not double-blind.15-18 Due to this shortcoming,
they do not add much to our knowledge of the specific effects of
antidepressants in elderly patients with major depression. Note that the 2001
Cochrane review on the subject has not yet been published.
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A few other meta-analyses have been performed in general practice.19-21 In
one meta-analysis the efficacy of antidepressants in general practice was
studied, but that study was limited to younger adults.20 In an other metaanalysis of comparative studies on the efficacy of selective serotonin reuptake inhibitors (SSRI) and tricyclic antidepressants (TCA) in depression
treated in general practice no statistically significant differences between the
two drug classes were found.21 A third study concluded that overall, the
magnitude of the treatment effects is modest.19 Therefore, the efficacy, let
alone the effectiveness in real life general practice, of antidepressant drug
therapy in the elderly in general practice is disputable. The results of the
WFS support the limited effectiveness.
Increased attention for elderly patients in general as well as depressed
elderly patients in particular has revealed the relatively high percentage of
patients committing suicide. They have a higher risk of completed suicide
than any other age group.22 The main psychological factors associated with
suicide in elderly people include psychiatric illnesses, most notably
depression. Although depression is associated with an increased risk of
suicide, treatment with antidepressants and notably SSRIs may also be
associated with an increased risk of suicide.23-25 There is however a
controversy surrounding this issue and the studies regarding this topic are
performed in adults and not in elderly patients. Further study is needed.
While older patients predominantly have the milder forms of this condition,
the efficacy of antidepressants for depression has mostly been demonstrated
for the more serious forms of depression. Because of increased ageing
populations, the issue of off-label prescription gains attention, as is the case
in children.
In view of the lack of evidence, and the limited effects which were found in
this study, our advice and that of others19 is that GPs should be more
reluctant in prescribing antidepressants to elderly patients. This certainly
holds true for elderly patients with minor depression. Improved access of
the elderly to structured and integrated forms of effective psychological
interventions, which can be delivered by (practice) nurses, may be the best
way forward. Successful experiments in the Netherlands in The Hague and
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Amsterdam where community psychiatric nurses work in general practice,
support the recommendation to implement such new forms of care.
We conclude that our study only feebly confirms in a rather small way the
effects of systematic detection, diagnosis and treatment with antidepressants
for the treatment of major depression in elderly people in general practice
but that the clinical relevance is small. There is no evidence for the efficacy
in minor depression and dysthymia.5 12 Psychological interventions may be
more appropriate and these are preferred by most patients.26 27 It is
necessary to include more elderly people in clinical trials of depression in
general practice. With this lack of proof it is quite a difficult task to improve
the quality of prescriptions for depression in elderly people in primary
care.28 The number and quality of studies of the efficacy of antidepressants
in elderly people in general practice should also urgently be increased.29 A
large placebo-controlled trial is needed.
Recent developments in treatment
Psychotherapy and related therapies. In a systematic review the
effectiveness of psychotherapy for adults with major depressive disorder in
primary care was studied.30 The authors found ten randomised controlled
trials in which the effectiveness of psychotherapy was compared with careas-usual of general practitioners. It was concluded that psychotherapy in
general was somewhat more effective than care-as-usual, although the effect
size based on five studies was small. Furthermore, psychotherapy was as
effective as drug-therapy with antidepressants. Compared to placebomedication it showed that psychotherapy was more effective in the case of
major depressive disorder. In patients with minor depression or dysthymia
psychotherapy was as effective as placebo-medication. It is concluded that
psychotherapy is a good alternative for medication in patients with major
depressive disorder in primary care. It is not known whether it is feasible to
implement psychotherapy in primary care.
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Various forms of psychological therapies like cognitive therapy,
counselling, interpersonal therapies, problem solving therapies have shown
to be an effective therapy for depression and a good alternative for drug
therapy.26 27 In the light of the increasing doubts surrounding drug therapy of
depression, these therapies should get more attention in general practice.
Drug therapy. Prescriptions for antidepressants in the Netherlands are still
increasing and this also accounts for the use by elderly patients. SSRIs have
the greatest market-share and more and more replace TCAs.31 Considerable
doubts exits regarding the efficacy of antidepressants.32 According to some,
this efficacy is not greater than or only marginally greater than that of a
placebo. No meta-analysis of randomised double-blind trials that studied the
efficacy of antidepressants in elderly patients in primary care have been
published. Hardly any placebo-controlled study that was performed in
general practice has been published, in fact we found only one.33 Therefore,
the question is justified whether the prescription of antidepressants to this
category of (in general mildly depressed) patients relates to ‘off-label’prescribing. Due to various physiological ageing processes elderly people
react more sensitively to antidepressants. Therefore, adverse events can be
experienced as very troublesome. Furthermore, in most cases comorbidity
and the use of one or more drugs is often the case. This results in an
increased risk of adverse events and interactions.
Drug choice should be determined by type of adverse events, contraindications, comorbidity, interactions and also by former experiences of the
patient with a certain drug. Since the introduction of SSRIs as safer drugs,
increasingly rare and more serious adverse events have become known. In
general there are only minor differences between SSRIs and TCAs
regarding the number of patients with adverse events, although the type of
adverse events do differ.
Another topic that should be discussed here, is the inclusion of elderly
people in randomised controlled trials of antidepressants. In general, elderly
people tend to be excluded from these clinical trials because of
accompanying co-morbidity or the risk of interactions through
polypharmacy.34-37 As elderly people do use antidepressants in large
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amounts, clinical studies with antidepressants should include elderly
patients as well.
Recently, it showed that the pharmaceutical industry particularly publishes
research with positive results of their products, as was the case with the
SSRIs in pediatric and adolescent depression.38 In making the balance of
efficacy and safety the results of studies with negative outcome will be ruled
out. Meanwhile the advice is not to give SSRIs to children and adolescents
with depression because of lack of proven efficacy and an increased risk of
serious adverse events (suicidality).38 The American registration-authority
Food and Drug Administration FDA has announced that it will now also
study the efficacy and safety of SSRIs in adults with depression. Because of
withholding studies with negative results it can not be excluded that except
in children, adolescents and elderly eldest, SSRIs in adults and the elderly
also will show to be insufficiently efficacious. Until more is known caution
in prescribing of SSRIs to elderly patients with depression is in order in
general practice.39 If one still wants to prescribe an SSRI a careful balance
should be made up of the clinical meaning of the therapeutic effect in
comparison to a placebo (often not more than one or a few points on the
HAM-D-score) and the risk of adverse events that are sometimes serious.5
Implications for the management of depression in the elderly
The results of the West Friesland Study show that the implementation of a
disease management programme for depression in elderly people on the
whole is slightly more effective than care-as-usual at six months, but not at
other time points. The baseline scores were rather low and the prognosis of
the depression was rather benign in both groups. Furthermore, reducing
under-diagnosis and under-treatment by means of such a global disease
management programme has limited added value to patient outcomes. There
is a need for the development and evaluation of more specific, targeted,
collaborative, stepped care programmes, for those patients who remain
depressed after the initial visit to the GP. Training communication skills
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may be needed for those care providers who lack those skills. It may be the
combination of enhanced depression care and communication skills that
helps depressed patients.
The West Friesland Study was carried out in randomly selected practices,
among consecutively included elderly patients, with few a priori exclusion
criteria. This is one of the strong points of the study, enhancing
generalisability of the results to general practice elsewhere. The
screening/diagnostic procedure and the treatment offered are tailored to the
special circumstances of general practice and, in general, comply with the
current guidelines for GPs. Yet, the results of our study do not appear to
justify massive screening of large populations of elderly patients in general
practice and the subsequent application of the disease management
programme because the positive aspects are small in comparison with careas-usual. Care-as-usual in our study already complied with the guidelines of
the management of major depression in general practice.
Regarding the negative impact of the antidepressant debate there is every
reason to enhance the investigations on the impact and influence of
psychotherapeutic interventions in the treatment of depression in elderly
patients in general practice. Pharmacotherapy should have a more limited
role in the treatment of major depressive disorder in general practice and
should be regarded with even more caution for the elderly.
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Om de herkenning van patiënten met depressieve stoornis in de eerste lijn te
verbeteren wordt wel screening aanbevolen. Voorts worden pakketinterventies
aanbevolen om de kwaliteit van zorg en de resultaten van behandeling voor
deze patiënten te verbeteren. De vraag is echter of screening en het daarna
toepassen van een pakketinterventie effectiever is dan de gebruikelijke zorg.
Deze vraag is het onderwerp van hoofdstuk 2, waarin een literatuuroverzicht
wordt gegeven van de effecten van pakketinterventies waar screening voor
depressieve stoornis in de eerste lijn een onderdeel van uitmaakte. Er werden
zes gerandomiseerde onderzoeken gevonden waarin de effectiviteit van
pakketinterventies werden onderzocht en vergeleken met gebruikelijke zorg bij
patiënten met depressieve stoornis in de eerste lijn. De meeste onderzoeken, en
met name het grootste onderzoek, toonden positieve effecten van
pakketinterventies op de herkenning, diagnostiek, behandeling en uitkomsten
van patiënten. Bevolkingsgroepen in de VS lijken het meeste baat te hebben
bij deze pakketinterventies.
De resultaten van pakketinterventies voor depressie waarvan screening deel
uitmaakt zijn positief en effectiever dan gebruikelijke zorg in de eerste lijn.
Derhalve kan worden geconcludeerd dat in het kader van het verbeteren van
behandelresultaten aandacht voor het totale zorgproces voor patiënten met
depressieve stoornis in de eerste lijn mits voorafgegaan door screening, in
plaats van aandacht voor geïsoleerde elementen van het zorgproces,
gerechtvaardigd is.

Depressie is een frequent voorkomende en belangrijke aandoening op
oudere leeftijd. Er bestaan zorgen omtrent de herkenning en behandeling
van patiënten met depressieve stoornis in de eerste lijn. Interventies die deel
uitmaken van pakketinterventies en gericht zijn op de verbetering van
screening, diagnostiek en behandeling, zouden een positief effect kunnen
hebben op de resultaten van behandeling bij ouderen. In hoofdstuk 3 wordt
de opzet en de haalbaarheid van de West-Friesland Studie (WFS)
gepresenteerd. De WFS is een gerandomiseerd onderzoek waarin de
effecten van een interventieprogramma gericht op het verbeteren van de
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herkenning, diagnostiek en behandeling van depressive stoornis bij ouderen
is vergeleken met gebruikelijke zorg. De 15-item versie van de ‘Geriatric
Depression Scale’ (GDS-15) werd gebruikt voor de screening en de
stemmingsmodule van de ‘PRIMary care Evaluation of Mental Disorders’
(PRIME-MD) werd gebruikt voor de diagnostiek.
In totaal waren 43 huisartsen uit 34 huisartsenpraktijken bereid om deel te
nemen aan het onderzoek. Achttien praktijken met 23 huisartsen werden
gerandomiseerd naar de interventiegroep en 16 praktijken met 20 huisartsen
werden gerandomiseerd naar de gebruikelijke zorggroep. De huisartsen in
de interventiegroep werden in opeenvolgende groepssessies, die eenmaal
werden herhaald, getraind in het toepassen van de pakketinterventie. De
praktijkassistentes in beide groepen werden getraind in het uitvoeren van de
screening. Vanaf juni 2000 tot en met september 2002 werden zo’n 4.000
patiënten ouder dan 55 jaar gescreend in de huisartsenpraktijken. Het bleek
dat 579 patiënten een positieve score op de GDS-15, waarvan 178 een
diagnose depressieve stoornis op de PRIME-MD kregen. In totaal gaven
145 patiënten hun ‘informed consent’ en namen deel aan het onderzoek.
Geconcludeerd wordt dat het haalbaar is, ofschoon niet zonder aanzienlijke
problemen, grote groepen oudere patiënten in de eerste lijn te screenen op de
aanwezigheid van depressieve stoornis, en toestemming voor deelname aan
een klinisch onderzoek te verkrijgen.
In hoofdstuk 4 worden de resultaten van de West-Friesland Studie
besproken. In de interventiegroep waren de resultaten op de primaire
uitkomstmaat, de Montgomery Åsberg Depression Rating Scale (MÅDRS),
na zes maanden statistisch significant lager dan die in de gebruikelijke
zorggroep (van 21,7 naar 10,8 versus van 20,9 naar 10,1). Op de andere
meetmomenten waren er geen statistisch significante verschillen op de
MÅDRS-uitslag tussen beide behandelingsgroepen. Voorts namen in beide
groepen de waarden van de PRIME-MD en de Clinical Global Impression
(CGI) af tijdens het onderzoek. Maar ook hier gold dat er op geen
meetmoment een significant verschil werd gevonden tussen de
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interventiegroep en de gebruikelijke zorggroep. Nadat de patiënten een jaar
waren gevolgd, bleek dat er nog bij 43 patiënten sprake was van een
depressieve stoornis.
Screening van grote groepen oudere patiënten in de huisartsenpraktijk op
depressieve stoornis, die vervolgens werden behandeld door huisartsen die
eerst een training daarin hadden ondergaan, resulteerde na een jaar in betere
uitkomsten in vergelijking met de uitgangswaarden, maar er waren geen
statistisch significante verschillen met de gebruikelijke zorggroep
behoudens een verschil op de MÅDRS na zes maanden. De interventie die
in de WFS is gebruikt kost veel extra energie die niet wordt omgezet in
klinisch relevante verbeteringen van patiënten en wordt derhalve niet
aangeraden om te gebruiken.
Het belang van het diagnosticeren van depressie in de eerste lijn wordt niet
betwist. Met name bij ouderen echter, kan het herkennen van depressie
moeilijk zijn. Voor het screenen op depressie zijn gevalideerde
meetinstrumenten nodig. In hoofdstuk 5 wordt in dit verband het antwoord op
de vraag onderzocht of een afkappunt van vijf op de 15-item versie van de
GDS, die voorafgaand aan het onderzoek was bepaald, de hoogste sensitiviteit
en specificiteit voor de diagnostiek van depressieve stoornis in de eerste lijn
heeft.
Er werd een steekproef van 330 patiënten getrokken uit een groep van ouderen
die deelnamen aan de WFS, het onderzoek waarin de effectiviteit van een
pakketinterventie gericht op de het verbeteren van de herkenning, diagnostiek
en behandeling van depressieve stoornis bij ouderen in de eerste lijn werd
vergeleken met de gebruikelijke zorg. De validering van de GDS-15 vond
plaats tijdens de uitvoering van de WFS. De stemmingsmodule van de
PRIME-MD gold als het externe criterium voor depressieve stoornis.
De resultaten toonden dat het beste afkappunt op de GDS-15, als gebruik
werd gemaakt van de ‘receiver operator curve’ ROC-curve, vijf was. Bij dit
afkappunt behoorde een sensitiviteit van 0,79 en een specificiteit van 0,67
en een negatief voorspellende waarde van 0,94.
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Geconcludeerd werd dat retrospectieve validering van een vooraf gekozen
afkappunt van vijf in een steekproef van de onderzoekspopulatie onze a
priori keuze ondersteund. Derhalve was het gekozen afkappunt van vijf
adequaat en beïnvloedt het niet de resultaten van de interventie-arm van de
WFS, omdat aannemelijk is gemaakt dat wij niet een substantieel aantal
patiënten die in feite wel een depressie hebben, hebben gemist.
Hoofdstuk 6 gaat over prescriptiegegevens van antidepressiva in Nederland.
Het doel van dit onderzoek was om gegevens over de diagnostiek en
prescripties van huisartsen die gerelateerd waren aan contacten over
depressie, vanaf 1993 tot en met 1998 te evalueren. Er werd een
explorerende analyse verricht van gegevens over diagnosen en prescripties
die verzameld waren door Intercontinental Medical Statistics (IMS) Health.
Een representatieve steekproef van artsen, huisartsen en specialisten
verzamelen regelmatig gegevens over morbiditeit en (farmaco)therapie met
betrekking tot specifieke medische problemen. Opeenvolgende jaarlijkse
steekproeven van 160 huisartsen namen deel aan het onderzoek. Huisartsen
registreerden gegevens over alle contacten met patiënten in speciale boekjes
gedurende één week van elk kwartaal. In totaal werd gedurende 1300
werkweken van artsen geregistreerd gedurende een jaar. De gegevens
verwijzen naar patiëntcontacten. Diagnosen zijn gebaseerd op de criteria
voor depressie van eerst de ICD-9 en later van de ICD-10.
Het aantal eerste contacten met de huisarts, ofwel incidentie van depressie,
steeg geleidelijk van 909 in 1993 naar 1482 in 1998, een toename van 63%.
Het aantal prescripties voor antidepressiva nam eveneens toe, vooral in
herhaalconsulten: van 3708 in 1993 tot 14024 in 1998, een toename van
278%. Tijdens het eerste contact werd in 1993 in 564 gevallen een
antidepressivum voorgeschreven tegenover 1080 in 1998. In het eerste contact
vanwege depressie met een huisarts werd in 62% van de gevallen een
antidepressivum voorgeschreven en in 73% in 1998. Paroxetine, fluoxetine en
mirtazapine vormden 56% van de voorschriften. Het eerste tricyclische
antidepressivum was amitriptyline dat 7% van de prescripties vormde.
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Geconcludeerd wordt dat in de periode van 1993 tot en met 1998 huisartsen
meer antidepressiva, en wel meer SSRI’s dan TCA’s, zijn gaan
voorschrijven. Voorts stellen huisartsen vaker een diagnose depressie en
worden vaker herhaalafspraken gemaakt.
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Screening is advocated to improve the recognition of patients with major
depression in primary care. Furthermore, disease management programmes
are advocated to improve the quality of care and outcome for these patients.
But is screening and the subsequent implementation of a disease
management programme more effective than care-as-usual? This question is
addressed to in chapter 2 in which a review of the literature is performed on
the effects of disease management programmes that include screening for
major depression in general practice. Six randomised controlled trials were
identified in which the effectiveness of disease management programmes
were studied in patients with major depression in primary care and
compared to care-as-usual. The majority of these, and especially the largest
showed positive effects on the recognition, diagnosis, treatment and
outcome of patients. Populations in the USA seem to benefit most.
The results of disease management programmes for depression in primary
care that include screening are positive and are more effective than care-asusual. Therefore, it is concluded that in the scope of the improving treatment
results, if preceded by screening attention to the whole process of care for
patients with major depression instead of paying attention to isolated
elements of the process, is justified.

Depression is a common and important disorder in later life. Yet, there are
concerns about the recognition and treatment of patients with major
depressive disorder in general practice. Interventions incorporated in disease
management programmes and aimed to improve screening, diagnosis and
treatment, might be of benefit for the outcome of elderly patients. In chapter
3 the design and feasibility of the West Friesland Study (WFS) are
presented. The WFS is a randomised trial performed in the Netherlands that
compared the effects of an intervention programme aiming to improve the
recognition, diagnosis and treatment of depression in elderly patients with
care-as-usual. The 15-item version of the Geriatric Depression Scale (GDS15) was used for screening and the mood-module of the PRIMary care
Evaluation of Mental Disorders (PRIME-MD) was used for diagnosis.
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In total 43 GPs from 34 practices were willing to participate. Eighteen
practices (23 GPs) were allocated to the intervention group and 16 practices
(20 GPs) were allocated to the care as usual group. GPs in the intervention
group were trained in consecutive training sessions, that were repeated once.
Practice assistants in both groups were trained in carrying out the screening.
From June 2000 up to September 2002 some 4,000 patients older than 55
years of age were screened in the practices. 579 Patients had a positive score
on the GDS-15 and of these 178 had a diagnosis of depression on the
PRIME-MD. Informed consent for participating in the trial was obtained
from 145 patients.
It is concluded that it is feasible, although not without difficulty to screen large
numbers of elderly patients for the existence of depression in general practice
for the recruitment in a randomised trial.
Chapter 4 deals with the effects of the intervention programme aiming to
improve the recognition, diagnosis and treatment of depression in elderly
patients compared with care-as-usual. In both treatment-groups the values of
the Montgomery Åsberg Depression Rating Scale (MÅDRS), PRIME-MD
and the Clinical Global Impression (CGI) decreased during the study.
However, there was no statistical significant difference at any time-point
between patients treated in the intervention-group and patients treated in the
care-as-usual group, except for the MÅDRS-scores which were significantly
lower in the interventiongroup after six months than in the care-as-usual
group (from 21,7 to 10,8 versus 20,9 to 10,1). At one year follow-up there
were 43 patients who still had a major depression.
In the West Friesland Study the screening of large numbers of elderly
patients for the existence of depression in general practice and the
subsequent treatment of them after training of GPs after one year did result
in better outcomes compared to baseline, but there were no statistical
significant differences with patients treated in care-as-usual, except for
MÅDRS -scores after six months. The intervention used in the WFS costs a
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lot of extra energy that is not translated in clinical relevant improvements of
patients and therefore can not be recommended.

The importance of diagnosing depression in primary care is undisputed.
Especially in the elderly, recognition of depression may pose difficulties.
Screening for depression in primary care requires validated instruments.
Therefore, in chapter 5 the research-question was assessed whether a cut-off
of 5 on the 15-item version of the GDS that was determined beforehand
yielded the highest sensitivity and specificity for the diagnosis of major
depression in primary care.
A sample of 330 patients was drawn from a group of elderly patients (≥ 55
years) that participated in the West Friesland Study (WFS). In that trial the
effectiveness of a disease management programme aimed to improve the
recognition, diagnosis and treatment of major depression in elderly people in
primary care was compared to care-as-usual. An on-study validation of the
GDS-15 was performed in the WFS. The mood-module of the PRIME-MD
served as the external criterion for major depression.
The results showed that using a ROC-curve the best cut-off score of the
GDS-15 was 5. This cut-off score gave a sensitivity of 0.79 and a specificity
of 0.67 and a negative predictive value of 0.94.
It is concluded that the validation in retrospect of the a priori chosen cut-off
score of 5 in a sample of the study population supports our a priori choice.
Therefore, the chosen cut-off was appropriate and does not influence the
results of the intervention part of the WFS as it is likely that we did not miss
a substantial amount of patients who in fact did have a diagnosis of
depression.
Chapter 6 deals with prescription-data of antidepressants in the
Netherlands. The aim was to evaluate General Practitioner (GP) diagnoses
and prescription data from 1993 onwards to 1998 related to encounters for
depression in the Netherlands. Therefore, an exploratory analyses of
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diagnoses and prescription data by Intercontinental Medical Statistics (IMS)
Health was performed. A representative sample of medical doctors, GPs and
specialists, regularly gathered data on morbidity and (pharmaco)therapy on
specific medical problems. Consecutive annual samples of 160 GPs
participated in the study. GPs registered all contacts with patients in special
booklets for one week in every quarter of the year. In total, 1300 working
weeks of medical doctor are registered on a one-year basis. Data refer to
patient-encounters. Diagnoses are based on first ICD-9 and later ICD-10
criteria for depression.
The number of first encounters with the GP, or ‘incidence’ of depression, rose
gradually, from 909 in 1993 to 1,482 in 1998, an increase of 63%. The number
of antidepressant prescriptions increased as well, mostly at repeat
consultations: from 3,708 in 1993 to 14,024 in 1998, an increase of 278%.
Antidepressant prescribing at the first encounter was 564 in 1993 vs. 1,080 in
1998. The first contact with a GP for depression led to an antidepressant
prescription in 62% of cases in 1993 and 73% in 1998. Paroxetine, fluoxetine,
and mirtazapine accounted for 56% of antidepressants. The first TCA
prescribed was amitriptyline (7%) of prescriptions.
It is concluded that in the five-year period of 1993 until 1998, GPs prescribe
more antidepressants and SSRIs are prescribed more than TCAs.
Furthermore, GPs diagnose depression more frequently, and make more
follow-up consultations.
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