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Background 

The present thesis addresses effectiveness of a new treatment for depression in primary 

care. This care program is not only concerned with the course and outcome of the current 

depressive episode, but also with the prevention of it's potential successors.  

 

 Major depression is a common mental disorder: lifetime prevalence figures between 

14% for men and around 24% for women have been reported in the general population in the 

Netherlands; 12 month prevalence was almost 8 % (Bijl et al. 1998). These findings compare 

to those reported elsewhere in the western world (Andrews et al. 2001; ESEMeD/MHEDEA 

2000 consortium 2004, Hasin et al. 2005). Depression is a disorder characterized by low 

mood states and loss of interest or pleasure ; activities normally experienced as pleasurable 

are not enjoyed anymore. This low mood is accompanied by physical symptoms like trouble 

sleeping and an overwhelming sense of energy loss, and by a whole range of cognitive 

connotations such as feelings of guilt and worthlessness, loss of self-confidence and difficulty 

thinking. Moreover, impairments in social and occupational functioning coincide with the 

depressive symptoms, which has considerable impact on well-being, relationships and 

overall quality of life. These adverse consequences are well established (Ormel et al. 2004a; 

2004b, Őstun et al. 2004; Buist–Bouwman et al. 2006) . Taken together, these may be 

defined as ‘the human cost’ of depression (McIntyre & Donovan 2004).  

Changed perspective on depression 

In the last decades, much progress has been made in the recognition and treatment of 

depression. Increasingly, it has become clear that depression is often a persistent or 

recurrent disorder. Longitudinal research has shown that many patients do not fully recover   

and that those who do run a high risk of experiencing at least one other episode during their 

lifetime (Belsher & Costello 1988; Mueller et al. 1999; Solomon et al. 2000). One of the best 

established risk factors for recurrent depression is the number of previous episodes:  the 

higher that number, the greater the chance that more episodes will follow (Kessing et al. 
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2004). There is also growing evidence for incomplete recovery, marked by residual 

symptoms following treatment, as an important risk factor for poor long-term outcome 

(Paykel et al. 1995; Judd et al. 1998, 2000; Kennedy & Paykel 2003).  

The likelihood of depression following a chronic course is considerable. Findings from 

a Dutch community population study showed that 28% of those depressed at baseline were 

still, or again, depressed at the assessment one year later; moreover, once depression was 

still present after 12 months it was also very likely to persist after 24 months ( Spijker et al. 

2000; 2002). These findings add to the growing evidence that increased episode duration 

has a negative impact on the probability of recovery (McIntyre & Donovan 2004).  

Long term prognosis in primary care  

Although longitudinal studies in primary care are still scarce, there are many indications that 

the risk of depression running an unfavourable course is also present in these patients 

(Simon 2000) . The Groningen Primary Care Study , a naturalistic study in a representative 

sample of Dutch general practices , found that of the depressive disorders observed in 

practice attenders only 53% had fully recovered 3,5 years after the index consult  (Ormel et 

al. 1991;1993). Lin and colleagues (1998) found relapse rates of 37% within one year in a 

primary care population. Van Weel et al (1998), in a historic cohort study with patients 

formerly classified as depressive by their primary care physician (PCP) who were followed up 

for 10 years after this diagnosis, reported recurrence rates of 40%. Brink and co-workers  

(2002) observed persistent depression in 29% and incomplete recovery in 15% of depressed 

patients followed for one year. Also, while 39% recovered within six months, episode 

duration was longer for 17% of the patients included in this study.  

Key role for primary care physicians  

 Primary care is generalist care and accessible to all, irrespective of the exact nature 

of the health problems. The PCP has a crucial role as gatekeeper in the Dutch health care 

system, controlling access to specialist healthcare for somatic as well as psychiatric 

conditions. On a daily basis, PCPs are involved in a huge variety of activities. Thus, they see 
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the whole range of patients with mental disorders, ranging from patients with a few 

subthreshold symptoms to those with severe psychopathology. The open access of the 

system often results in a longitudinal relationship between patients and their PCP.  

 The fact that many people suffer from depressive disorders, does not necessarily 

imply that they are (a) in need of treatment  or (b) actively seek care or (c) receive adequate 

treatment when they look for help.  In the Dutch population study mentioned before, around 

half of those diagnosed to be depressed according to a standardized psychiatric interview, 

had actively sought professional help for their condition. The majority of these individuals 

went to their PCP, demonstrating the key role fact of these healthcare professionals in the 

recognition and treatment of depression (Spijker et al. 2001; Linden et al. 2004).  Findings 

showed that higher levels of care were associated with more severe depression, longer 

duration of previous episodes and more co morbid anxiety. Next to these clinical 

characteristics, functional limitations were also of relevance for recognition and treatment.  

Implications    

It seems clear that to be effective on the longer run, treatment of depression should not only 

aim at alleviating the acute episode and symptoms but also target probable long-term 

outcome. For this, further targeting of treatment to individual patients based on their personal 

history of depression, may be warranted. This would also suggest that including relapse - 

and recurrence prevention strategies from the start, might be a rational way to improve the 

bleak long-term prognosis. In addition, like in other chronic conditions, more emphasis on 

self-care and self-management of depression could make a contribution. In many cases, 

people prefer to try and sort out their problems themselves. Learning more effective ways of 

self-care and getting advice and support in using self-management strategies,  for example 

with the aim of recognizing early warning signs of depression recurrence so as to be able to 

act before this escalates, might therefor be an important element in more effective 

depression treatment. In order to find out which intervention strategies would work , 

especially in the primary care context, further research was needed .  
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Reason for the thesis   

The main objective of the study presented in this thesis was to explore the potential of a 

structured, psycho-educational self-management intervention aimed at the prevention of 

depression relapse and persistence, and the possibilities of incorporating such an approach 

in the primary care setting. The intervention consisted of the Depression Recurrence 

Prevention (DRP-) Program, which included components of chronic disease management 

programs such as provider-initiated follow-up care, in which self-management and patients’ 

adherence to a treatment- and prevention plan were regularly monitored and reinforced, and 

an ongoing relationship between patient, prevention specialist and PCP.  

 The goal of the randomised trial was to compare the treatment effects of this DRP-

Program on depression severity, course and outcome over a total of three years with effects 

of the care that is usually provided for major depression in primary care. In addition, to 

evaluate whether there were bonus effects of psychiatric consultation or brief Cognitive 

Behavioral Therapy added to the basic format of the DRP-Program. The focus of the trial 

was on determining the longer-term benefits of the different treatment strategies, including 

treatment as usual. Central question to be answered was : which treatment protects best 

against relapse, recurrence and chronicity of depressive disorders identified in primary care?  

Contents and outline of this thesis 

 Chapter 2 contains a detailed description of the design and implementation of the 

randomized controlled trial. This chapter describes the design of the trial, gives an overview 

of the contents and format of the experimental interventions and outlines the procedures and 

methods used. 

 Chapters 3 through 6 are concerned with the effects of the Depression Recurrence  

Prevention Program. In chapter 3, results concerning compliance, contacts with the primary 

care physician, self-efficacy and patient satisfaction with the DRP-Program are described . 

Clinical effectiveness of the DRP-Program is the focus of chapters 4 and 5. In chapter 4, 

short term intervention effects of the enhanced treatment program on depression course and 
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outcome are examined, while in chapter 5 the spotlight is on it’s long-term effects (up to 36 

months).  Chapter 6 concerns the cost-effectiveness of the enhanced treatments.  

 In chapter 7 a narrative review based on a sytematic literature search to identify 

strategies for improvement of routine treatment of major depression in primary care is 

presented. Included were trials conducted in primary care and reporting at least six months 

patient outcome data of psychological treatments and supportive interventions for major 

depression in adults; in addition,  literature on patient outcome of educational programs and 

targeted approaches used in other caresettings were included.   

 Finally, in chapter 8 the findings of the study are summarized and their implications 

for practice and future research discussed.  
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on the prevention of relapse and recurrence  

 



 14 

Introduction   

Major depression is a common and disabling mental disorder, with a life time prevalence of 

up to 15% for men and around 24% for women in the general population (Bijl et al. 1998). 

Increasingly, it has become clear that the concept of depression as a transient, acute and 

self-limiting disorder is inaccurate. Longitudinal research has shown that major depression is 

often a recurrent or persistent disorder from which many patients do not fully recover (Keller 

et al. 1992; Keller 1994; Ormel et al. 1993; Paykel 1994; Judd 1997; Mueller et al. 1999; 

Simon 2000; Spijker et al. 2000, 2002; Solomon et al. 2000) .  

 In the Netherlands, primary care physicians (PCPs) are the most important health 

care contact for nearly all patients with mental health or psychosocial problems. For many 

patients with a depressive disorder, primary care is the defacto mental health treatment 

setting (Regier et al. 1993; Tiemens et al. 1995; Spijker et al.  2001; Meijer et al.  2003; 

Linden et al.  2004). In the past, PCPs have been found to under recognize and under treat a 

substantial number of depressive patients (Rost et al. 1998; Tiemens et al. 1996; Os et al. 

1999), and there have been many efforts to improve detection and treatment of depression in 

this setting. The most common strategies were educational and included the dissemination of 

specific depression management guidelines, which recommend a combination of 

antidepressant medication and brief, supportive counseling by the PCP (Marwijk et al. 1994, 

2003; Os et al.  1999).  

 The main goal of our study was to explore the potential of a long-term depression 

management strategy aimed at the prevention of depression relapse and persistence, and 

the possibilities of incorporating such an approach in the primary care setting. In this chapter 

we describe the design of the trial, give an overview of the contents and format of the 

experimental interventions and outline the procedures and methods used. The main 

intervention consisted of a psycho-educational Depression Recurrence Prevention (DRP-) 

Program, which included innovative components such as provider-initiated follow-up care, in 

which depression self-management and patients’ adherence to a treatment - and depression 
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prevention plan were monitored and reinforced on a regular basis. Main objective of the trial 

was to compare the treatment effects of this DRP-Program on depression severity, course 

and outcome over a three year period with effects of the care that is usually provided for 

depression in primary care. Furthermore, to evaluate whether there were additional effects of 

psychiatric consultation (PC) or brief Cognitive Behavioral Therapy (CBT) to the basic format 

of the DRP-Program. The focus of the study was on determining the longer-term benefits of 

the different treatment strategies. The central question to be answered was: which treatment 

protects best against relapse, recurrence and persistence of major depression ?  

Methods 

Design 

The study was designed as an effectiveness trial, meant to measure the benefit the 

treatments produced in routine clinical practice (Kluiter & Wiersma 1996 ; Roland & 

Torgerson 1998). Randomization took place at the patient level and was stratified for use of 

antidepressant medication (AD) at the baseline assessment. We used a computer-generated 

random allocation list for the treatment assignment per stratum (AD+ , AD -) .    

 Patients who met inclusion criteria were assigned to one of four treatment conditions, 

including treatment as usual (control group). The three experimental interventions are: the 

Depression Recurrence Prevention (DRP-) Program; psychiatric consultation plus the DRP- 

Program; brief cognitive behavioral therapy, followed by the DRP-Program.   

 All included patients were followed up longitudinally for a total of three years, with 

repeated assessments conducted by telephone interview every three months. In addition, 

patients were asked to fill out and return a comprehensive set of questionnaires every six 

months.   

 

Primary care setting 

The primary care physician (PCP) has a crucial role in the Dutch health care system. He / 

she is the gatekeeper, controlling access to for specialist healthcare for somatic as well as  
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psychiatric conditions. Characteristic of the healthcare system in the Netherlands is the open 

and unlimited access to a PCP, the person-centered orientation and the longitudinal 

continuity of the relationship between patient and PCP.  

 The majority of patients suffering from depressive disorders receive treatment 

primarily from their primary care physician. This is a consistent finding in community surveys 

conducted in the USA (ECA: Regier et al. 1993) , the UK ( Bebbington et al. 2000)  and the 

Netherlands (Nemesis: Spijker et al. 2001; Linden et al. 2004).  Recognition and treatment of 

depression have been found to be associated with the severity of the disorder (Tiemens et al 

1996; Simon & Von Korff 1995)  and its consequences in terms of for example impaired 

functioning (Ormel et al. 1994; Buist-Bouwman et al.  2006) . 

 

Primary care physicians  

The settings for this study were mainly PCP-practices in and around the city of Groningen in 

the northern part of the Netherlands. Selection of primary care physicians was primarily 

guided by pragmatic principles and circumstances, such as availability, the location of the 

practice and the number of physicians sharing a practice. PCP’s with whom we were already 

familiar because of their participation in previous primary care studies undertaken by the  

department were also asked to participate. We applied no formal criteria for the PCP 

selection.  

 Initial contact with the PCP’s was made by the research-PCP who was part of the 

research group. Interested PCP’s received written information about aims and design of the 

trial and were visited in their practices for further discussion about study procedures and 

implications of participation. They were also invited to attend a 2-hour booster session in 

which the Clinical Guidelines for treatment of depression in general practice (Marwijk et al. 

1994, 2003) and the Depression Module of the INSTEL postgraduate training program for 

primary care physicians ( Jenner et al. 1995) were summarized. Both guidelines recommend 

the prescription of antidepressants as the first choice of treatment, combined with psycho-

education and supportive counseling to improve medication adherence.  During these group 
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meetings the risk of depression turning into a recurrent or chronic disorder was emphasized 

and implications for management were discussed.   

 

Patients  

The primary inclusion criterion for the study was the presence of a current ( i.e. present in the 

past 2 - 12 weeks) DSM-IV diagnosis of major depressive episode, according to the primary 

care physician and confirmed by a structured psychiatric interview.  

 Patients could not be referred by their primary care physician if they were older than 

70, suffered from a life-threatening medical condition, a psychotic disorder, dementia, 

alcohol- or drug abuse. In addition, women who were pregnant or nursing, and patients 

already receiving mental health treatment for depression elsewhere (by a psychiatrist, 

psychologist or social worker) were excluded.   

 

Recruitment and selection procedure 

Inclusion of patients was by a three stage procedure. Since we aimed to include depressed 

patients typically seen and treated in primary care, an enrollment procedure was chosen in 

which PCPs would make the initial decision to refer a patient to the study. For this purpose, 

participating PCPs were provided with a brief symptom checklist on which the DSM-IV 

criteria for major depression (i.e. :  at least 5 symptoms, including either depressed mood 

and / or loss of interest ; symptoms present for a minimum of two weeks and for 50 % of the 

time or more) were summarized.  They were asked to refer any patient whom they 

considered to be depressed, fitted the selection profile described and who consented to 

being contacted by the researchers to determine study eligibility.  

 In the next step, consenting patients were contacted by telephone for a brief 

screening interview with a research-assistant. The main aims were confirmation of the 

depression diagnosis made by the PCP and obtaining consent for further study participation. 

We used a brief screening instrument , containing the stem items for major depression and 

dysthymia from the full Composite International Diagnostic Interview (CIDI; WHO 1997) to 
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assess whether, in the past 12 months, the patient experienced a 2-week period of daily 

sadness or loss of interest, co-occurring with the presence of other depressive symptoms. 

Also, whether the patient had had a two year period of daily depressed mood, extending in 

the past 12 months.  To be invited for the next step, patients had to meet criteria for a current 

depressive disorder (last episode in the past 12 weeks); patients with comorbid dysthymia 

were also selected.  Screen-positive patients were given more detailed information on the 

study, the interventions and the randomized treatment assignment procedure and were 

asked to sign the “Informed Consent form”.   

 The third and last step in the inclusion procedure consisted of a face to face interview 

by a trained interviewer, in which eligibility was determined with the computerized lifetime 

version of the Composite International Diagnostic Interview (CIDI-auto 2.1; Smitten et al. 

1998). If this  interview resulted in a diagnosis of depression, the patients entered the 

randomization procedure, which took place immediately at this baseline assessment.  The 

CIDI interviews, which mostly took place in the patients’ homes , were conducted by trained 

lay interviewers; some of them were already familiar with the ‘paper-and-pencil‘ version of 

the CIDI.   

 

Randomization and treatment assignment  

After eligibility was decided, the interviewer contacted a research assistant who had had no 

personal contact with the patient by telephone. This assistant had two sets of consecutively 

numbered and sealed opaque envelopes, one set for each stratum (based on current use of 

antidepressant medication). Within each stratum, patients were assigned to one of four 

conditions by means of a computer-generated random allocation list. After being informed 

about the correct stratum the research-assistant opened the next envelope from the 

appropriate set. Treatment allocation was then passed on to the interviewer, who informed 

the patient.  

 We considered minimal delay between treatment assignment and first contact with 

the assigned caregiver to be relevant. Time and place of the first meeting with the 
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appropriate specialist were scheduled immediately by the interviewer for patients randomized 

to one of the experimental interventions. If possible, all face to face sessions were to take 

place in the primary care practice where the patient was registered. Patients assigned to the 

DRP-Program also received the educational materials (book and videotape) that are an 

integral part of the DRP-Program. Patients randomized to treatment as usual were referred 

back to their PCP and were encouraged to schedule an appointment to discuss diagnosis 

and further treatment.  

 Within one week of the baseline assessment, referring physicians were notified about 

study inclusion and treatment assignment of their patients.  

 

Follow-up assessments  

Included patients were followed up for a total of three years, with repeated assessments 

conducted by telephone every three months. All FU-interviews included detailed 

assessments of depressive symptoms and questions on socio-demographic circumstances, 

employment and disability issues, treatment adherence, health care use (medication, 

physical treatment, psychological treatment, other service utilization) and satisfaction with the 

care received for depression. In addition, patients received a set of self-report questionnaires 

at each 6-m FU; these addressed topics such as life events and health related quality of life.   

Interventions 

Choice of treatments 

At the time of the designing of the study in the mid-nineties, (long-term) use of 

antidepressant medication and brief, structured psychotherapies like cognitive behavioral or 

interpersonal therapy had emerged as feasible and potentially effective strategies to prevent 

the unfavorable course often seen in depressive disorders. However, most research 

evaluating these treatments had been conducted in specialty settings was limited to short-

term-outcomes and the prevention of relapse and recurrences was typically not evaluated 

(Ormel & Tiemens 1995; Brown & Schulberg 1995). Around the same time, educational 
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approaches aimed at improving self-efficacy in symptom management and treatment 

adherence, were used successfully in programs for several chronic somatic illnesses (Lorig 

1993; Wagner et al. 1996) . Whether the same sort of approach would be applicable and 

effective in the management of psychiatric disorders in a primary care setting was unknown.  

 

The Depression Recurrence Prevention Program  

The Depression Recurrence Prevention (DRP-) Program is best characterized as a 

structured psycho-educational self-management intervention, with a continuation phase 

based on an ongoing relationship between the patient, a prevention specialist and the PCP. 

The primary goal of the DRP is to reduce depression relapse and recurrence, by increasing 

the patients’ self-efficacy, enhancing and maintaining positive mood states and extending the 

patients’ potential of pro-active steps in response to early warning signs of depression 

relapse or recurrence. The intervention is aimed at reducing the chances of unfavorable 

course and outcome of major depression by raising awareness of prodromal symptoms and 

by teaching patients a diversity of skills and coping strategies to obtain greater control over 

depressive symptoms.  

 Self-management behavior is a priority in the DRP Program (Ludman et al. 2000). To 

motivate and encourage patients, the Motivational Interviewing strategy (Miller & Rollnick 

1991; 2002) was used. This is described as ‘a client-centered, directive method for 

enhancing intrinsic motivation to change by exploring and resolving ambivalence‘ (Miller & 

Rollnick 2002, p.25).  The prevention specialists were trained in the use of this empathic, 

flexible and reflective counseling style, and learned to tailor this to individual patients. The 

motivational interviewing strategy was used throughout the DRP-Program to enhance 

confidence in one’s own abilities to succeed , to support self-efficacy and to strengthen 

commitment to the Prevention Plan over time. 

 The basic format and contents of the intervention are derived from the Relapse 

Prevention Program developed by Katon et al (1996) from the University of Washington, 
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Seattle. This program was originally designed to address primary care maintenance 

treatment for recovered patients at high risk for relapse (Ludman et al. 2000).  

 In order to ensure suitability for a Dutch depressed primary care population, some 

modifications in contents and format of the original Program were made. The main change 

was in the focus of the intervention, which is more on activation and self management 

behavior (changes in lifestyle) and less on (long-term) use of antidepressant medication in 

our DRP-Program;  at the start of the study , the expectation was that acceptability of 

pharmacological treatment would be lower in Dutch patients compared to their counterparts 

in the United States. 

Format 

The DRP-Program consisted of three individual face-to-face sessions with a trained 

prevention specialist, followed by four telephone contacts per year for a three-year period 

(figure 1). Central elements of all contacts were mood registration, behavioral activation and, 

if applicable, monitoring of anti-depressant medication use. Stressors and early precursors of 

recurrence were identified,  as well as ways to cope with them.  

 

First phase: face to face sessions with prevention specialist   

Prior to the first session, patients had received a book and corresponding videotape on 

depression, various treatment options, relapse prevention and self-management strategies, 

and a 2-page instruction booklet to prepare for the first session. In this session the 

prevention specialist gave an overview of the DRP-Program, her own role and the 

collaboration with the patients’ PCP. She collected information on current episode, past 

episodes, treatment history, personal situation and (current and past) use of antidepressant 

medication by the patient . The potential benefits of self-monitoring of depressive symptoms 

and various stress reduction strategies were then introduced and discussed. In the second 

session preparations were made for the personal Recurrence Prevention Plan, with special 

attention to self care and what could be learned from earlier episodes experienced by the 
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patient. At the third and final session, depression specialist and patient drew up the final 

Prevention Plan, with the following topics: personal warning signs; stress reduction 

strategies; an “Emergency-plan”, with the steps that the patient is planning to take once s/he 

fears a relapse or recurrence; and a medication plan for patients currently using 

antidepressants. Socializing and the scheduling of pleasant activities were encouraged. It 

was stressed that regularly planning sports or other leisure activities and undertaking these 

jointly with a friend or family member, could help in unwinding and at the same time 

maintaining a social network. 

 

Follow-up phase: structured telephone contacts 

Two weeks before the first scheduled follow-up telephone contact , patients received a 

“Follow-up Patient Monitoring Form’, which included a 2-page copy of their original 

Prevention Plan, a graph representing their score on the Beck Depression Inventory (BDI; 

Beck et al. 1961, 1988) at the last visit and the 13-item BDI.  

The Monitoring Form included:  

-  Current Rating of Mood   

- Checklist of early warning signs (‘present in past 2 weeks?’) 

- Adherence to the Prevention Program on a scale from 0 to 10 

- Activity Rating 

- If applicable: Compliance with antidepressants. 

Patients were requested to return the Monitoring Forms to the prevention specialist. This 

written information provided the basic material for the follow-up calls.  

 

 The DRP-program follow-up contacts were scheduled to take place four times a year, 

irrespective of the patients’ current symptoms. Main goals were to systematically review 

progress by monitoring depression status and to provide ongoing feedback and support. 

Patients were encouraged to adhere to their Depression Recurrence Prevention Plan in 
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‘good and in bad times’ and the prevention specialists boosted motivation and reinforced  

confidence in self-management skills by giving positive feedback.  

Continuous feedback to PCP  

In the first phase of the DRP-Program, the PCP regularly received written feedback about 

patient cooperation and progress, and about medication use including side-effects. After the 

last session, a copy of the patients’ Prevention Plan was sent to the PCP with an 

accompanying letter in which specific elements of the plan were highlighted.  

 In the follow-up phase, contacts between prevention specialist and PCP were less 

regular and more on a shared ‘need to know’ base. For example, suicide threats were always 

reported back to the patient’s PCP. During the entire 3-year follow-up period the PCP 

remained in charge of treatment and was responsible for the prescription and delivery of 

antidepressants in adequate dosage and duration.  

---------------------------------------------------------------------------------------------------------------------------

Figure 1: Outline of the Depression Recurrence Prev ention Program  

Following randomization to DRP-Program: Patient receives the book & videotape; the first session is 
scheduled within 2 weeks. 
 
 
 
First phase:  
Session 1  (1½ hr): introduction and overview of the program 
               
 
2 to 4 weeks later:       
Session 2  (1 hr): global draft of self care plan 
           
 
2 to 4 weeks later: 
Session 3  (1½ hr):  Recurrence Prevention Plan 
             
    
 
Follow-up phase: (2 ½ months after session 3) 
Prevention specialist mails first Progress Monitoring form, including  3-item BDI and proposes date 
and time for the telephone call.  
Patient fills in and returns Progress Monitoring Form 1; Telephone follow-up contact 1 takes place.   
Recorded on the Monitoring Forms are rating of mood; checklist of early warning signs; adherence to 
the Prevention Program; activity rating; and compliance with antidepressant medication.  
 
After call: prevention specialist records progress and, if applicable, changes in Plan and Medication 
use; BDI-score is entered in graph for next FU Monitoring Form. 
 

Written feedback to PCP 

Written feedback to PCP 
 

Copy of Plan to PCP 
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Prevention specialists  
 
One experienced psychiatric nurse and two psychologists, all females, carried out the 

intervention. They were trained initially during four days by two experts from the Seattle 

project (Terry Bush & Stephanie Wahab); training included the use of motivational 

interviewing skills.  The psychiatrist who acted as supervisor and monitored adherence to the 

DRP-Program in regular supervision sessions throughout the study also attended the 

training. Halfway through the study, a booster session with a Dutch expert was organized to 

reinforce (confidence in) the use of motivational interviewing with patients in various stages 

of the follow-up phase of the DRP-Program.       

 

Psychiatric consultation and DRP- Program  

Patients in this treatment group had one visit with one of two study psychiatrists before they 

started with the DRP. Prior to seeing the patient, the psychiatrist received information about 

diagnosis, current treatment and any comorbid somatic and/or psychiatric disorders from the 

referring primary care physician. After the appointment with the patient, the psychiatrist 

reported his findings back to the PCP. In general, the focus in the psychiatric report was on 

pharmacological treatment of the depression,  i.e. type , dose, and duration of prescribed 

antidepressant medication. A copy of the psychiatric report was made available to the 

prevention specialist.  

 In general, the main functions of a psychiatric consultation in general practice are 

diagnostic evaluation and management advise. Consultations offer the possibility to 

exchange information between a PCP, who often has unique knowledge of the patients 

personal situation, and a psychiatrist with specialist knowledge of mental disorders. Different 

models of involving psychiatrists in the care for primary care patients with mental health 

problems exist. In short, the main difference between these models is whether the patient is 

actually seen by the psychiatrist or not.  A meta-analysis published at the time of designing 
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the study concluded that a consultation liaison-model in which patient and psychiatrist meet, 

could improve treatment of depression (Katon and Gonzales 1994).  

 

brief Cognitive Behavioral Therapy and DRP-Program  

Patients assigned to this intervention received twelve individual one-hour sessions of 

standardized brief Cognitive Behavioral Therapy (CBT) by a clinical psychologist. The CBT 

was tailored to use in a primary care population, time-limited (maximum duration: 16 weeks) 

and manual guided (Boelens 1997).  After the final CBT session both the referring PCP and 

the prevention specialist were informed by the CBT-therapist about treatment progress and 

results of the cognitive behavioral approach. The therapist also informed the prevention 

specialist on main themes that had been addressed in treatment. The patient then continued 

treatment with the DRP Program.     

 In CBT the focus is on identifying and challenging maladaptive thoughts and negative 

beliefs, which are thought to play a major role in the origins and maintenance of depression. 

The main purpose of including CBT was that at the time of designing the study, several 

clinical trials in specialty settings had suggested that improvement of long-term prognosis for 

depression was possible with CBT, which resulted in reduced relapse rates ( Evans et al. 

1992 ; Kupfer et al.  1992; Fava et al. 1996). However, results from the scarce CBT studies 

conducted  in primary care were inconsistent (Blackburn et al.  1986; Scott & Freeman 1992; 

Scott et al.  1997)  .    

 Three qualified CBT therapists were employed. To reinforce concepts and CBT 

techniques and to monitor their adherence to the protocol, regular supervision sessions were 

held. Acting supervisor was the regional CBT expert who developed the treatment protocol.  

 

Treatment as usual ; control condition 

Patients assigned to ‘care as usual’  were referred back to their own practitioner for further 

treatment. This could include whatever treatment option the PCP deemed appropriate, such 
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as anti-depressant medication, counseling by the PCP or referral to psychiatric services for 

psychotherapeutic interventions or other specialist mental health care. As described earlier, 

all participating physicians had been invited to a booster session on the Dutch guidelines for 

treatment of depression in general practice, which are routinely disseminated amongst all 

PCPs. In addition, a number of participating PCPs had been involved in a previous study in 

which a comprehensive training program, that sought to improve their ability to detect, 

diagnose and manage depression, was evaluated  (Tiemens et al. 1999; Os et al. 1999).  

 

Role of PCP 

All patients included in the study continued to be managed by their own PCP.  DRP-patients 

were encouraged to keep regular contact with their PCP.  We asked the participating 

physicians to refrain from referring patients in one of the experimental conditions to (other) 

primary care or mental health professionals during the time in which the face-to-face 

sessions with the prevention specialist or the CBT-therapist took place, but PCPs were free 

to act upon this request. Treatment decisions concerning use of antidepressant medication, 

including those with respect to the duration of use, remained in the hands of the PCPs 

throughout the entire study period. PCPs received more specific advice on pharmacotherapy 

only for those patients assigned to the PC+DRP condition, but whether or not to follow the 

advice of the psychiatrist was to be decided by the PCP and the patient.    

 

Main outcome variables and measures  

 

1: Treatment effectiveness : Depression course and outcome  

Two characteristics define depression outcome: severity and duration of symptoms (Frank 

1991). In designing the trial, the main differential treatment effects we meant to study were 

effects on the duration of the index-depressive episode (or time to recovery) and the number, 
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severity and duration of any subsequent recurrence. All definitions of outcome were based 

on the DSM-IV system.  

 
Definitions of used concepts:  
 
 
Depressive episode 

 
2 consecutive weeks of depression  

 
Remission 

 
2 to 7 consecutive weeks without depression 

 
Relapse 

 
2 consecutive weeks of depression started within remission 

 
Recovery  

 
8 consecutive weeks without depression 

 
Recurrence 

 
2 consecutive weeks of depression started within recovery 

 

Thus, relapse was defined as the return of major depression before recovery (individuals get 

worse within less than 2 months of staying well), while recurrence is the start of a new 

episode of major depression, following a period of recovery which lasted at least 2 months.  

In addition, we considered the depression to be persistent if the disorder was still present 

after one year in which there was no depression free period, i.e. a period in which depressive 

symptoms were either fully absent or sub threshold, e.g. fall below criteria for a diagnosis .   

 

Depression measures 

 

Diagnosis  

Definite study eligibility was determined with the computerized version of the Composite 

International Diagnostic Interview (CIDI-auto 2.1; WHO 1997, Dutch version by Smitten et al. 

1998). The CIDI is a structured and standardized psychiatric interview, developed by the 

World Health Organization and designed to be used by trained interviewers, who are not 

clinicians. The CIDI-auto uses computerized algorithms to map the symptoms elicited during 

the interview onto ICD-10 (WHO 1992) and DSM-IV (APA 1994) diagnostic criteria and 

reports whether these are met.  Although some differences exist in the definition of 

depression and dysthymic disorder, the two diagnostic systems are largely comparable with 

high cross-system diagnostic concordance (Andrews & Slade 1998). Field trials of the CIDI 
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have documented good test-retest reliability and high interrater reliability for mood disorder 

diagnoses (Wittchen 1994;  Andrews & Peters 1998) and suitability for use in primary care 

populations (Ũstũn & Sartorius 1995).  

 In the baseline assessment the full mood disorders-section of the CIDI-Auto 2.1 was 

used to determine life-time occurrence of the following disorders:  

- DSM-IV : Major Depression (296.2x single episode; 296.3x recurrent episode); Dysthymia 

(300.04); Bipolar disorder (296.x); Generalized Anxiety Disorder (300.02); Panic Disorder 

(300.01, 300.21), Agoraphobia (300.22) and Social Phobia (300.23). 

- ICD-10 : Single and Recurrent Depressive Episode (F32, F33); Dysthymia (F34); Bipolar 

Affective disorder (F31) ; Generalized Anxiety Disorder (F41.1), Panic Disorder (F41.00, 

F41.01), Agoraphobia (F40), and Social Phobia (F40.1).  

To get a full symptom profile, we added questions on the presence of depressive symptoms 

in the past four weeks.  

 

Severity 

The Beck Depression Inventory (BDI, Beck et al. 1961) was used to asses depressive 

symptoms by self-report. The focus in the BDI is on establishing depression severity, defined 

by the combination of number, frequency, duration and intensity of symptoms in the past 

week (including today).  The BDI consists of 21 items selected to represent the affective, 

cognitive, motivational and physiological symptoms of depression. For each symptom 

question there is a graded series of four alternative statements, ranging from neutral to a 

maximum level of severity. The BDI is scored by summing the rating given for each of the 

items and the BDI total score provides an estimate of the overall depression severity. Scores 

below nine are generally seen to indicate normal, non-depressed mood states whereas 

scores greater than 29 represent more severe levels of depression (Hammen 1997; Beck et 

al. 1988). 
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 Psychometric properties of the BDI are reported as good, high internal consistency 

and high test-retest reliability in both clinical and non-clinical populations have been shown 

(e.g. Hammen, 1997). The BDI is also sensitive to change over time (Richter et al. 1998). 

Follow-up assessments  

All 3-month follow-up telephone interviews consisted of detailed assessments of depressive 

symptoms, to establish current status and to monitor the course in the interval between 

interviews. For these repeated assessments we developed a brief, structured and 

computerized interview based on the CIDI, in which current depressive symptoms were  

systematically checked and compared with those present and absent at the interview three 

months earlier. Onset and recency of symptoms was dated and recorded. In addition, the 

BDI was included at each FU to monitor depression severity. 

 The computerized nature of the interview was meant to ensure that protocol was 

followed by each interviewer. In order to maintain uniformity in scoring, regular group 

booster-sessions and individual supervision were scheduled throughout the study.   

 

Other  psychological 

At all 6–month FU’s , participants were also asked to fill in the SCL-90 (Arrindell & Ettema 

1986).  This is a multidimensional self-report inventory, designed to assess a broad range of 

psychological problems and well-being. Each of the 90 items is scored on a 5-point Likert 

scale of distress, ranging from ‘not at all’ to ‘extremely’. Subsequently the answer codes are 

combined in nine primary dimensions / subscales, these are: depression, anxiety, 

agoraphobia, somatic complaints, sleeping problems, cognitive problems, interpersonal 

sensitivity, and hostility.  The SCL-90 sum score can be seen as an overall measure of 

psychological state. 

 

2: Treatment effectiveness : functional improvement  ( disability, wellbeing)  

Next to clinical outcome, the concept of treatment effectiveness also includes functional 

status, wellbeing and more overall health related quality of life. Depression has an impact on 
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many areas of daily life and can impair functioning to levels that are comparable with or 

worse than chronic medical conditions such as diabetes or asthma (Wells et al. 1989). High 

levels of disability, poor role functioning and impaired health-related quality of life have been 

reported (Broadhead et al. 1990; Ormel et al. 1994; Hays et al. 1995; Olfson et al. 1997).  

 All assessments included questions on employment, days missed from work due to 

health problems, role limitations and other performance issues in the preceding month. In 

addition, we assessed functional status and health related quality of life at baseline and each 

6-m FU by the Medical Outcomes Study 36-item Short Form Health Survey (SF-36; Ware & 

Sherbourne 1992; in Dutch: van der Zee & Sandeman 1993), a self-report questionnaire 

assessing mental, social and physical aspects of health-related quality of life, including 

impaired role performance (perceived limitations in usual daily activities because of 

emotional or physical problems). Timeframe is the previous month.  Good reliability and 

validity of the SF-36 has been reported (McHorney et al. 1993, 1994; Burke et al. 1995) and 

the questionnaire has been found to be suitable for use in primary care populations (Brazier 

et al. 1992; Weissman et al.  2001).   

 We also asked the patients to fill in the visual analogue scale of the EuroQol on self 

perceived health status ( range from 0 to 100); the latter data will be used primarily in a 

separate cost effectiveness analysis (Stant et al., submitted)  .   

 

3: Other treatment effects ( secondary outcome measures) :  

Perceived self-efficacy for managing depression 

The DRP-program was expected to improve self-confidence in controlling depressive 

symptoms and in preventing future episodes.  Questions concerning confidence in coping 

with depression were included in the baseline interview, the 3-, 12 , 24 and final interview at 

the 36–month FU. We used the 6-item Depression Self-Efficacy Scale (DSES; developed by 

Bush and colleagues in Seattle) , which is a brief self-report scale containing items 

concerning confidence in ability to overcome or control a new episode of depression, prevent 
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depression from returning, recognize symptoms early on and take effective actions to deal 

with these. Answers were rated on a  ten-point scale, with ‘0’ indicating ‘not at all confident 

‘and ‘10’ indicating ‘extremely confident’.  Good internal consistency of this new scale has 

been reported (alpha=.79; Bush et al. 2001).  

 

4: Feasibility and patient evaluation of treatment 

Patients’ acceptance of different treatment strategies and their opinion about, and 

satisfaction with the information and care they received for depression was another topic we 

planned to examine. For this, we looked at participation rates and compliance with the DRP-

Program in the different treatment groups. Compliance with treatment data was gathered 

from specific registration forms, that needed to be filled in by the prevention specialists, the 

psychiatrists and the CBT therapists.   

 At several follow-ups data on the participants opinion and satisfaction regarding 

various aspects of the treatment received was collected, using questions with a 4-point 

response format ranging from “not at all’ to ’helped a great deal’. Patients also rated their 

satisfaction with the PCP and the prevention specialist on a 10-point scale.  

 

5: Response prediction  

Next to nothing is known about indication criteria for the selected treatments: which patients 

will benefit (most) from which treatment, what will work for whom? (Roth & Fonagy 2004). In 

the study several (psychosocial) variables that have been found to be associated with  

response to treatment, such as neuroticism, selfesteem, familial psychiatric history and poor 

physical health, were explored. Also, data was gathered on several putative risk factors for 

depression relapse and recurrence, such as loneliness, perceived lack of social support, 

threatening life events and long-term difficulties.  

 This data was gathered with questionnaires and by interviews. The structured and 

computerized interview included questions on a variety of socio-demographic data including 
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marital status, living arrangements, educational level, employment and income. Furthermore, 

data was gathered about the presence of chronic somatic conditions and family history of 

depressive disorders.  

 

Conclusion 

The purpose of this paper was to describe the design and implementation of a randomized 

controlled trial on primary care based enhanced treatment for depression with a continuation 

phase. The INSTEL Depression Research project aimed at investigating effectiveness of the 

Depression Recurrence Prevention (DRP-) Program, an experimental intervention for 

depression management in primary care which takes the often chronic and recurring course 

of depressive disorders into account, by focusing on psycho-education, promoting self 

management and pro-activity and providing long-term low-intensity follow-up care. Effects of 

the DRP- program on the course and outcome of depression were evaluated in a 

randomized clinical trial, the first to study effects of primary care based interventions on 

course and outcome of depressive disorders over a 3-year period in the Netherlands.  This 

trial was set up as an effectiveness trial, meant to measure the benefit treatments produce in 

routine primary care practice. Ultimately, the goal is to improve long-term course and 

outcome of depressive disorders by evaluating this preventive, pro-active strategy to sustain 

recovery in ‘real life’ settings and patients.  
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Abstract    

 

Objective : we describe the contents and feasibility of the Depression Recurrence Prevention 

(DRP)–Program, a structured psycho-educational self-management intervention based on an 

ongoing relationship between patient, prevention specialist and primary care physician. The 

DRP-Program consisted of three individual face-to-face sessions with a trained prevention 

specialist, followed by four telephone contacts per year.  

 

Methods : 267 primary care patients with a DSM-IV diagnosis of major depression were 

included and randomly assigned to care as usual (CAU; n = 72) or  enhanced care (n = 195), 

which consisted of the DRP-Program either by itself or in combination with a psychiatric 

consultation or brief cognitive behavioral therapy.  

 

Results : DRP-program participation rates were high, both in the initial phase (92%) as 

during the first year of follow-up (95%) and patient evaluations were generally positive. 

Enhanced care patients were significantly more satisfied with effects of the depression care 

than CAU patients after three months. Perceived self-efficacy in dealing with depression was 

mostly similar in the four treatment groups. The use of antidepressants was lowest 

throughout the year in patients assigned to CBT plus DRP, who also kept less in touch with 

their PCP.  

 

Conclusion : The DRP-program proved to be feasible and appreciated. 
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Introduction  

In the Netherlands, the primary care physician (PCP) is often the first professional health 

care provider whom depressed patients visit. The PCP controls access to specialty mental 

health care, which is commonly referred to as the gatekeeper function. Several treatment 

strategies for the management of depressive disorders are available for the PCP. The Dutch 

College of General Practitioners has developed and disseminated specific Clinical Guidelines 

for the treatment of depression in general practice (Marwijk et al. 1994, 2003), based on the 

effectiveness of time-limited depression-targeted psychotherapies and antidepressant 

pharmacotherapy (e.g. Schulberg et al. 1998, 2002). The recommended strategy is a 

combination of antidepressant medication and brief, supportive counseling by the PCP.  

 Treatment recommendations based on a perception of depression as a potentially 

recurrent and chronic illness are not incorporated in these Guidelines. From such a 

perspective, recovery for the acute episode is not sufficient. Treatment goals should also 

include prevention of relapse (the return of depressive symptoms before complete recovery) 

and recurrence (a new episode after recovery). The rationale behind this lies in the poor 

long-term prognosis of depression, which is increasingly recognized as an often recurrent or 

even chronic disorder (Ormel et al. 1991, 1993; Angst 1992; Keller 1994; Judd 1997; 

Tiemens et al. 1999; Simon 2000; Brink et al. 2001; Spijker et al. 2002). Residual symptoms 

and incomplete recovery have been identified as major risk factors for this unfavourable 

course (Paykel et al. 1999). A limited number of studies suggest that psycho-education and 

regular patient follow-up to monitor depressive symptoms and treatment adherence are 

required to achieve more positive long-term outcomes (Simon 2000; Katon et al. 1999, 

2001). Continuity of care, preferably with one primary caretaker who remains responsible for 

the core elements of treatment, is essential for this more active follow-up approach to 

depression management. However, largely due to time-constraints of PCPs and to several 

other organizational barriers, routine care may offer only limited possibilities for this 

approach. There may be a role here for other primary care providers, like (practice or 

psychiatric) nurses, or for mental health professionals within or outside the primary care 
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setting, in supporting the PCP (Simon et al. 2000; Hunkeler et al. 2000; Bower & Sibbald 

2000, 2002; Mynors-Wallis et al. 2002; Badamgarav et al. 2003; Gilbody et al. 2003).  

 In this article we report the contents and feasibility of a primary care based psycho-

educational self-management intervention. The Depression Recurrence Prevention (DRP) – 

Program is aimed at integrating acute treatment and the prevention of depression relapse 

and recurrences. By providing patient education, continuity of care, systematic monitoring 

and long-term support from a prevention specialist working in tandem with the PCP, we focus 

on improving patients’ resilience and self-management skills. Effectiveness of the DRP-

Program is currently studied in a randomized controlled trial. In the present paper we will 

focus on two issues. First,  the question whether it is feasible to provide a DRP-Program in 

terms of integration into daily primary care practice, participation rates, compliance, and 

patient satisfaction. Secondly, a number of factors have been identified as potential 

mediators in the process between (delivery of) an intervention and better patient outcomes. 

From this perspective, we will examine whether the DRP-Program is successful with regard 

to improving patients’ self-efficacy in managing depression, increasing compliance with 

antidepressant medication, and preserving the contact with the PCP.  

 

Interventions 

The Depression Recurrence Prevention (DRP) - Program is a structured psycho-educational 

self-management intervention based on an ongoing relationship between patient, prevention 

specialist and primary care physician. The primary goal is to reduce depression recurrence 

and chronicity, by increasing patients’ self-efficacy and self-management skills, enhancing 

awareness of prodromal symptoms and early warning signs and extending the potential of 

pro-active measures and stress-management strategies available to the patient.   

 The DRP-Program was developed by Katon and coworkers at the Center for Health 

Studies of the University of Washington in Seattle, the United States (Katon et al. 1996; 

Ludman et al. 2000) and adapted for use in the Netherlands by Tiemens and colleagues 

(Tiemens et al. 1998).  
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 To motivate and encourage patients we used Motivational Interviewing (Miller & 

Rollnick 1991). This method is characterized by an empathic, flexible and reflective 

counseling style, tailored to the individual patient. Motivational interviewing was used 

throughout the Program to enhance confidence in one’s ability to succeed, support self-

efficacy and to strengthen commitment to the Program over time.  

 

Format 

The DRP-Program consisted of three individual face-to-face sessions with a trained 

prevention specialist, followed by four telephone contacts per year for a three-year period 

(Figure 1). Education on self-care management of depression is an integral part of the 

Program. Prior to the first session, patients were handed a book and corresponding 

videotape containing information about depression, treatment options, relapse prevention 

and self-management strategies (Tiemens et al. 1998), and a 2-page instruction booklet to 

prepare for the first session.  

 

First phase: face to face sessions with prevention specialist   

In the first session the prevention specialist gave an overview of the DRP-Program, her own 

role and the collaboration with the patients’ PCP. She collected information on current 

episode, past episodes, treatment history, personal situation and the use of antidepressant 

medication. The potential benefits of self-monitoring of depressive symptoms and various 

stress reduction strategies were introduced and discussed. In the second session, the 

personal Recurrence Prevention Plan was prepared, with special attention to self care and 

what could be learned from the patient’s earlier episodes. Socializing and the scheduling of 

pleasant activities such as sports were encouraged. At the third and final session, depression 

specialist and patient drew up the final Prevention Plan, with the following topics: personal 

warning signs; stress reduction strategies; an ‘Emergency-plan’, with the steps that the 
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patient was planning to take once s/he feared a relapse or recurrence; and a medication plan 

for patients using antidepressants.  

--------------------------------------------------------------------------------------------------------------------------- 

Figure 1: Outline of the Depression Recurrence Prev ention Program  

 
Following randomization to DRP-Program:  
 
Patient receives the book & videotape; the first session is scheduled within 2 weeks. 
 
 
 
FIRST PHASE:  
 
Session 1  (1½ hr): introduction and overview of the program 
               
 
 
2 to 4 weeks later:       
Session 2  (1 hr): global draft of self care plan 
           
 
 
2 to 4 weeks later: 
Session 3  (1½ hr):  Recurrence Prevention Plan 
             
    
 
FOLLOW-UP PHASE: 
(2 ½ months after session 3) 
 
Prevention specialist mails first Progress Monitoring form, including 13-item BDI and proposes date 
and time for the telephone call.   
Patient fills in and returns Progress Monitoring Form 1; Telephone follow-up contact 1 takes place.   
After call: prevention specialist records progress and, if applicable, changes in Plan and Medication 
use; BDI-score is entered in graph for next FU Monitoring Form. 
 
This procedure was repeated every three months for three years.  
Recorded on the Monitoring Forms are rating of mood; checklist of early warning signs; adherence to 
the Prevention Program; activity rating; and compliance with antidepressant medication.  
 
 

Follow-up phase: structured telephone contacts 

Two weeks before the first follow-up telephone contact , patients received a ‘Follow-up 

Patient Monitoring Form’, which included a two-page copy of their Prevention Plan, a graph 

representing their score on the Beck Depression Inventory (BDI; Beck et al. 1961, 1988) at 

the last visit and the 13-item BDI. The Monitoring Form included:  

-  Current Rating of Mood   

Written feedback to PCP 

Written feedback to PCP 
 

Copy of Plan to PCP 
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- Checklist of early warning signs (‘present in past 2 weeks?’) 

- Adherence to the Prevention Program on a scale from 0 to 10 

- Activity Rating 

- If applicable: Compliance with pharmacotherapy. 

Patients were requested to return the Monitoring Forms to the prevention specialist. This 

written information provided the basic material for the follow-up calls.  

 

 The main goals of the follow-up contacts were to systematically review progress and 

provide ongoing feedback and support. Patients were encouraged to adhere to their 

Depression Recurrence Prevention Plan in ‘good and in bad times’ and the prevention 

specialists boosted motivation and confidence in self-management skills by giving positive 

feedback, using motivational interviewing.   

 

Continuous feedback to PCP  

During the first phase of the DRP-Program, the PCP regularly received written feedback 

about patient cooperation and progress, and about medication use including side-effects. 

After the last session, a copy of the patients’ Prevention Plan was sent to the PCP with an 

accompanying letter in which specific elements of the plan were highlighted.  

 In the follow-up phase, contacts between prevention specialist and PCP were less 

regular and more on a shared ‘need to know’ base. For example, suicide threats were always 

reported back to the PCP. During the entire 3-year follow-up period the PCP remained in 

charge of treatment and was responsible for the prescription and delivery of antidepressants 

in adequate dosage and duration.  

 

Prevention specialists  

One experienced psychiatric nurse and two psychologists, all females, carried out the 

intervention. They were trained by two experts from the Seattle project, who had a 

background in psychology and social work (PhD). The training took four days and included 
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an instruction on motivational interviewing. The psychiatrist who acted as supervisor and 

monitored adherence of the prevention specialists to the DRP-Program in regular supervision 

sessions, also attended the training. A booster session was organized halfway through the 

follow-up phase, to reinforce (confidence in) the use of motivational interviewing with patients 

in various stages of the follow-up phase of the Program.       

 

Additional treatments 

The effects of the DRP-Program are evaluated not only in contrast with CAU but also in 

combination with two additional interventions by mental health specialists, to explore whether 

these treatments would strengthen the Program.  

 The PC+DRP group was offered one 1-hour visit with one of two available 

psychiatrists prior to the DRP-intervention. The PCP provided the psychiatrist with 

information about the patients’ health and treatment status. Afterwards, the psychiatrist 

reported and discussed his diagnostic findings and treatment advice with the PCP. A copy of 

this report was also made available to the prevention specialist.  

 The CBT+DRP group was offered 12 individual weakly one-hour sessions of CBT 

treatment, tailored to primary care by Boelens (1997), a clinical psychologist / 

psychotherapist. The DRP-Program started after the final CBT session. The CBT-therapist 

informed the prevention specialist about the main themes that the CBT had addressed and 

the progress achieved.    

 Two qualified CBT therapists were employed. To reinforce concepts and CBT 

techniques and to monitor their adherence to the protocol, regular supervision sessions were 

held. Acting supervisor was the regional CBT expert who developed the adapted treatment 

protocol.  

 

Care as usual  

Patients randomized to the control group, CAU, received the care that the PCP seemed fit. In 

most cases, this will include a combination of antidepressant medication and counseling 
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during regular visits (Os et al. 1999). PCPs were free to refer patients to specialized mental 

health agencies including primary care psychologists, who run private practices and are 

popular referrals for Dutch PCPs.   

 

Methods 

 

Design  

Evaluation of effectiveness of the DRP-Program takes place in a randomized controlled 

pragmatic trial (RCT). Pragmatic trials are meant to measure effectiveness, i.e. the benefit 

the treatment produces in routine clinical practice (Kluiter & Wiersma 1996; Roland & 

Torgerson 1998). Randomization took place at the patient level and was stratified for use of 

antidepressant medication at the baseline assessment. Patients meeting inclusion criteria 

were randomly assigned to one of four treatment conditions, including care as usual (control 

group). The experimental interventions are the DRP-Program; the DRP-Program plus a 

psychiatric consultation (PC+DRP); and DRP-Program with brief Cognitive Behavioral 

Therapy (CBT+DRP). Randomization was skewed in favor of the DRP-Program and the ‘care 

as usual’ treatment to ensure that, given the limited resources, enough patients would be 

available for the main comparisons. We used a computer-generated random allocation list for 

the treatment assignment per stratum. For the purpose of the present paper we confine 

ourselves to the core aspects of the study design and procedures; a more detailed 

description will be reported elsewhere (Smit et al., in preparation).    

 

Patient selection  

Primary inclusion criterion for the study was the presence of a current DSM-IV diagnosis of 

major depressive disorder, according to the primary care physician and confirmed by an 

independent structured psychiatric interview (Composite International Diagnostic Interview 

version 2.0; (WHO 1997)). Primary care physicians were asked to refer any patient between 

the ages of 18 and 70 whom they considered to be depressed. Patients suffering from a life-
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threatening medical condition, a psychotic disorder, dementia, alcohol addiction or drug-

abuse, were excluded, as well as women who were pregnant or nursing, and patients 

already receiving mental health treatment elsewhere.  Research-assistants contacted all 

referred patients to establish study eligibility (i.e. check of the PCP diagnosis and the 

presence of exclusion criteria).  

 

Primary care physicians  

The selection of PCPs was primarily guided by pragmatic principles and circumstances, such 

as the location of the practice, the number of physicians sharing a (group) practice and 

participation in earlier studies by the department. Fifty five PCPs were willing to participate 

and were invited to attend a 2-hour booster session about Guidelines for depression 

treatment (Marwijk et al. 1994; Jenner et al. 1995), including management of recurrent 

depression.  

 

Outcome measures  

All patients were followed up for three years with telephone interviews every three months by 

trained research workers. In addition, self-report questionnaires were obtained every six 

months. Measures included in the present paper are: DRP-Program participation, patient 

evaluation of the information and care received for depression, effects on perceived self-

efficacy, the use of antidepressant medications, and frequency and number of contacts with 

the PCP in the first year. 

 

Feasibility  

Compliance with treatment data was gathered from the registration forms filled in by the 

prevention specialists, the psychiatrists and the CBT therapists.   
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Patient evaluation of treatment 

At the 3 and 6 month follow-up we collected data from patients on their opinion and 

satisfaction regarding various aspects of the treatment received, using questions with a 4-

point response format ranging from ‘not at all’ to ’helped a great deal’. Patients also rated 

their satisfaction with the PCP and the prevention specialist on a 10-point scale.  

 

Perceived self-efficacy for managing depression 

At baseline and 3- and 12-month follow-up, we assessed self-confidence in controlling 

depressive symptoms and preventing future episodes using the 5-item ‘Depression Self-

Efficacy Scale’ (DSES; (Bush et al. 2001)). Internal consistency according to Cronbachs’ 

alpha was .79 in the Bush et al study. The DSES contains items concerning confidence in 

ability to overcome or control a new episode of depression, prevent depression from 

returning, recognize symptoms at an early stage, take effective actions to treat depression, 

and seeking professional help before the depression has become too severe. Response 

format was a 10-point scale, with ‘0’ indicating ‘not at all confident ‘and ‘10’ indicating 

‘extremely confident’. The DSES summary score reflects the mean item score. 

 

Use of antidepressants and contacts with PCP   

At each 3-month FU, use of antidepressant (AD) medication and number of visits with the 

patients’ PCP in the preceding interval were recorded.  

 

Statistical analyses 

To evaluate whether patient characteristics differed across the four study groups we used 

chi-square tests for dichotomous variables and analysis of variance (ANOVA) for continuous 

variables. If appropriate, patients from the three experimental arms were pooled and 

compared to patients assigned to care as usual, using t-tests. To examine change over time 
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and whether outcomes differed between groups we used repeated measures analyses. All 

analyses were conducted on an intention-to-treat base, using SPSS version 11. 

 

Results  

 
Participants  

Out of a total of 397 referred patients, 267 (68%) met the inclusion criteria and were 

randomized to one of the treatment conditions. Of these, 72 (27%) were assigned to care as 

usual (CAU) for which they were referred back to their PCP. 112 patients (57%) were offered 

the DRP-Program only, 39 patients (20%) were assigned to the DRP–Program plus a 

psychiatric consultation (PC+DRP) and another 44 patients (23%) were assigned to the 

DRP-Program plus brief CBT (CBT+ DRP) .  

 Patients from 49 of the 55 participating PCPs were included. Enrollment differed 

considerably between PCPs, with 20 PCPs recruiting 90% of the patients. The mean number 

of patients per PCP was 5.5 (range: 1 - 35).   

 

In Table 1, main socio-demographic and clinical characteristics of the baseline sample are 

summarized. Randomization proved to be successful; there were no significant differences 

on any of these characteristics between patients in the four treatment groups.   

 Response rates for the four follow-up research assessments conducted in the first 

year are 90 % for the three month FU, 85% for the six month FU and 84 % for the nine as 

well as the 12 month assessments. Response rates were similar for patients in the four 

groups.    
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Table 1. Baseline socio-demographic and clinical ch aracteristics*  

 
 CAU  

n = 72 
DRP  
n = 112 

PC + DRP 
n = 39 

CBT + DRP  
n = 44 

 
Female     

 
65 %        

 
65 %       

 
69 %       

 
54 %     

 
Age   mean (sd) 
 

 
44.2  (11.3)  

 
42.5  (10.6) 

 
41   (13.0) 

 
42.8 (11.6) 

 
Marital status:   
 
-   Married / Cohabiting 
 
-   Single  
 
-   Divorced or widowed 

 
 
 
68 %        
 
13 %        
 
19 %              

 
 
 
69 %        
 
18 %       
 
14 %    

 
 
 
67 %       
 
18 %       
 
15 %   
 

 
 
 
48 %      
 
34 %    
 
19 %  

 
Primary role: 
 
- Employed 
 
- Homemaker 
 
- Student 
 
- Unemployed  
 
- Disabled, Retired / other   

 
 
 
56 %        
 
25 %        
 
 4 %           
 
 7 %           
 
 9%        
 
  

 
 
 
65 %        
 
17 %        
 
 5 %          
 
 6 %         
 
 7 %       
 

 
 
 
59 %        
 
21 %        
 
 8 %         
 
 5 %         
 
 8 %        
 
 

 
 
 
57 %       
 
14 %       
 
  7 %       
 
14 %      
 
  9 %   
 

 
Educational attainment:  
 
-  Low 
 
-  Medium 
 
-  High 
 

 
 
 
49 %       
 
29 %        
 
22 %        
 

  
 
 
42 %      
 
41 %      
 
17 %        

 
 
 
46 %       
 
33 %      
 
21 %       

 
 
 
39 %     
 
39 %    
 
23 %    

 
Recurrent DSM-IV MD  
 

 
74 %     

 
64 %     

 
64 %     

 
68 %      

 
If recurrent: % > 3 episodes  
 

 
57 %       

 
51 %      

 
56 %      

 
60 %        

 
Age at first onset  mean (sd) 
 

 
32.4  (14.3)  

 
30.9   (11.8)  

 
30.6     (15.4) 

 
31.1    (13.2) 

* No significant differences between randomization groups (p = 0.05) 
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Patient acceptance of the DRP-Program  

 

Participation   

Attendance at the face to face sessions  

Overall, 92 % (179 / 195) of the enhanced care patients attended all three individual face to 

face sessions with a prevention specialist. Participation in this phase of the DRP-Program 

was highest among patients randomized to the DRP-Program only (96 %; 108/112) and in 

those assigned to the combination with a psychiatric evaluation (97%; 38/39). In the group 

where DRP followed CBT, compliance was significantly lower than in the other two DRP 

conditions, with 75% (33 / 44) of the patients attending all three sessions (Χ2 =23.97; d.f. = 2; 

p < 0.0001).    

  

Follow-up telephone contacts in the first year 

Since 8 % (n = 16) of the enhanced care patients had either not started with the DRP-

Program (n = 13) or dropped out during the first phase (n = 3), 179 patients were left for the 

follow-up monitoring contacts. During the first year of follow-up, prevention specialists  

remained in contact with the vast majority of these patients, with 95% (n = 170)  of them 

returning their Progress registration forms and responding to the four telephone calls.   

 

Compliance with additional treatments  

All 39 patients randomized to the combination of DRP-Program with PC agreed to the visit 

with the psychiatrist. Of the 44 patients offered CBT, 33 (75%) completed this according to 

protocol, three refused to start and eight dropped out prematurely (after a mean of four 

sessions). Thus, patient acceptance of the CBT was significantly lower than that of PC (p = 

0.004).  
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Evaluation of educational materials and prevention specialists    

Patients receiving either DRP by itself or in combination with PC had obtained the 

educational materials in the period between treatment assignment and the first FU 

assessment. Results on satisfaction with these materials and the prevention specialists are 

shown in table 2.  Since CBT plus DRP patients started later with the DRP-Program, they 

were asked about their opinion at the six-month FU. Compared with patients in the other 

DRP-Program groups, less patients indicated having used these materials (book: 56%; 

video: 82%) and usefulness was evaluated lower (data not shown).    

Mean scores for the prevention specialists were around eight on the 10-point scale in all 

three intervention groups.  

Table 2. Satisfaction with educational materials an d prevention specialist  *  
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
*  No significant differences between the two conditions 
**  Usefulness: % of patients scoring 1 (= very useful) or 2 (useful) on a 4 point scale.  
 

Patient satisfaction  

Table 3 presents three month follow-up data concerning satisfaction with the care and 

information received for depression for all patients.  Significantly fewer CAU than enhanced 

care patients reported having received information about causes of depression and on 

different treatment methods. CAU-patients also scored significantly lower on most questions 

regarding more specific effects of depression care.  

 Results were basically the same at the six month FU. While most patients were still 

positive about recommending the care they (had) received, this was true for significantly less 

 DRP 
N =102    

PC + DRP    
N = 34 

 
Read at least 50 % of  book  

 
79 %         

 
 77 %           

 
Found book (very) useful ** 

 
75  %        

 
 71 %          

 
Saw at least 50 % of tape   

 
93 %         

 
 91 %          

 
Found tape (very) useful  

 
51  %        

 
47 %           

 
Rating of prevention specialist    
on 10-pointscale; mean (sd)      

 
8.28      (1.15) 
 

 
8.12     (1.41) 
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CAU - than enhanced care patients ( 77% of CAU versus 87% of DRP, 97% of PC plus DRP 

and 97% of CBT plus DRP patients; Χ2 =9.39, d.f.=3, p = 0.02).  

 

Table 3. Satisfaction with depression care at 3 mon th FU  

  
CAU 
n = 64 

  
DRP 
n = 102 

 
PC + DRP 
n = 34 

 
CBT + DRP 
n = 40 

 
Statistics 
 

 
Received information about:  
 
- causes for depression  
  
- treatment methods       

 
 
 
41 %   
 
50 %         

 
 
 
84 %   
 
80 %    

 
 
 
82 % 
 
79 % 

 
 
 
53 %    
 
62 %         

 
 
Χ

2  =40.98; 
df=3;  
p < 0.001 
 
Χ

2  =19.74; 
Df=3;  
p < 0.001 

Effect of information and care: 
 
-   helped in reducing worries                     
concerning depression 
 
-   increased hope in abilities  
    to deal with depression  
 
- helped in resuming normal       
activities 
 
- condition improved 
  

 
 
50 %   
 
 
62 %   
 
 
38 %       
 
 
75 % 

 
 
82 % 
 
 
88 %  
 
 
80 %   
          
 
84 % 

 
 
79 %   
 
 
91 %   
 
 
82 % 
 
 
88 %  
         

 
 
68 %  
 
 
85 % 
 
 
75 %            
 
 
85 % 

 
Χ

2  =20.77; 
df=3; 
p < 0.001 
 
Χ

2=21.03; 
Df=3; 
p < 0.001 
 
Χ

2  =37.20; 
Df=3; 
p < 0.001 
 
Χ

2  =5.29; 
df = 3 ; 
p= 0. 51 

 
Would recommend this care to 
depressed friends and relatives  

 
73 % 

 
88 % 

 
88 % 

 
83% 

 
Χ

2  =6.89; 
df=3;  
P= 0. 08 

 
Rating of satisfaction with PCP   
 on scale from 0 –10; mean (sd ) 

 
6.75    (1.98) 

 
7.29   ( 1.88) 

 
7.12    (2.04) 

 
6.75    (1.67) 

 
F = 1.29;  
df = 3 
P = 0.28 

 
Perceived self-efficacy and confidence in managing depression   

Table 4 shows mean scores of CAU and enhanced care patients on the DSES at baseline, 

three and twelve month FU. Perceived confidence in dealing with depression was generally 

low at baseline, with DSES summary scores below 6 (mean 5.65; sd 1.47) on the 10-point 

answer scale. Baseline levels were largely similar in the four treatment groups, with one 

exception: patients randomized to CBT plus DRP scored significantly lower on the item 

regarding confidence in ability to prevent depression from returning.  

 Three months later, we found higher scores on all DSES items and the mean 

summary score rose accordingly (mean: 6.38; sd 1.49). Perceived self-efficacy and 
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confidence to deal with depression had more or less improved to the same extent, regardless 

of treatment assignment.  At the twelve month FU we again found that, although scores on 

most items had risen (mean summary score 6.57; sd 1.55), there were no statistically 

significant differences between treatment groups on any of these self-efficacy items. We 

checked this with additional repeated measures analysis. Despite improvement, follow-up 

scores on the item regarding confidence in ability to prevent depression relapse / recurrence 

remained the lowest (mean at 3-m FU: 5.02; sd 1.95; at 12-m FU: 5.27; sd 2.09), indicating 

that self-confidence in this regard was still very fragile.   

Table 4. Depression self-efficacy  

 
PERCEIVED CONFIDENCE IN: 
0-10 scale, mean (sd) 

 
CAU  
 

 
DRP   
 

 
PC + DRP 

 
CBT + DRP 
 

 
Ability to overcome or control a 
new episode of depression  
- baseline 
- 3   m FU  
- 12 m FU 
 

 
 
 
5.46  (2.08) 
5.89  (2.11) 
6.66  (1.67) 

 
 
 
5.39   (2.66) 
5.57   (1.81) 
6.33   (1.73) 

 
 
 
5.00   (2.68) 
5.82   (1.77) 
6.43   (1.87) 

 
 
 
4.77   (2.64) 
5.55   (1.93) 
6.81   (1.24)  

 
Ability to prevent depression 
from returning  
- baseline * 
- 3 m FU 
- 12 m FU 
 

 
 
 
3.83   (1.98) 
4.77   (1.85) 
4.85   (2.35) 

 
 
 
3.71   (2.31) 
5.23  (1.86) 
5.48   (1.89) 

 
 
 
3.46   (2.56) 
5.00   (2.03) 
4.86   (2.29) 

 
 
 
2.70   (1.83) 
4.92   (2.28) 
5.77   (1.88) 

 
Ability to recognize depression 
early on 
- baseline 
- 3 m FU 
-             12 m FU 

 
 
 
6.47   (2.07) 
7.05   (1.69) 
7.08   (1.21) 

 
 
 
6.44   (2.13) 
6.75  (1.74) 
7.32   (1.54) 

 
 
 
6.82   (2.08) 
7.44  (1.46) 
7.46   (1.14) 

 
 
 
6.77   (2.32) 
6.35  (2.07) 
7.41   (1.15) 
 

 
Ability to take effective actions to 
treat depression early  
- baseline 
- 3 m FU 
- 12m FU  

 
 
 
6.13   (2.44) 
7.33  (1.99) 
7.29   (2.03) 

 
 
 
6.61   (2.40) 
7.07  (1.85) 
7.16   (2.12) 

 
 
 
6.87   (2.61) 
7.41  (1.60) 
7.21   (1.71) 

 
 
 
6.14   (2.86) 
6.43  (2.21) 
7.04   (1.99) 
 

 
Seeking professional help early  
- baseline  
- 3 m FU  
- 12m FU 

 
 
6.18   (2.50) 
7.52  (2.02)  
6.61   (2.34) 

 
 
6.41   (2.52) 
7.45  (1.82) 
7.14   (2.22) 

 
 
7.38   (2.24) 
7.32   (1.84) 
7.11   (1.37) 

 
 
6.55   (2.85) 
6.75   (2.39) 
6.68   (2.09) 
 

 
Self-efficacy summary score   
- baseline 
- 3m FU  
- 12m FU 

 
 
5.59   (1.34) 
6.47  (1.45) 
6.46   (1.56) 

 
 
5.70   (1.49) 
6.40  (1.37) 
6.62   (1.59) 

 
 
5.91   (1.64) 
6.60  (1.38) 
6.61  (1.35) 

 
 
5.39   (1.46) 
6.00   (1.87) 
6.56   (1.69) 
 

* Ability to prevent depression from returning: baseline level significantly lower in DRP+CBT, F=2.77; d.f.  = 3;  
p = 0.04. None of the other differences was statistically significant. 
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Antidepressant medication  

The percentage of patients using antidepressants (AD) had decreased from 74% at baseline 

to 50% overall at the twelve month FU. As shown in table 5, throughout this year the 

percentage of patients using AD was lowest in those assigned to CBT plus DRP.  

 The contrast in AD use between CBT plus DRP patients and those in the other three 

treatment groups was statistically significant at the three month FU. Three months later, the 

contrast between CBT+DRP versus PC+DRP patients in AD use was still significant.  

 AD use in the first six months showed the least fluctuations in patients in the PC plus 

DRP group. Finally, there were hardly any differences in AD use between CAU and DRP 

only patients for most of the year, although at the 9-month FU less DRP than CAU patients 

used an AD (difference not  significant, Χ2 = 1.42; d.f.=1; p = 0.23).  

 
Table 5. Use of antidepressants during first year  
 
 
 

 
CAU  
 

 
DRP 
 

 
PC + DRP 
 

 
CBT + DRP 
 

 
Baseline  
 

 
76 %    

 
74 %   

 
72 %     

 
73 %       
 

 
3 m FU 1 

 

 
72 % 

 
70 % 

 
74 % 

 
50 % 

 
6 m FU 2 
 

 
60% 

 
59 % 

 
69 % 

 
42 % 

 
9 m FU  
 

 
57 %    

 
47 %    

 
55 %    

 
44 %     

 
12 m FU  
 

 
51 %   

 
52 %    

 
49 %    

 
46 %    

 
1 CBT+DRP vs CAU: x2 = 5.08;df=1; p = 0.02 ; CBT+DRP vs DRP: x2=4.80; df = 1; p = 0.03;   CBT+DRP vs PC+ 
DRP: x2 =4.27;df=1;p=0.04 
2 CBT+DRP vs PC+DRP: x2 = 5.01; df = 1; p = 0.03 
 
 
Contact with PCP  

In table 6 the results on contacts with the PCP during the first year of the study are shown. In 

general, the majority of both CAU and enhanced care patients remained in touch with their 

PCP, but this proportion was lowest for the entire period in those assigned to CBT+DRP. The 

mean number of visits to the PCP was similar in the four treatment groups. 
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Table 6.  Contact with PCP  

 
  

CAU 
 

 
DRP 

 
PC + DRP 

 
CBT + DRP 

 
Between baseline and 3 m FU :   
 
- Visited PCP at least once 1 
 
- Mean number of contacts with PCP 
 

 
 
 
94 % 
 
2.9 
 

 
 
 
85 % 
 
3.3 

 
 
 
79 % 
 
3.8 

 
 
 
58 % 
 
3.2 

 
Between 3 and 6 month  FU:   
 
- Visited PCP at least once 2 
 
- Mean number of contacts with PCP 
 

 
 
 
66 % 
 
2.4 
 

 
 
 
78 % 
 
2.2 

 
 
 
69 % 
 
2.5 

 
 
 
61 % 
 
1.8 

 
Between 6 and 9 month  FU:   
 
- Visited PCP at least once 3 
 
- Mean number of contacts with PCP 

 
 
 
58 % 
 
1.9 

 
 
 
63 % 
 
2.4 

 
 
 
76 % 
 
1.8 

 
 
 
50 % 
 
2.1 
 

 
Between 9 and 12 month  FU:   
 
- Visited PCP at least once 4 
 
- Mean number of contacts with PCP 
 

 
 
 
60 % 
 
2.1 

 
 
 
65 % 
 
1.9 

 
 
 
76 % 
 
1.8 

 
 
 
46 % 
 
2.3 

 
1 x2  = 23.24; df=3; p < 0.001 
2 CBT+ DRP vs DRP: x2=3.89; df=1; p = 0.05 
3 PC+DRP patients versus DRP+CBT patients x2  = 4.86; df =1; p=0.03 
4 PC+DRP patients versus DRP+CBT patients x2   = 5.93; df=1; p=0.02 
 
 
Discussion  

The Depression Recurrence Prevention Program described in this paper, offering a limited 

number of in-person visits with a professional worker followed by regular, long-term support 

by telephone and mailed feedback, proved to be feasible and appreciated. Patients were 

motivated to participate, as demonstrated by the high patient acceptance rates both in the 

initial phase of face to face contacts with the prevention specialists as for the first year of 

follow-up. Ludman and colleagues present similar findings for the Seattle project, where 93% 

of patients attended the (two) in-person visits with the prevention specialist and 80% 

completed all three follow-up telephone calls in the first year (Ludman et al. 2000). Patient 

evaluation of the DRP-Program was generally positive. Compared with CAU patients, 

significantly more patients in enhanced care reported having received information on 
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(specific aspects of) depression. Moreover, significantly more enhanced care patients stated 

that the information and care they received had helped them in resuming their normal daily 

activities, reduced their worries and increased hope in their abilities to deal with depression.   

 We added two treatments by mental health specialists to the basic format of the DRP-

Program. Of these, the psychiatric consultation was accepted by all patients assigned to it. 

Findings on compliance and satisfaction with treatment were very similar between patients in 

the DRP and the PC+DRP groups. Compliance with CBT however was lower, with a quarter 

of patients assigned to this treatment either refusing or dropping out prematurely. These 

patients were also slightly less satisfied (n.s.) with the information and care received for 

depression. Our impression is that the demands of CBT, including its strong focus on 

recognizing and changing dysfunctional cognitions and behavior, were experienced as being 

too high by some of the patients. Several previous primary care studies (Scott & Freeman 

1992; Teasdale et al. 1984) have reported comparable drop out rates for CBT, showing that 

this is not an uncommon finding.  

 In the introduction, we named perceived self-efficacy in dealing with depression, 

compliance with antidepressant medication and contact with the PCP as possible mediators 

in the process between the delivery of the interventions and improved patient outcomes. As 

mediators, they might strengthen or weaken the effects of the main intervention, the DRP-

program.   

 Regarding self-efficacy, results are rather disappointing. Although perceived self-

confidence in abilities to recognize and effectively manage depression increased during the 

first year, we found no evidence that enhanced care patients benefited more from their 

treatment than the patients receiving usual care. Moreover, scores on the item regarding 

confidence in the ability to prevent depression from returning remained the lowest overall. 

These findings suggest that it is difficult for patients with recurrent depression to build up 

trust in own capacities and skills to overcome or prevent depressive disorder, even by 

enhanced depression care (Ludman et al. 2000). The possibility that for some patients the 

continued focus on (recurrence of ) depression may even have a negative impact on their 
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perceived self-efficacy, should also be considered. Not all patients may respond well to this 

prolonged and systematic monitoring of (residual) depressive symptoms. It is conceivable 

that for some this may even increase awareness of their vulnerability (Frasure-Smith et al. 

1997; Kaasenbrood et al. 2004).    

 With respect to the use of antidepressants, we found this to be similar between care 

as usual and enhanced care in the first six months of the study, with the exception of patients 

assigned to the CBT plus DRP-Program who more often discontinued taking medication. The 

combination of ‘talk & pills’, which was generally supported by the prevention specialist, the 

consulting psychiatrist and the PCP, was not a focus in the CBT protocol. We also noticed 

that these patients were less in contact with their PCP throughout this first year, not only 

during the time of their CBT treatment but also after this was finished.  

 Contacts with the PCP were sustained in the first year of the study, with most patients 

in the enhanced treatment groups (although less CBT patients) visiting their PCP on a 

regular basis. As expected, more CAU patients visited their PCP in the first three months.  

 We conclude that no significant differences emerged in findings regarding the three 

possible mediators in the comparisons between the main treatments, CAU and DRP-

Program. Regarding the two additional interventions by mental health specialists, we found 

patients in the PC+DRP treatment group to be more constant in the use of antidepressant 

medication and in staying in touch with their PCP, compared with patients in the CBT + DRP 

group.  

      

Strengths and limitations 

The main strength of this study is that it is a pragmatic type trial, in which different depression 

treatments are examined over time and under conditions that come close to real life practice. 

Patient inclusion criteria were relatively broad and we included depressed patients typically 

seen and treated in primary care. Randomization proved successful, with similar baseline 

characteristics of patients in all four arms. The main intervention proved to be feasible and 

was well received, as shown by the high participation and compliance rates in the first year. 
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Last but certainly not least, response rates for the follow-up research assessments reported 

here were good.    

 As to limitations, selection of the PCPs was not random. They were responsible for 

the initial patient selection and there were considerable differences between PCPs in the 

number of patient referred to the study. Finally, it was not possible to blind interviewers from 

treatment status of the participants.  

 

Conclusion 

Based on the experiences with the enhanced treatment program described in this paper, we 

conclude that it is feasible to integrate a structured follow-up and outreach program delivered 

(in part) by telephone and by others than the PCP in primary care depression management.   

Whether the DRP-Program is successful in terms of improving the (long term) course and 

outcome of depression, is the next question that needs to be answered. We hope to find out 

more about the clinical value of the DRP-program after analyzing the data from the trial and 

plan to report on this in the near future.  
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Abstract  

 

Background:  Depression is a highly prevalent, often recurring or persistent disorder. The 

majority of patients are initially seen and treated in primary care. Effective treatments are 

available, but possibilities for providing adequate follow-up care are often limited in this 

setting. This study assesses the effectiveness of primary-care-based enhanced treatment 

modalities on short-term patient outcomes.  

 

Methods: In a randomized controlled trial we evaluated a psycho-educational self-

management intervention. We included 267 adult patients meeting criteria for a DSM-IV 

diagnosis of major depressive disorder, assessed by a structured psychiatric interview. 

Patients were randomly assigned to: the Depression Recurrence Prevention (DRP) program 

(n = 112); a combination of the DRP Program with psychiatric consultation (PC+DRP, n = 

39); a combination with brief cognitive behavior therapy (CBT+DRP; n = 44); and care as 

usual (CAU, n = 72). Follow-up assessments were made at three months (response: 90%) 

and six months (85%).  

 

Results:  Patient acceptance of enhanced care was good. The mean duration of the index 

episode was 11 weeks (s.d. = 9.78) and similar in CAU and enhanced care. Recovery rate 

after six months was 67% overall; 17% of all participants remained depressed for the entire 

6-month period.      

 

Conclusion : Enhanced care did not result in better short-term outcomes. We found no 

evidence that the DRP program was more effective than CAU and no indications for added 

beneficial effects of either the psychiatric evaluation or the CBT treatment to the basic format 

of the DRP program. Observed depression treatment rates in CAU were high. 
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Introduction 

Major depression is not only a serious and highly prevalent disorder, its typical course is 

recurrent or chronic (Ormel et al. 1990; Judd, 1997; Lin et al. 1999; Mueller et al. 1999; 

Simon, 2000; Solomon et al. 2000; van den Brink et al. 2001; Spijker et al. 2002). It has been 

estimated that more than 50% of clinically depressed patients will have another episode 

within ten years and that those who have experienced two episodes have an almost 90% 

chance of experiencing a third. Once the disorder becomes recurrent, rates of relapse may 

be as high as 40 % within four months after recovery (Keller,1994). In around 20% of cases 

depression becomes a chronic disorder (Spijker et al. 2000, 2002; van den Brink et al. 2001).  

 In the Netherlands, the majority of depressed individuals are initially seen by their 

primary care physician (PCP) and most of them continue to be treated in primary care 

(Spijker et al. 2001; Meijer et al. 2003; Linden et al. 2004). Characteristic of the Dutch 

healthcare system is the open and unlimited access to a PCP, the longitudinal continuity of 

the patient – PCP relationship and the gatekeeper role of the PCP, who controls access to 

specialist healthcare for somatic as well as psychiatric conditions. Effective treatments for 

depression, including pharmacological, psychotherapeutic and supportive approaches, are 

available in primary care (Marwijk et al. 1994, 2003; Os et al. 1999). However, given the 

often recurrent course of depression, the limited possibilities for providing adequate follow-up 

care and maintenance treatment in the primary care setting give reason for concern 

(Tiemens et al. 1999; Ludman et al. 2003).  

 

In the present paper, we report results on short-term effectiveness of enhanced treatment in 

primary care on: duration of the index episode, time to remission, recovery rates and the 

percentages of patients free of any depressive symptoms after six months. Core elements of 

the Depression Recurrence Prevention (DRP) program (Tiemens et al. 1998) include patient 

education, three visits with a prevention specialist and provider-initiated follow-up care, 

consisting of monitoring of depressive symptoms and treatment adherence by telephone and 

mail. Effects of this enhanced care on the course of depression and healthcare use 
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(including the use of antidepressant medication) are compared with effects of the care 

usually provided for depression. Moreover, we evaluate whether the addition of a psychiatric 

consultation or brief cognitive behavior therapy to the basic format of the DRP program, has 

any surplus effects.    

 

Method 

The DRP program was tested in a pragmatic type randomized trial contrasting four conditions:  

(1) care as usual (CAU), (2) the DRP program, (3) the DRP program plus psychiatric 

consultation (PC+DRP), (4) the DRP program plus brief cognitive behavioral therapy 

(CBT+DRP).  

 

Setting 

The settings for this study were PCP practices in and around the city of Groningen, in the 

northern part of the Netherlands. The selection of PCPs was primarily guided by pragmatic 

principles and circumstances, such as availability, the location of the practice, the number of 

physicians sharing a practice and participation in earlier studies by the department. No 

formal criteria applied for the inclusion. Participating PCPs were invited to attend a 2-hour 

booster session about guidelines for the treatment of depression in general practice (Marwijk 

et al. 1994; Jenner et al. 1995; Schulberg et al. 1998). During these group meetings the risk 

of depression turning into a recurrent or chronic illness was emphasized and implications for 

management in primary care were discussed.   

 

Patients 

Main inclusion criterion was a current (i.e. present in the past two to twelve weeks) diagnosis 

of major depression according to DSM-IV criteria. We excluded patients younger than 17 and 

older than 70 years of age, patients suffering from a life-threatening medical condition, a 

psychotic disorder, dementia, and those with a primary addiction to alcohol or psychotropic 

drugs. In addition, women who were pregnant or nursing and patients already receiving 
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treatment for depression elsewhere (i.e. by a psychiatrist, psychologist or social worker) were 

excluded.    

 Inclusion of patients was by a three stage-procedure. First, participating PCPs were 

asked to refer any patient whom they considered to be depressed. Referral was based on 

the PCP's assessment on a brief symptom checklist on which the DSM-IV criteria for major 

depression were summarized; the checklist was provided by the project. In the second stage 

research assistants contacted the patients by telephone to establish study eligibility. For 

confirmation of the PCP depression diagnosis we used a brief screening instrument, 

containing the stem items for major depression and dysthymia from the Composite 

International Diagnostic Interview (CIDI; WHO, 1997). Patients fulfilling study entry criteria 

were provided with detailed information on the study, verbally and in writing, in order to 

obtain their consent. Patients agreeing to enter the third step in the inclusion procedure – 

thereby stating their willingness to be randomized- were interviewed face to face with the 

computerized life time version of the CIDI. With this interview the final diagnosis leading to 

inclusion or exclusion was reached. If the diagnosis was positive for depression the patient 

entered the randomization procedure.  

 

Randomization procedure and treatment assignment  

Randomization took place immediately at the baseline appointment. We used a randomized 

design stratified for use of antidepressants (AD: yes/no) at baseline. Within each stratum, 

patients were assigned to one of four conditions by means of a computer-generated random 

allocation list.  

 Once the diagnosis of major depression was confirmed by CIDI, the interviewer 

contacted a research assistant by telephone. This assistant, who had had no prior personal 

contact with the patient, opened the first sealed opaque envelope from the appropriate set, 

representing the AD+ or AD- stratum, and passed the information on treatment allocation on 

to the interviewer.  
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 For patients assigned to one of the experimental conditions time and place of the first 

session with the appropriate specialist were scheduled. Patients assigned to the DRP 

program received the educational materials (book and videotape) that are an integral part of 

the program. PCPs were informed about study inclusion and the outcome of randomization 

within one week of the baseline assessment.  

 

Measures 

All patients were followed up prospectively for three years. Research assessments were  

made at baseline and every three months thereafter. Follow-up interviews were conducted 

by telephone by trained research assistants using a laptop computer. Each follow-up  

included a core set of questions concerning the presence of depressive symptoms and their 

course over time, the use of antidepressant medication, contacts with healthcare providers 

and competence in daily functioning. The interviews were combined with several self-report 

questionnaires every six months. 

 

Depression status 

At the baseline assessment, the full depression and anxiety sections of the lifetime version of 

the computerized CIDI (CIDI-auto, WHO, 1997; Dutch version by Smitten et al. 1998) were 

included. The CIDI is a structured diagnostic interview, with good reliability and validity 

(Wittchen, 1994, Andrews & Peters, 1998) and suitability for use in primary care populations 

(Őstőn & Sartorius, 1995). We added questions on the presence of (any residual) depressive 

symptoms in the past four weeks to obtain a full symptom profile. To systematically record 

onset and recency of depressive symptoms in the follow-up interviews, we developed a brief, 

structured and computerized interview measure based on the CIDI. We examined treatment 

effects on duration of the index episode, time to remission, recovery rates and the 

percentages of patients free of any depressive symptoms after six months. In accordance 

with the consensus-paper of Frank et al. (1991) and DSM-IV criteria, remission is defined as 

at least two consecutive weeks without depression and recovery as at least eight 
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consecutive weeks without depression.   

 The Beck Depression Inventory (BDI; Beck et al. 1961) is included in each follow-up 

to monitor depression severity. BDI-scores < 9 are generally seen to indicate normal, non-

depressed mood states, whereas BDI-scores ≥ 15 indicate a fully symptomatic depression 

(Beck et al. 1988; Frank et al. 1991). The BDI has good psychometric characteristics (e.g. 

Hammen, 1997) and is also sensitive to change over time (Richter et al. 1998).  

 

Use of antidepressants, contacts with PCP and other  care utilization  

Number of visits with the PCP and use of antidepressant (AD) medication were recorded at 

each follow-up. In addition, we asked patients whether they had received help from other 

(mental) health providers, including ambulatory mental health care and freely established 

psychologists and psychiatrists in private practices.   

 

Statistical analyses 

Sample sizes were determined by power analysis. We originally hypothesized the following 

gradient of outcome success, expressed in percentages of patients being recovered at six 

months: in CAU 60%, in DRP 70%, in PC+DRP 80% and in CBT+DRP 90%. With 62 

patients in CAU, 96 in DRP, 32 in PC+DRP and 36 in CBT+DRP these outcomes would yield 

a Cramer's φ’ of 0.223, corresponding with a satisfactory power of 81 %.  

 To analyze differences between groups, we used chi-square tests for dichotomous 

variables and t-tests or non-parametric tests (Mann-Whitney, Kruskal-Wallis) for continuous 

variables, depending on their distribution. Change over time in continuous outcome variables 

between the treatment groups was tested by means of repeated measures ANOVAs. Where 

appropriate, full comparisons were supplemented with pair wise comparisons. Survival 

analysis, including the log rank test, was applied in comparing the treatment groups as to the 

time to recovery.    
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 All analyses were based on intention to treat. In addition, completer analyses were 

applied where judged to be informative. We used SPSS version 12 (SPSS Inc., Chicago, 

USA).  

 

Interventions  

Depression Recurrence Prevention program 

The DRP program is a structured psycho-educational intervention, based on an ongoing 

relationship between the patient, a prevention specialist and the PCP. The primary goal is to 

reduce depression recurrence. The intervention is aimed at increasing patients’ self-efficacy 

with regard to coping with depressive symptoms, extending the potential of pro-active 

measures and stress-management strategies and skills to identify relapse or recurrence 

early on. The focus is on improving patients’ resilience and self-management skills (Smit et 

al. 2005). 

 The program consists of three individual face-to-face sessions with a trained 

prevention specialist, followed by four telephone monitoring contacts per year for a 3-year 

period. Prior to the first session, patients receive a book and corresponding videotape on 

depression, treatment options, relapse prevention and self-management strategies. At the 

last face-to-face session, depression specialist and patient prepare a patient-tailored 

depression prevention plan, with the following topics: regular self-registration of early warning 

signs; stress reduction strategies; an ‘emergency plan’; and a medication plan, for patients 

using antidepressants. A copy of this plan is sent to the PCP.  Main goals of the standardised 

three-monthly follow-up contacts are to systematically monitor depressive symptoms, review 

patient progress and to provide feedback and support. Motivational interviewing (Miller & 

Rollnick 2002) is used to enhance confidence in the patient’s ability to succeed, to support 

self-efficacy and strengthen commitment to the program over time.  

 One psychiatric nurse and two psychologists, all females, were trained by two experts 

from the Seattle project to deliver the enhanced treatment program. Adherence to the DRP 
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protocol was monitored in regular supervision sessions with a psychiatrist who had also 

attended the training.  The prevention specialists used standardized forms for each patient 

contact. During the first phase, they provided the PCP with written feedback of each session, 

and in the follow-up phase they kept a record of all patient contacts.  

 The intervention was developed by Katon and co-workers at the Center for Health 

Studies of the University of Washington in Seattle, USA (Katon et al.1996; Ludman et al. 

2000) and adapted for use in the Netherlands by Tiemens and colleagues (Tiemens et 

al.1998). For a more detailed description we refer to Smit et al (2005).   

 

Psychiatric Consultation plus DRP program  

Patients in the PC+DRP group were offered one 1-hour visit with one of two available 

psychiatrists, prior to the DRP-Program. The PCP provided the psychiatrist with information 

about the patients’ health and treatment status. Afterwards, the psychiatrist reported his 

diagnostic findings and treatment advice to the PCP. A copy of this written report was also 

made available to the prevention specialist. The main purpose of the psychiatric consultation 

was to make more specific psychiatric expertise on diagnosis and pharmacological treatment 

of depression available for use in primary care practice.  

 

Cognitive behavioral therapy plus DRP program  

The CBT+DRP group was offered 10 – 12 individual weekly one-hour sessions of CBT 

treatment, tailored to primary care by Boelens (1997). The DRP-Program started after the 

final CBT session. The CBT-therapist informed the prevention specialist about the main 

themes that the CBT had addressed and the progress achieved.    

 Three qualified CBT therapists were employed. To reinforce concepts and CBT 

techniques and to monitor their adherence to the protocol, regular supervision sessions were 

held. The acting supervisor was the regional CBT expert who developed the treatment 

protocol.  
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 The main purpose of including CBT was that this has been found to be an effective 

treatment for depression and there are indications that CBT may reduce relapse rates (Fava 

et al. 1998; Paykel et al. 1999; Scott et al. 2000). However, studies on CBT in primary care 

patients are scarce and results are not consistent (see: Scott et al. 1997; Ward et al. 2000).    

 

Care as usual  

Patients assigned to the usual care group were referred back to their own PCP and received 

the care that this PCP deemed appropriate. In most cases, this included a combination of 

antidepressant medication and counseling during regular visits (Os et al.1999). As in current 

practice PCPs were free to refer patients to any service normally available, such as social 

workers, private practice psychiatrists or psychologists, or specialized mental health 

agencies.  

 

Results  

 

Primary care physicians 

A total of 55 PCPs in the northern part of the Netherlands agreed to participate. The mean 

number of patient referrals per PCP was 7.2, but there were considerable differences 

between PCPs in this respect (range: 1 – 43); 13 PCPs (24%) referred 10 or more patients. 

The mean number of included patients per PCP was 5.5 (range: 1 - 35); of eight PCPs, 10 or 

more patients were included. The final study group consists of 267 patients from 49 PCPs.  

 

 Patients  

Of 397 patients who were identified as depressed by their PCP and referred to the study, 323 

(81.4 %) agreed to the screening procedure. The majority (n = 277; 85.8%) was eligible and 

willing to take part in the study (see Fig.1).  
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Figure 1: Flowchart  

 

 

On the baseline assessment 10 patients were excluded because they did not fulfill study 

entry criteria. Thus, a total of 267 patients, comprising 67% of all initially referred patients 

and 83% of those who could be contacted and screened, met the inclusion criteria and were 

randomly assigned to one of the four treatment conditions. 72 patients (27%) were assigned 

        Referred by PCP: 397 
 

           Screened  323    

Refused screening: 57 
Exclusion criterion:  17 
 

Screen negative:       25 
Refused baseline:     21  

       Baseline assessment : 277 

Exclusion criterion: 10 

 

CAU: 72 

3-m FU: 64 3-m FU: 102 

6-m FU: 62 6-m FU: 96 

DRP: 112 

3-m FU: 34 

6-m FU: 32 

PC+DRP: 39 

6-m FU: 36 

3-m FU: 40 

CBT+DRP: 44 

Included & randomized 
treatment assignment: 

267 
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to care as usual (CAU) and 195 patients were assigned to the enhanced care program: 112 

patients (57 %) were offered the DRP program only, 39 patients (20%) were assigned to PC 

plus DRP and another 44 patients (23%) were assigned to the brief CBT followed by DRP.   

 The percentages of respondents at the follow-up were 90% after 3 months and 85% 

after 6 months. These rates were similar between treatment groups.  

 
Baseline characteristics 

In Table 1, socio-demographic and clinical characteristics of the baseline sample are 

summarized.  Randomization proved to be successful; there were no significant differences 

on any of these characteristics between patients in the four treatment groups.  

 

Table 1: Baseline demographic and clinical characte ristics 
  
 CAU  

n = 72 

DRP  

n = 112 

PC + DRP 

n = 39 

CBT + DRP 
 
n = 44 

 
% female    
 

 
65       

 
65   

 
69  

 
54   

 
Age   mean (sd)  

 
44.2    (11.3)  
 

 
42.5     (10.6) 

 
41       (13.0) 

 
42.8   (11.6) 

Marital status:  % 
 
-   Married / Cohabiting 
 
-   Single  
 
-   Divorced  
 
-   Widowed 
 

 
 
68       
 
13         
 
15   
 
 4          
 

 
 
69         
 
18   
       
10         
 
  4          

 
 
67      
 
18       
 
15       
 
  - 

 
 
48 
 
34    
 
14      
 
  5      

Primary role:  % 
 
- Employed 
 
- Homemaker 
 
- Student 
 
- Unemployed  
 
- Disabled  
 
- Retired /other   

 
 
56         
 
25         
  
 4            
 
 7       
 
 6        
 
 3           

 
 
65         
 
17         
 
 5            
 
 6           
 
 6           
 
 1           

 
 
59        
 
21        
 
 8         
 
 5         
 
 3         
 
 5         

 
 
57       
 
14      
 
  7       
 
14      
 
  9      
 
   - 
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 CAU  

n = 72 
DRP  
n = 112 

PC + DRP 
n = 39 

CBT + DRP 
n = 44 

Educational attainment:  
% 
-  Low 
 
-  Medium 
 
-  High 
 

 
 
49        
 
29        
 
22        
 

  
 
42       
 
41       
 
17         

 
 
46      
 
33       
 
21       

 
 
39     
 
39      
 
23      

Severity rating current 
MDD: 
- mild 
 
- moderate 
 
- severe 
 

 
 
28      
 
24      
 
49       

 
 
32      
 
38      
 
30             

 
 
36      
 
28      
 
36      

 
 
23     
 
32      
 
39      

 
Recurrent DSM-IV MD  % 
 

 
74     

 
64     

 
64     

 
68      

 
If recurrent: % > 3 episodes  

 
57       

 
51      

 
56      

 
60      

 
Age at first onset   
Mean,sd 

 
32.4  ( 14.3)  

 
30.9   ( 11.8)  

 
30.6   ( 15.4) 

 
31.1    ( 13.2) 

 
Suicide attempt, ever  % 
 

 
13      

  
 8       

 
10     

 
12      

 
BDI, mean,sd 
 

 
18.9    ( 9.49) 

 
20.6     ( 9.32) 

 
20.3     ( 9.84) 

 
20.3     ( 9.25) 

 
% Comorbid, current * :  
 
- Dysthymic disorder 
 
- Panic disorder 
 
- Agoraphobia  
 
- Social phobia  
 

 
 
  
 3     
 
13      
 
  8  
 
14                         

 
 
 
12   
 
13   
 
  6    
 
17                          

 
 
 
10    
 
15      
 
13     
 
15              

 
 
 
 8    
 
11    
 
  9   
 
14                       

 
* Current : present in past month.   
No statistically significant differences (p < 0.05).  
 

Patient acceptance of treatment assignment   

Overall, 92 % of the intervention patients attended all three individual face-to-face sessions 

with a depression prevention specialist; 94 % attended at least one. Participation in this 

phase was highest among patients randomized to the DRP program only (96 %) and in those 

assigned to PC+DRP (97 %), but lower in the group where DRP followed after CBT (75 %;  

Χ
2 =23.97; df = 2; p < 0.0001).  
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 In the 6 months after the last session, prevention specialists remained in contact with 

the vast majority of the patients, with 98 % returning their mail and responding to both of the  

telephone calls.   

 With regard to the additional treatments by mental health specialists, all 39 patients 

randomized to PC+DRP agreed to the visit with the psychiatrist. In comparison, compliance 

with CBT was  lower: 33 of the 44 patients assigned to CBT completed this treatment (75 %), 

while three patients refused and eight dropped out prematurely (after a mean of four 

sessions).  

 

Depression outcome  

As shown in Table 2, we found no evidence that enhanced care was more effective than 

CAU in the short term. After 27 weeks the recovery rate was 66% and similar among CAU 

and enhanced care patients. A total of 17% of study participants remained depressed during 

this entire period.  

 

Table 2:  Clinical outcomes at 27 weeks  

   
   CAU 
 

 
   DRP 

 
  PC+DRP 

 
 CBT+DRP 

 
TOTAL 

 
% recovered 

 
   68 

 
    61 

 
     79 

 
      70  

 
    67 

 
duration index episode, in 
weeks mean (sd)  

 
 10.7   ( 9.9)  

 
  11.8   (10.0) 

 
  9.3     ( 8.2) 

 
  11.2   (10.6) 

 
  11.0  ( 9.8)  

% patients remitted at 
least once 

 
   25 

 
    28 

 
    15 

  
     18 

 
    21 

% depressed full  
27 weeks  

 
   17 

 
   20 

 
      6 

 
     15 

 
    17  

 
% with neither remission 
or recovery *  

 
   20 

 
    23 

   
    12 

 
     20 

    
    20 

 
* Recovery:  no diagnosis for at least 8 weeks; Remission: no diagnosis, lasting 2 – 7 weeks.   
No statistically significant differences (p < 0.05). 1 

                                                
1 We also performed additional pairwise comparisons (no statistically significant differences; results available on 
request).  
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Time to recovery  

The mean duration of the index depressive episode was 11 weeks (s.d. = 9.78) and similar in 

CAU and enhanced care patients (see Fig. 2).  

 

Figure 2: Time to recovery (Kaplan-Meier curve) 
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Treatment assignment:   

 
CBT+DRP  
CAU 
PC+DRP  
DRP  
CBT+DRP  
censored 
CAU censored 
PC+DRP 
censored 
DRP 
censored 

Numbers censored: CAU: 19; DRP: 31; PC+DRP: 8; CBT+DRP: 12.  
Log rank: 1.74; df = 3; p = 0.63. 
 
Median survival time: CAU: 10 ; DRP: 10 ; CBT+DRP: 11 ; PC+DRP:10 
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Depression severity (BDI)  

BDI scores improved the most in the first 3 months (on average 6.81 points), and the 

percentage of patients scoring above the threshold (BDI ≥ 15) fell from 69% to 38% overall at 

the 6-month follow-up. We found no statistically significant differences in the comparisons 

between treatment groups.  

 

Treatment: antidepressant medication and additional  healthcare use  

At the 3-month follow-up, antidepressant use was significantly lower in patients assigned to 

CBT+DRP, compared with CAU and both other DRP groups (Table 3). At the 6-month follow-

up, AD use in CBT patients remained significantly lower compared with that of PC+DRP 

patients. The majority of patients remained in touch with their PCP during the first 6 months, 

but this proportion was lowest in the CBT+ DRP group. Additional mental healthcare use was 

different for CAU and enhanced care patients, with CAU patients receiving more specialist 

mental health care by freely established psychologists, ambulatory mental health care or 

social workers. In the period between the 3- and 6-month follow-up, when most enhanced 

care patients finished the first phase of the DRP program, the number of DRP patients 

receiving other mental health care also rose.  
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Table 3:  Treatment : Antidepressant use and health care utilization  

 
  

 
CAU  

 
DRP 
 

 
PC + DRP  
 

 
CBT + DRP  
 

 
AD-use at baseline %  
(n = 267)  

 
 76  

 
 74  

 
 72  

 
 73       
 

 
AD-use at 3 m FU  % 1  
(n = 240) 

 
 72  

 
 70       

 
 74      

 
 50     

 
AD-use at 6 m FU %  2 
(n = 226) 

 
 60      

 
 59     

 
 69       

 
 42    

 
Between baseline and  
3 m FU  : 
        
Visited PCP at least once 3 
 
number of visits (mean)  
 
additional mental health care 4 
 

 
 
 
 
 94 
 
 2.9 
 
 39 

 
 
 
 
 85 
 
 3.3 
 
 19  

 
 
 
 
 79 
 
 3.8 
 
 24  

 
 
 
 
 58   
 
 3.2 
 
 10  

 
Between 3 and 6 month  FU:   
 
Visited PCP at least once  5   
 
Number of visits (sd) 
 
Additional mental health care 6 

 
 
  
 66 
 
 2.4 
 
 34 
 

 
 
  
 78 
 
 2.2 
 
 31 
 

 
 
  
 69  
 
 2.5 
 
 19 
 

 
 
 
 61 
 
1.8 
 
 11 
 

 
1 CBT+DRP  versus CAU:  x2 = 5.08, df = 1,  p =  0.02; CBT+DRP versus DRP: x2 = 4.80, df  = 1, p = 0.03; 
  CBT+DRP  versus PC+DRP: x2 = 4.27, df  = 1, p =  0.04 
2 CBT+ DRP versus PC+DRP: x2  = 5.01, df = 1, p = 0.03  
3 x2  =23.24, df = 3, p< 0.001 
4 x2  =14.09, df = 3; p = 0.003.  
5 CBT+DRP vs DRP: x2=3.89; df=1; p = 0.05 
6 x2= 8.08 ; df=3 ; p = 0.04 ; CAU versus CBT+DRP: x2  = 6.21; df = 1; p = 0.01 
 
 

Discussion 

The DRP program aims at integrating treatment for the acute episode and the prevention of 

depression relapse and recurrences. Patients included in this trial suffered from recurrent 

depression. The short term outcome data presented in this paper reflect initial response to 

treatment and show hardly any contrasts between the CAU and enhanced care patients. 

Several explanations should be considered for this lack of difference.   

 Foremost of course, the DRP program and its combinations with either a psychiatric 

consultation or brief CBT may not have been capable or powerful enough to add to the 

effects already achieved by usual care. We saw high depression treatment rates in CAU, 
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especially in the interval between study inclusion and the 3-month follow-up, which may 

mean that most patients already received optimal and guideline-concordant treatment from 

their PCP.   

 At baseline, AD use was almost 75% overall. At follow-up, medication adherence 

rates in the CAU, DRP and PC+DRP patients were higher than anticipated. Although poor 

compliance with drug treatment is frequently reported as a problem (Pampallona et al. 2002), 

especially in primary care (Lawrenson et al. 2000), this did not seem to be the case in the 

present study. Thus, with the exception of CBT+DRP (there was no specific focus on 

medication compliance in the CBT protocol) , rates of both initial AD use as well as 

adherence are higher than found in previous primary care studies. This may be explained in 

several ways. First, relevance of medication adherence was a subject dealt with explicitly in 

the DRP program. Second, because of the experience of multiple episodes, patients may 

have been more willing to accept AD continuation treatment for their present episode. Third, 

AD treatment seems to have become more routine practice in Dutch primary care settings. 

Data from national studies show that PCPs are responsible for the majority (78%) of 

prescriptions for antidepressants in The Netherlands and that the number of these 

prescriptions has increased substantially year by year (Marwijk et al. 2001; CVZ 2003). 

Laurant and colleagues (2004) report that in 68% of PCP-diagnosed depressive episodes an 

AD was prescribed. Furthermore, the majority of patients in our study visited their PCP 

regularly. Data on PCP prescribing behavior demonstrates that the increase in AD 

prescriptions occurred mainly during repeat consultations (Marwijk et al. 2001; Os et al. 

2002). In addition, recent findings confirm that AD-adherence among primary care patients 

seems to have become less problematic. Brook and coworkers (2005) studied the effects of 

a pharmacy-based program on improving adherence to AD treatment in primary care and 

found 6-month adherence rates of 73 % in CAU (and 76% in the experimental group).   

 The referral rates to specialized mental health care also deserve attention. The fact 

that during the first six months more than one third of CAU patients received some form of 

specialist care may have been an side-effect of the study, in two ways: (1) a number of PCPs 
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may have ‘used’ the selection procedure primarily for diagnostic purposes, i.e. to get their 

suspicions confirmed; once this happened they may have seen referral of the patient as the 

most appropriate reaction; (2) patients assigned to usual care may have been disappointed 

by this randomized assignment and sought treatment elsewhere, whether or not by formal 

referral. However, these figures may also reflect the growing tendency in The Netherlands for 

PCPs to refer patients with a psychological diagnosis to more specialized mental health 

agencies, including private practice psychologists (Verhaak et al. 2000; Meijer et al. 2003).  

 After finishing the first phase of the DRP program, the number of enhanced care 

patients receiving specialized mental health care also rose. This could have been due to the 

same shift described above, with more patients being referred. Patient preferences may also 

be of importance, since available studies show that many patients prefer psychotherapy in 

the treatment of depressive disorders (Schaik et al. 2004). Furthermore, given that most 

patients had already experienced more episodes, lack of confidence in their own abilities to 

successfully overcome depression and prevent future episodes may also explain this 

helpseeking behavior. We found indications for a persistent lack of self-confidence in dealing 

with depression in 3-month follow-up scores on a self-efficacy questionnaire (DSES: Bush et 

al. 2001), where scores remained low overall and there was no evidence that enhanced care 

patients benefited more from their treatment than patients receiving CAU (Smit et al. 2005).  

 

Strengths and limitations  

Our study has several strengths. Since the aim is to find information on effectiveness of the 

intervention, patient inclusion criteria were not very stringent. This permitted the majority 

(83%) of patients who where screened after being referred by their PCP to enter the trial. 

Also, more than 50 PCPs were willing to participate. Several researchers (Fairhurst & 

Dowrick 1996; Hunt et al. 2001) have found this kind of participation hard to achieve. 

Randomization was successful, with similar demographic and clinical characteristics in all 

four arms of the study. Acceptance of the interventions was high. CBT and PC are common 

referral options for depression treatment, which increases the relevance of our findings for 
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primary care practice. Our method of establishing depression status at each follow-up 

enabled us to systematically record current symptoms week by week, follow the course of 

existing symptoms and trace the onset of ‘new’ ones. Last but certainly not least, follow-up 

response rates were good.    

 

By definition, conducting a pragmatic trial implies that several factors are beyond the control 

of the researchers. Participating PCPs were free to manage the CAU and enhanced care 

patients as they saw fit. We did not influence or determine their treatment decisions. Referral 

rates for CAU patients seemed high, although we now find that they may also reflect current 

primary care practice. Selection of the PCPs was not random, and participating PCPs may 

have been more interested in the subject of depression treatment and relapse prevention 

than the average PCP. Patient recruitment was slower than anticipated and we needed more 

time than originally planned to enroll enough patients. During this recruitment period, lasting 

3,5 years in total, the observed changes in referral behavior and the prescription of 

antidepressants may have become more routine practice for depression management by 

PCPs.  Another limitation is that, while the study had sufficient power to test the gradient of 

outcome-success hypothesis, pairwise comparisons of the PC and CBT arms with CAU or 

DRP are probably underpowered. There appeared to be a trend towards more positive 

outcomes in the PC+ DRP group, but on the other hand, observed differences were small 

and it can be questioned whether they are clinically relevant. Finally, it was not possible to 

blind interviewers from treatment status of the participants.   

 

Conclusion  

Although well-received and appreciated by patients and PCPs, we found no evidence that 

the DRP program was more effective than CAU in the short term. Three and six months into 

the trial period, we found similar depression rates in enhanced care and CAU patients, but it 

should be noted that depression treatment rates in CAU were high. In addition, we found 

hardly any indications for added beneficial effects of either the psychiatric evaluation or the 
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CBT treatment to the basic format of the DRP-Program. Thus, enhanced care did not result 

in better depression outcomes on the short term. However, given that the follow-up care 

provided in the context of the DRP program continues for three years, it might be that 

benefits of this enhanced care over CAU will only become clear after a more prolonged 

period.  
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Abstract 
 

Background: The long-term outcome of major depression is often unfavorable, and since 

most depressions are managed by general practitioners (GPs), this stresses the need to 

improve treatment in primary care. This study evaluated the long-term effects of enhancing 

the GP’s usual care with three experimental interventions. 

 

Methods: Randomized controlled trial, conducted from 1998 through 2003. Main inclusion 

criterion was receiving GP treatment for a depressive episode. We compared: (1) usual care 

(UC; n=72), with UC enhanced with: (2) a psychoeducational prevention program (PEP; 

n=112); (3) psychiatrist-enhanced PEP (n=37); and (4) brief CBT-enhanced PEP (n=44). We 

assessed depression status quarterly during a three-year follow-up. 

 

Results: Pooled across groups, depressive disorder-free time and symptom-free time during 

follow-up were 83% and 17%. Almost 64% of the patients had a relapse or recurrence, 

median time to recurrence was 96 weeks, and the mean BDI score over twelve follow-up 

assessments was 9.6. Unexpectedly, PEP patients had no better outcomes than UC 

patients. However, psychiatrist-enhanced PEP and CBT-enhanced PEP patients reported 

lower BDI severity during follow-up than UC patients (mean difference 2.07 (95% CI 1.13 – 

3.00) and 1.62 (.70 – 2.55) resp.), and PEP patients (2.37 (1.35 – 3.39) and 1.93 (.92 – 2.94) 

resp.). 

 

Conclusion: The psychoeducational prevention program had no excess benefit compared to 

usual care and may even worsen outcome in severely depressed patients. Enhancing 

depression treatment in primary care with psychiatric consultation or brief CBT seems to 

improve long-term outcome, but findings need replication as the interventions were combined 

with the ineffective psychoeducational prevention program.  
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Introduction  

Major depression is a highly prevalent mental disorder that frequently runs a chronic, 

intermittent lifelong course, with incomplete remission from episodes (Simon, 2000; 

ESEMeD/MHEDEA 2000 consortium, 2004a). The disorder is associated with significant 

social, emotional and physical dysfunction (e.g. Ormel et al. 1994; Buist-Bouwman et al. 

2006). Approximately 50% of all first ever episodes is followed by one or more recurrences 

and with each recurrence the risk of a subsequent recurrence increases (Solomon et al. 

2000). Residual symptoms, disability and vulnerability are not uncommon after an episode of 

major depression, and may constitute a risk for recurrence (Paykel et al. 1995; Mueller et al. 

1999; Ormel et al. 2004a,b).  

 These observations underline the necessity to improve the long-term outcome of 

depression. Since general practitioners (GPs) treat the majority of depressed patients 

(Tiemens et al. 1996; ESEMeD/MHEDEA 2000 consortium, 2004b) and patients generally do 

not like to be referred to mental health specialty settings, we carried out a randomized 

controlled trial in primary care. We compared: (1) usual care provided by the GP (UC), with 

UC enhanced by: (2) a psychoeducation prevention program alone (PEP); (3) psychiatric 

consultation followed by PEP (psychiatrist-enhanced PEP); and (4) brief cognitive behavioral 

therapy followed by PEP (CBT-enhanced PEP).  

 The PEP-program included in this study was inspired by relapse prevention programs for 

addicts (Marlatt & Gordon, 1985), self-management programs for chronically diseased (Lorig 

et al. 1993), and more directly by the psychoeducational program developed by Katon and 

colleagues (Katon et al. 1996; Ludman et al. 2000). The latter intervention mainly targeted 

medication adherence. We broadened its focus to include the enhancement of patients’ self-

efficacy by stressing the importance of the patient’s (social) reactivation. A systematic review 

in various, mainly primary care settings (Badamgarav et al. 2003) reveals a small effect of 

disease management programs for depression on symptoms, but contains no information on 

recurrence rates.  
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 We supplemented PEP by psychiatric consultation and brief CBT. Psychiatric 

consultation was added mainly to improve pharmacotherapy by the GP (Katon & Gonzales, 

1994). A recent meta-analysis on randomized controlled trials on pharmacotherapy showed 

that maintenance treatment with antidepressants may have beneficial effects on long-term 

outcomes (Geddes et al. 2003). Ten to twelve sessions of CBT was added because CBT is 

effective in the acute phase treatment (Emmelkamp, 2004; Hollon & Beck, 2004), but also 

may improve outcomes in the longer term by reducing recurrence risk in outpatients as 

reanalyses of several studies by Hensley and colleagues (2004) show. However, none of 

these studies targeted primary care patients, and the few studies in which this was the case, 

reported contradictory outcomes or lack information on the long-term outcome (Scott et al. 

1997; Ward et al. 2000; Simon et al. 2004).  

 In a previous article we reported the short-term depression outcomes of our study (Smit 

et al. 2006). At six-month follow-up, the three experimental interventions were no more 

effective than usual care concerning remission and recovery. In the present article we 

evaluate the long-term effects. We hypothesized that the PEP group would have better long-

term outcomes than the UC group, and that the psychiatrist-enhanced PEP group and the 

CBT-enhanced PEP group would report better outcomes than both the PEP and the UC 

groups. Main outcome measures included: time from remission of the index-episode to 

recurrence; severity of depression during the three-year follow-up; proportions of time free 

from depressive disorder and free from depressive symptoms during follow-up, and 

relapse/recurrence rate. In the short-term outcome paper (Smit et al. 2006) the PEP-program 

was labeled the Depression Recurrence Prevention (DRP) program. Because this label 

inadvertently emphasized too strongly recurrence in comparison to other aspects of long-

term outcome, we changed the name. 
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Method 

Design and randomization  

The study was designed as a randomized controlled effectiveness trial in primary care 

practices with usual care as the reference group and was conducted from January 1998 till 

June 2003. Most patients were followed up to three years, a minority for 24 to 33 months. 

Patients were stratified with regard to antidepressant usage at baseline. They were randomly 

allocated to one of four conditions by means of a computer-generated random allocation list, 

organized in blocks of 21 with a ratio of 2:3:1:1 for UC, PEP, psychiatrist-enhanced PEP and 

CBT-enhanced PEP resp. The decision to allocate smaller numbers to the psychiatrist-

enhanced PEP and CBT-enhanced PEP groups was based on limited resources, the 

anticipated greater effect sizes for both interventions as compared to PEP and UC, and the 

priority given to the main comparison of PEP versus usual care. The sampling ratio of three 

patients to PEP and two to the UC condition was applied in order to optimize analyses within 

patients receiving PEP.  

 

Setting, patients  and inclusion criteria   

We asked 80 GPs in the northern part of the Netherlands to participate in the trial and to 

refer patients aged 18-70 years, who were currently in treatment for a major depressive 

episode by their GP, who had a history of one or more major or minor depressive episodes 

(were at risk for an unfavorable course), and were not suffering from a life threatening 

medical condition. 49 GPs agreed and referred 397 patients in 41 months. After a short 

telephone screening, eligible patients were provided with detailed verbal and written 

information on the study, in order to obtain their consent. Subsequently, all eligible patients 

were interviewed, at the patient’s home or in the GP’s practice, by an experienced research 

assistant using the computerized lifetime version of the CIDI (WHO, 1997; Ter Smitten et al. 

1998), in order to check: (1) whether the patient met the diagnostic criteria for major 

depression at the time of the interview (baseline), or had met these criteria in the past three 
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months (recent major depressive episode); and (2) the presence of additional exclusion 

criteria: psychotic disorder, bipolar disorder, dementia, primary alcohol or drug dependency 

or abuse, pregnancy, and receiving treatment for depression in a specialty mental health 

setting. 

 Of the 397 GP-referred patients, 267 met study criteria and were randomized (see 

Flowchart in Figure 1). Once the diagnosis of (a recent) major depression was confirmed by 

the CIDI, the interviewer contacted a research assistant by telephone, who opened the first 

sealed opaque envelope from the set representing the actual AD-stratum and informed the 

interviewer on treatment allocation. Although not encouraged, (self-) referral to mental health 

professionals was possible. 

 

Interventions 

Usual Care (UC). The control condition was UC by the GP. The clinical guidelines, issued by 

the Dutch College of General Practitioners (Marwijk et al. 1994), suggest brief supportive 

counseling, antidepressant prescription and eventually referring to psychological therapy or 

specialty psychiatric treatment. Dutch GPs are gatekeepers to specialist physical and mental 

health care services and regularly refer for additional psychotherapy. All conditions in the trial 

included usual care, because we wanted to test the excess benefit of the experimental 

interventions. 

Psycho-Educational Prevention (PEP) program. The PEP program aims to improve the 

long-term outcome of depression through strengthening the patient’s self-efficacy and 

proactive self-management skills, applying predominantly psychoeducational techniques. 

The intervention and the accompanying book and video the patient received, were developed 

by Katon and co-workers at the Center for Health Studies of the University of Washington in 

Seattle, United States (Katon et al. 1996; Ludman et al. 2000) and adapted for use in the 

Netherlands (Tiemens et al. 1998). Adherence to the PEP-protocol by the three PEP 

providers (an experienced psychiatric nurse and two psychologists) was monitored by the 

project psychiatrist (JJ).  
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Figure 1   Flow chart patients  Assessed for eligibility n=397 (patients referred by GPs)   

   
  

Excluded n=130 
Not meeting inclusion criteria n=52 
Refused screening or baseline 
assessment n=78 

        

Allocated to UC n=72  Allocated to PEP n=112 
  Received ≥ 1 session n=110 
  Refused intervention n=2 

 Allocated to psychiatrist-enhanced  
PEP n=39 
  Received ≥ 1 session n=39 

 Allocated to CBT-enhanced PEP n=44 
  Received at least one session n=41 
  Refused n=3 

       

   Discontinued intervention n=16 
  Refused n=8 
  Unable to contact n=5 
  Deceased n=1 
  Too ill n=1 
  Too many cancellations n=1 

 Discontinued intervention n=5 
  Refused n=1 
  Unable to contact n=2 
  Deceased n=1 
  Too ill n=1 

 Discontinued Intervention n=15 
  Refused n=8 
  Unable to contact n=2 
  Too ill n=2 
  Too many cancellations n=3 

       

Month-3 assessment n=65 
  Refused n=7 

 Month-3 assessment n=102 
  Refused n=9 
  Too ill n=1 

 Month-3 assessment n=34 
  Refused n=4 
  Too ill n=1 

 Month-3 assessment n=40 
  Refused n=4 

       

Month-6 assessment n=62 
  Refused n=8 
  Too ill n=2 

 Month-6 assessment n=97 
  Refused n=13 

  Too ill n=2 

 Month-6 assessment n=32 
  Refused n=6 
  Too ill n=1 

 Month-6 assessment n=36 
  Refused n=8 
 

       

Month-36 assessment n=60 
  Refused n=11 
  Too ill n=1 

 Month-36 assessment n=94 
  Refused n=17 
  Deceased (cardiac arrest) n=1 

 Month-36 assessment n=34 
  Refused n=4 
  Deceased (accident) n=1 

 Month-36 Assessment n=38 
  Refused n=6 

       

Included in analysis n=621  Included in analysis n=991  Included in analysis n=341  Included in analysis n=381 
1 mean number of patients included in (intention-to-treat) depression outcome analyses 

 
Randomized n=267 
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The PEP program started mostly within the first week after randomization. First, patients 

attended three individual face-to-face sessions (90 minutes each), which debouched into a 

patient tailored depression prevention plan. These plans contained the following parts: (1) 

regular self-registration of symptoms and warning signs to identify deterioration and 

recurrence in an very early stage; (2) personalized stress coping strategies; (3) (social) 

reactivation; (4) when appropriate a medication plan (how to cope with aversive effects of 

antidepressants?, and stimulation to contact the GP when necessary on medication issues); 

and (5) an emergency plan (what to do if depression returns?). A copy of the prevention plan 

was send to the GP, who remained responsible for the patient’s care.  

 Second, a continuation phase of quarterly telephone-based contacts of approximately 20 

minutes followed for a three-year period. Goals were monitoring of depressive symptoms on 

basis of the patient’s self-registration, to discuss all symptoms, to adjust the prevention 

measures if needed, and to motivate patients to comply with their prevention plan (Smit et al. 

2005). For that, PEP providers were trained in motivational interviewing (Miller & Rollnick, 

1991).  

 Psychiatric Consultation plus PEP (psychiatrist-enhanced PEP). Patients in this 

condition first had an appointment of one hour with one of two study psychiatrists, who 

advised the patient’s GP on treatment, particularly on type and dosage of antidepressant 

medication. Subsequently patients followed the PEP-program. 

 Brief Cognitive Behavioral Therapy (CBT-enhanced PEP) Before entering the PEP-

program, patients attended ten to twelve individual 45 minutes sessions of cognitive 

behavioral therapy (Emanuels-Zuurveen & Emmelkamp, 1996; Boelens, 1997). The CBT 

was guided by a manual and provided by one of three clinical psychologists. They were 

supervised by a senior CB-therapist who monitored adherence to the treatment protocol 

during supervision. The protocol employed behavioral strategies based on Lewinsohn’s 

operant model (Lewinsohn, 1975) and cognitive strategies based on Beck’s cognitive model 

(Beck et al. 1979). The therapist motivated the patient for (social) reactivation by agreeing on 

a daily scheme of pleasurable activities. When patients lacked social skills, social skills 
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training became part of therapy. Restructuring of dysfunctional cognitions was not limited to 

specific situation contingent cognitions, but also included the patient’s core assumptions. At 

the conclusion of the CBT, the therapist informed the provider of the PEP-program by letter 

on the main themes and results of the therapy and possible pitfalls of the patient. 

 

Outcome measures  

We collected outcome data by telephone every three months and mailed questionnaires 

every six months. At baseline and at the end of follow-up patients received a face-to-face 

interview. 

 Instruments The face-to-face interviews included the anxiety and phobic disorders, 

depression and dysthymia, and bipolar disorder sections of the Composite International 

Diagnostic Interview (CIDI), a structured psychiatric interview with good reliability and validity 

(Wittchen, 1994; Andrews & Peters, 1998). The three-monthly telephone interviews included 

an adapted CIDI depression section, with which we were able to measure the presence of 

each of nine DSM-IV criteria of depression per week in the bygone three months. In this way 

we could establish whether or not patients were meeting DSM-IV diagnostic criteria for a 

major depressive episode for each week during the entire follow-up period. The interviews 

also contained questions about medication use and health care utilization. 

 To determine severity of depression during follow-up we quarterly administered the Beck 

Depression Inventory (Beck et al. 1961). The BDI has 21 items, each consisting of four 

statements arranged in order of severity from absence of the symptom concerned, to very 

severe symptomatology. The Dutch BDI shows good reliability and validity (Luteijn & 

Bouman, 1988). 

 Depression outcomes We defined the outcomes in accordance with the consensus-

paper of Frank (Frank et al. 1991) combined with DSM-IV criteria. A depressive episode is 

defined as two consecutive weeks of depression, remission as two to seven consecutive 

weeks without depression, relapse as two consecutive weeks of depression started within 
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remission, recovery as eight consecutive weeks without depression, and recurrence as two 

consecutive weeks of depression started within recovery. 

 In order to cover multiple aspects of the long-term course of depression, we used five 

outcome measures: (1) time from remission of the index-episode to recurrence (derived from 

the CIDI); (2) severity of depression during follow-up (BDI); (3) proportion depressive 

disorder-free time, i.e. the time during follow-up that the patient did not meet DSM-IV criteria 

for major depression (CIDI); (4) proportion depressive symptom-free time, i.e. the time during 

follow-up that the patient did not meet any of the nine DSM-IV criteria for major depression 

(CIDI); and (5) percentage of patients with at least one relapse/recurrence during follow-up 

(CIDI). 

  

Statistical power 

Based on our previous studies in primary care (Ormel et al. 1990; Brilman et al. 1992; 

Tiemens et al. 1996), we postulated at the time of the grant application submission in 1998, a 

cumulative relapse/recurrence at the end of follow-up in the UC, PEP, psychiatrist-enhanced 

PEP and CBT-enhanced PEP groups of 50%, 30%, 25% and 20% resp. To attain a statistical 

power of 80% for the time-related endpoints for rejecting the null-hypothesis of no difference 

between usual care on the one hand and PEP, psychiatrist-enhanced PEP and CBT-

enhanced PEP on the other, approximately 60 evaluable patients in the UC group would be 

needed, 90 in the PEP, and 30 in the psychiatrist-enhanced PEP and CBT-enhanced PEP 

groups. Significance level was set at 5%, one-sided, given the directional hypothesis of 

excess benefit for the experimental conditions. Allowing for a loss to follow-up of 

approximately 15% the initial numbers to be included were at minimum 70 for UC, 105 for 

PEP, and 35 for psychiatrist-enhanced PEP and CBT-enhanced PEP.  

 

Statistical analyses 

All analyses were based on intention-to-treat. We examined whether we were able to 

improve regular practice by comparing UC with: (1) PEP (2) psychiatrist-enhanced PEP; and 
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(3) CBT-enhanced PEP. Additionally we evaluated whether we could enhance PEP by 

comparing that program with: (4) psychiatrist-enhanced PEP; and (5) CBT-enhanced PEP. 

Cox survival analysis was applied to compare groups on time from remission of the index-

episode to recurrence; hazard ratios are given. Mixed model analysis (Bryk & Raudenbush, 

1987), with the baseline BDI score as covariate, was used to evaluate differential change 

over time between groups on the twelve repeated measurements with the BDI during follow-

up. For comparison of groups on proportions of depression-free and symptom-free time, 

antidepressant and health care utilization, we calculated median differences, because these 

variables were not normally distributed. Chi-square tests were applied to examine differences 

between groups on relapse/recurrence rates; odds ratios are provided. Although the a priori 

statistical power calculation was based on one-sided testing, the current convention 

prescribes two-sided testing. Therefore we provide 95% confidence intervals for the 

calculated mean and median differences, and the hazard and odds ratios to examine the 

statistical significance of group differences. 

 

Results 

Patient characteristics and non-response 

The study sample was socio-demographically and clinically diverse (Table 1). Of all patients 

mean age was 42.8 years (11.3) and 65% was female. Mean BDI at baseline was 20.1 (9.4) 

and patients scored on average 6.0 (2.1) of the maximum of nine DSM-IV criteria for 

depression on the CIDI. Almost 80% of all patients met diagnostic criteria for major 

depression at baseline, while the other 20% met these criteria in the three months before 

baseline. From DSM-IV recurrent major depressive disorder suffered 67%, and 37% had 

experienced even more than three previous episodes of major depression.  

 Non-response for the twelve three-monthly telephone interviews ranged from 8.9% to 

25.0%. In the course of the first five interviews non-response increased slightly but stabilized 

at an average of 20% thereafter. More than 85% of all randomized patients participated in 

the final follow-up assessment, usually 36 months after randomization. Two patients 
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Table 1 Socio-demographic and clinical characterist ics at baseline  
  

UC 
 

n=72 

 
PEP 

 
n=112 

 
psychiatrist-

enhanced PEP 
n=39 

 
CBT- 

enhanced PEP 
n=44 

 
ALL 

 
n=267 

 
mean age (SD)  

 
44.2 (11.3) 

 
42.5 (10.6) 

 
41.0 (13.0) 

 
42.8 (11.6) 

 
42.8 (11.3) 

female 65.3% 65.2% 69.2% 54.5% 65.0% 
social status 
  married/cohabiting 
  not married 
  divorced 
  widowed 

 
68.1% 
12.5% 
15.3% 
4.2% 

 
68.8% 
17.9% 
9.8% 
3.6% 

 
66.7% 
17.9% 
15.4% 

- 

 
47.7% 
34.1% 
13.6% 
4.5% 

 
64.8% 
19.1% 
12.7% 
3.4% 

educational attainment 
  low 
  medium 
  high 

 
48.6% 
29.2% 
22.2% 

 
42.0% 
41.1% 
17.0% 

 
46.2% 
33.3% 
20.5% 

 
38.6% 
38.6% 
22.7% 

 
43.8% 
36.3% 
19.9% 

primary occupation 
  employed 
  homemaker 
  other 

 
55.6% 
25.0% 
19.4% 

 
65.2% 
17.0% 
17.9% 

 
59.0% 
20.5% 
20.5% 

 
56.8% 
13.6% 
29.5% 

 
60.3% 
19.1% 
20.6% 

severity BDI  18.9 (9.5) 20.6 (9.3) 20.3 (9.8) 20.3 (9.3) 20.1 (9.4) 
number of DSM-IV criteria for MDE 6.0 (2.3) 6.2 (2.0) 5.9 (2.3) 5.7 (2.1) 6.0 (2.1) 
severity DSM-IV index-epsiode 
  mild 
  moderate 
  severe 

 
28.2% 
22.5% 
49.3% 

 
31.8% 
38.2% 
30.0% 

 
35.9% 
28.2% 
35.9% 

 
24.4% 
34.1% 
41.5% 

 
30.3% 
31.8% 
37.9% 

recurrent DSM-IV depression 72.2% 63.4% 64.1% 71.4% 67.2% 
> 3 DSM-IV depressive episodes  41.7% 32.1% 35.9% 41.9% 36.8% 
mean age first onset (SD) 32.4 (14.3) 30.9 (11.8) 30.6 (15.4) 31.0 (12.9) 31.3 (13.2) 
suicide attempt ever 12.5% 8.0% 10.3% 11.4% 10.1% 
antidepressant medication 76.4% 74.1% 71.8% 72.7% 74.2% 
last month comorbidity 
  dysthymia 
  panic disorder 
  agoraphobia 
  social phobia 

 
2.8% 

12.5% 
8.3% 

13.9% 

 
11.6% 
12..5% 
6.3% 

17.0% 

 
10.3% 
15.4% 
12.8% 
15.4% 

 
6.8% 

11.4% 
9.1% 

13.6% 

 
8.2% 

12.7% 
8.2% 

15.4% 
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deceased during follow-up. A patient in the PEP condition died of cardiac arrest, the other in 

the psychiatrist-enhanced PEP group because of an accident. Socio- demographic and 

clinical characteristics at baseline were not associated with loss to follow-up. 

 

Adherence to scheduled treatment contacts  

Adherence in the psychiatrist-enhanced PEP group to the single psychiatric consult was 

100%, and in the CBT-enhanced PEP group to the CBT sessions 75%. Adherence to the 

PEP face-to-face sessions, and thereafter to the follow-up contacts by telephone was 95.5% 

and 85.7% resp. in the PEP group, 97.4% and 87.2% in the psychiatrist-enhanced PEP 

condition, and 77.3% and 70.5% in the CBT-enhanced PEP group. Adherence to all 

scheduled sessions and telephone contacts was 84.8% in the PEP group, 87.2% in the 

psychiatrist-enhanced PEP group and significantly lower, 63.6%, in the CBT-enhanced PEP 

condition (x2=10.417; df=2; p=.005). 

 

Antidepressants and health care utilization 

We compared groups on: (1) proportion of patients using antidepressants, or visiting their GP 

or psychotherapists outside the project during follow-up, and (2) duration or frequency of this 

utilization (Table 2). First, groups did not differ in proportions of patients using 

antidepressants or contacting their GP during follow-up, but a significant smaller proportion 

of CBT-enhanced PEP patients than UC and PEP patients contacted psychotherapists 

outside the project. Second, treatment groups did not differ in duration of antidepressants 

usage, but CBT-enhanced PEP patients less frequently visited their GP per year than usual 

care and PEP patients. Finally, within the subgroup of patients who actually received 

additional psychotherapy, the number of sessions did not differ between treatment 

conditions. 
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Table 2 Antidepressants and health care utilization  

  
UC 
 
 
n=62/691 

 
PEP 
 
 
n=99/1071 

 
psychiatrist-
enhanced 
PEP 
n=33/371 

 
CBT-
enhanced 
PEP  
n=37/421 
 

  
UC vs.  
PEP  

 
UC vs.  
psychiatrist-
enhanced PEP  
 

 
UC vs.  
CBT- 
enhanced PEP  
 

 
PEP vs.  
psychiatrist-
enhanced PEP  
 

 
PEP vs.  
CBT-
enhanced PEP 
 

AD 
% users during fu 
 
median prop. time 
usage during fu 
 

 
79.0% 
 
.34 
(0.08 – 0.81) 
 

 
80.8% 
 
.39 
(0.10 – 0.80) 
 

 
84.8% 
 
.51 
(0.17 – 0.89) 
 

 
64.9% 
 
.26 
(0.00 – 0.83) 
 

 
odds ratio 
(95% CI) 
median diff. 
(95% CI) 
 

 
1.12 
(.51 – 2.46) 
0.04  
(-0.21 – 0.29) 
 

 
1.49 
(.48 – 4.60) 
0.17  
(-0.20 – 0.53) 
 

 
.49 
(.20 – 1.22) 
0.09  
(-0.30 – 0.48) 
 

 
1.33 
(.45 – 3.90) 
0.12  
(-0.22 – 0.47) 
 

 
.44 
(.19 – 1.02) 
0.13  
(-0.24 – 0.50) 
 

GP 
% users during fu 
 
median no. visits 
per year (IQR) 
 

 
97.1% 
 
3.85  
(2.29 – 6.53) 
 

 
99.1% 
 
4.33 
(2.58 – 6.93) 
  

 
100% 
 
3.62 
(2.45 – 6.16) 
  

 
92.9% 
 
2.29 
(1.31 – 4.75) 
 

 
odds ratio 
(95% CI) 
median diff. 
(95% CI) 
 

 
3.16 
(.28 – 35.58) 
0.48 
(-0.75 – 1.71)  
 

 
–2 
 
0.23  
(-1.20 – 1.66) 
 

 
.39 
(.06 – 2.43) 
1.56  
(0.01 – 3.11) 
 

 
–2 
 
0.71  
(-0.70 – 2.12) 
 

 
.12 
(.12 – 1.21) 
2.04   
(0.51 – 3.57) 
 

psychotherapy3 

% users during fu 
 
median no. visits 
per year of users 
only  (IQR) 
 

 
40.6% 
 
4.61 
(2.62 – 11.1) 

 
40.2% 
 
6.03 
(2.62 – 11.77) 

 
45.9% 
 
3.90 
(1.84 – 6.17) 

 
21.4% 
 
5.61 
(2.12 – 9.94) 
 

 
odds ratio 
(95% CI) 
median diff. 
(95% CI) 
 

 
0.98  
(.53 – 1.82) 
1.43 
(-1.47 – 4.32) 

 
1.25  
(.56 – 2.79) 
0.71 
(-1.83 – 3.24) 

 
0.40  
(.17 – .96) 
1.01 
(-4.73 – 6.83) 

 
1.27  
(.60 – 2.69) 
2.13 
(-0.38 – 4.64) 
 

 
0.41 
(.18 – .93)  
0.42 
(-4.95 – 5.79) 

1 first and second numbers are numbers of: patients included in analyses on AD usage, and patients included in analyses on GP and psychotherapy visits resp. 
2 not possible to calculate due to 100% users in the psychiatrist-enhanced PEP group 
3 psychotherapy = private practices ran by psychologists and/or psychiatrists and psychotherapy in secondary care and psychiatric policlinics 
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Depression outcomes: all patients 

Median time from remission to recurrence was 96.00 weeks. Patients reported a mean of 

9.62 on the BDI during follow-up, and median proportion of follow-up time free of depressive 

episodes was 83% while median proportion time of follow-up totally free of DSM-IV 

depressive symptoms was 17%. One third of the patients did not relapse or suffer from a 

recurrence during the follow-up.  

 

Depression outcomes: PEP versus UC 

Table 3 and Figure 2 present the long-term outcomes. The PEP and UC groups did not differ 

in time from remission of the index-episode to recurrence, although there was a non 

significant trend towards a more favorable outcome for UC. Median duration was 129.00 

weeks for UC patients and 71.00 for PEP patients. Mixed model analysis of the twelve 

quarterly BDI-measurements during follow-up (Figure 2) revealed no difference between UC 

and PEP, nor did any of the other long-term outcome measures differ significantly.  

 

Depression outcomes: psychiatrist- and CBT-enhanced  PEP versus PEP and UC  

Because PEP did not improve outcomes relative to UC, we were not only interested in the 

comparisons of both enriched PEP interventions with UC, but with PEP-alone as well (are we 

able to improve PEP?). Analyses of time from remission of the index-episode to recurrence 

revealed no differences between groups; median duration in weeks was 149.00 for 

psychiatrist-enhanced PEP patients and 106.00 for CBT-enhanced PEP patients. Mixed 

model analyses of the twelve BDI assessments (Figure 2) showed that psychiatrist-enhanced 

PEP and CBT-enhanced PEP patients did better than UC and PEP patients. Although the 

differences were statistically significant only for the BDI, they were for some other outcomes 

rather substantial, such as the 9% and 6% differences of the two enhanced PEP conditions 

with PEP-alone in proportion of depression-free time which is equivalent to 12 and 8 weeks 

of major depression (Table 3).  
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Table 3 Long-term depression outcomes during 3-year  follow-up 
 
  

UC  
 
n=621 

 
PEP 
 
n=991 

 
psychiatrist
-enhanced 
PEP n=341 

 
CBT-
enhanced 
PEP n=381 
 

   
UC vs.  
PEP  
 

 
UC vs. 
psychiatrist-
enhanced PEP 
 

 
UC vs.  
CBT-
enhanced PEP  

 
PEP vs. 
psychiatrist-
enhanced PEP  
 

 
PEP vs. 
CBT-
enhanced PEP  
 

 
median (95% CI) time 
from remission index-
episode to recurrence 
 

 
129.00  
(75.41 – 
182.59) 

 
71.00  
(30.15 – 
111.85) 

 
149.002 

 
106.002 

 
 

 
hazard 
ratio (95% 
CI) 

 
1.45 
(.93 – 2.24)  

 
1.09  
(.60 – 1.96) 
 

 
1.13  
(.64 – 2.01) 

 
0.77  
(.45 – 1.32) 

 
0.79 
(.47 – 1.33) 

mean (SE) BDI from 3 
to 36 months adjusted 
for baseline BDI 
 

10.77 (.32) 10.47 (.24) 8.40 (.41) 8.85 (.40) 
 

 mean 
difference 
(95% CI) 

.30 
(-.49 – 1.09) 

2.37 
(1.35 – 3.39) 

1.93 
(.92 – 2.94) 

2.07 
(1.13 – 3.00) 

1.62 
(.70 – 2.55) 

median (IQR)  
proportion  
depression-free time 
 

.84  
(.61 – .93) 

.79 
(.57 – .91) 

.88 
(.71 – .94) 

.85 
(.66 – .94) 

 median 
difference 
(95% CI) 

.05 
(-.03 – .13) 

.04 
(-.07 – .15) 
 

.01 
(-.07 – .09) 

.09 
(-.02 – .20) 

.06 
(-.02 – .14) 

median (IQR) 
proportion  
symptom-free time 
 

.21 
(.00 – .53) 

.12 
(.00 – .55) 

.17 
(.04 – .45) 

.23 
(.00 – .54) 

 median 
difference 
(95% CI) 

.09 
(-.09 – 0.27) 

.04 
(-0.16 – 0.24) 
 

.02 
(-0.26 – 0.23) 

.05 
(-0.16 – 0.26) 

.11 
(-0.14 – 0.35) 

% of patients with 
relapse or recurrence 
 

63.93% 69.07% 57.58% 55.55% 
 

 odds ratio 
(95% CI) 

1.26  
(.64 – 2.48) 

.77  
(.32 – 1.82) 
 

.71  
(.30 – 1.63) 

.61  
(.27 – 1.37) 

.56  
(.26 – 1.23) 

 
1 numbers vary by outcome measure, given numbers are mean numbers over all outcome measures  
2 due to insufficient events the 95% CI of the median could not be computed 
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Figure 2 BDI curves during 3-year follow-up  
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Stratum specific analyses  

Stratum specific analyses were restricted to patients in the stratum of antidepressant usage 

at baseline (+AD) because only 26% of patients were not using an antidepressant at that 

time. These analyses replicated the results in the whole sample regarding the twelve BDI 

measurements. We found no excess benefit for PEP compared to UC, but both enhanced 

PEP groups reported significantly better outcomes on the BDI during total follow-up relative 

to UC and PEP. Moreover, the CBT-enhanced PEP+AD group also reported a lower 
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relapse/recurrence percentage during total follow-up compared to PEP+AD patients, 50.0% 

vs. 74.6% (odds ratio=.34; 95% CI: .13 – .84). 

 

Subgroup analyses  

We conducted secondary analyses, limited to the twelve BDI measurement during follow-up 

with baseline BDI as covariate, in three subgroups: (1) severely depressed patients at 

baseline, because we wanted to examine whether light interventions can be useful or harmful 

for severe problems; (2) patients who attended sessions in the face-to-face phase of their 

treatment condition (completers); and (3) patients who were highly compliant with the PEP-

component of their treatment (patients with a self-reported score above the median on 

compliance with their prevention activities early in the project), in order to examine the 

possibility that PEP did not outperform usual care because patients insufficiently complied 

with the measures in their prevention plans. In Table 4 mean differences and 95% CIs are 

displayed. Mean differences we found were in line with the trend in the whole sample on the 

BDI: psychiatrist-enhanced PEP and/or CBT-enhanced PEP patients did better than the 

PEP-alone and/or UC groups, with UC and PEP not differing from each other. Two 

deviations from this pattern were noticeable. In the ‘highly PEP-compliant’ group PEP 

patients did better than UC, while usual care patients with a severe index-episode did better 

than their PEP counterparts. In the groups with a mild or moderate index-episode (not 

displayed in Table 4), PEP patients did not outperform UC patients as well, while 

psychiatrist-enhanced and/or CBT-enhanced PEP patients did better than the UC and/or 

PEP groups.  
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Table 4 Subgroup analyses on the twelve BDI measure ments during 3-year follow-up  
 
  

mean BDI from 3 to 36 months adjusted for baseline 
BDI (SE); number of patients in analysis 

 

  
mean difference (95% CI) 

 

 
 

 
UC  
 

 
PEP 
 

 
psychiatrist-
enhanced 
PEP  
 

 
CBT-
enhanced 
PEP 
 

  
UC vs. 
PEP  
 

 
UC vs. 
psychiatrist-
enhanced PEP 

 
UC vs. 
CBT-
enhanced 
PEP  

 
PEP vs. 
psychiatrist-
enhanced PEP  

 
PEP vs. 
CBT- 
enhanced PEP  

 
severely 
depressed at 
baseline 
 

 
12.42 (.51); 
32 
 

 
14.21 (.51); 
31 
 

 
10.25 (.80); 
13 
 

 
11.00 (.77); 
17 
 

  
1.79 
(.37 – 3.21) 
 

 
2.18 
(.31 – 4.04) 
 

 
1.42 
(-.39 – 3.23) 
 

 
3.97 
(2.10 – 5.83) 
 

 
3.21 
(1.39 – 5.03) 
 

completers 
 

10.80 (.32); 
63 
 

10.46 (.25); 
91 
 

8.43 (.41); 
34 
 

8.73 (.42); 
26 
 

 .34 
(-.45 – 1.14) 

2.37 
(1.35 – 3.39) 

2.07 
(1.03 – 3.11) 

2.03 
(1.09 – 2.97) 

1.73 
(.77 – 2.69) 

highly PEP-
compliant 

10.69 (.29); 
63 

7.62 (.32); 
46 

8.34 (.58); 
14 

6.96 (.57); 
16 

 3.07 
(2.22 – 3.92) 

2.35 
(1.08 – 3.61) 

3.72 
(2.47 – 4.98) 

.72 
(-.57 – 2.01) 

.65 
(-.63 – 1.93) 
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 Finally, we examined whether providers of the experimental interventions with clear 

differences in educational background or clinical experience, i.e. the PEP-providers and 

CBT-therapists, achieved different results on the BDI during follow-up. Within the group of 

PEP-providers we found no difference between the nurse and the two psychologists, within 

the group of CB-therapists we found that the senior therapist achieved a significantly better 

result on the mean BDI during a two-year follow-up (7.86) relative to the other CBT-

enhanced PEP, PEP and UC patients (10.40 to 11.70). Only with the psychiatrist-enhanced 

PEP group (9.66) the difference did not reach significance , probably due to the small 

number of patients. 

 

Discussion  

To our knowledge, this study is the first randomized controlled trial of enhanced treatment for 

depression in primary care that studied long-term outcome through regular assessments 

during a three-year follow-up. Contrary to expectations, we did not find evidence that the 

experimental psychoeducational prevention (PEP) program had excess benefit compared to 

the GP’s usual care (UC). More in line with our expectations, was that the two additions to 

the PEP-program, psychiatric consultation and brief cognitive behavioral therapy, did 

improve the long-term outcome compared to usual care and PEP-alone. Both enhanced PEP 

groups, who by definition also received the ineffective PEP-program, reported a lower mean 

on the quarterly administered BDI during follow-up relative to UC and PEP-alone; a result 

repeated within the stratum of patients on antidepressants at baseline. In the same stratum, 

the CBT-enhanced PEP group suffered from a significant lower relapse/recurrence rate of 

25% than PEP-alone patients as well.  

 

Strengths and limitations  

Strengths of this study are the very good (PEP and psychiatrist-enhanced PEP) to 

reasonable (CBT-enhanced PEP) treatment attendance, feasibility of the PEP-intervention in 

primary care (Smit et al. 2005), the long-term follow-up, the quarterly monitoring of 
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depression status and health care utilization during follow-up, and satisfying follow-up 

response rates. There are also limitations which should be taken into account when 

interpreting our findings. First, we did not succeed in blinding interviewers completely since 

patients every now and than spontaneously commented on their treatments. Second, within 

the constraints of the in- and exclusion criteria the GPs selected the patients themselves, 

which might limit the generalizability of the findings. Third, the study was designed as a 

randomized controlled effectiveness trial in primary care with usual care as the reference 

group. Although not encouraged, (self-) referral to mental health professionals did occur in all 

groups. Especially the rate of additional brief psychotherapy or counseling from a primary 

care psychologist during follow-up was substantial in all groups. This may have blunted 

contrast between groups if it has been differentially effective. However, correction for non-

scheduled psychotherapy during follow-up is hard to interpret, as it may not have been 

independent of the course of the depression. A similar line of reasoning may account for 

usage of antidepressants during follow-up. Therefore, we did not correct for additional 

psycho- and pharmacotherapy during follow-up. As a consequence, the ecological and 

pragmatic validity of the study is high (what is the effect of the delivered treatments in daily 

practice?), at the expense of a less straightforward interpretation of the effectiveness of the 

interventions. Finally, the timing of the experimental interventions was pragmatic in that they 

started directly after randomization irrespective of whether the depression was in (partial) 

remission or not.  

 

Why does the PEP-program not outperform usual care in the long run? 

We consider several explanations: potential type II errors, limited treatment intensity and 

potential sensitizing effects, and the possibility of a ceiling effect. 

 Although underpowerment is a common criticism on negative trials, we do not think that 

more power would have resulted in statistically and clinically significant differences in favor of 

the PEP-program, because the absolute differences between UC and PEP were small and 

mostly in favor of UC, not PEP.  
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 In general, the long-term outcomes of psychoeducationally oriented treatment programs 

for depression in primary care, predominantly published after the start of our project, have 

not yielded clear results (Mynors-Wallis et al. 1995; Mynors-Wallis et al. 2000; Rost et al. 

2002). Our results are only marginally different from the meager one-year outcome observed 

by Katon et al. (2001) for the original PEP-program (on which ours was based). Although in 

that study antidepressant adherence improved and the average severity of depression 

slightly decreased, relapse/recurrence rates of patients in UC and in the PEP-program were 

similar. Katon and colleagues concluded their program had too little intensity to attain major 

improvements in depression outcomes. This seems a plausible explanation for the 

ineffectiveness of the PEP-program in our study as well. The chosen format of PEP, 

characterized by a low number of face-to-face contacts, minimal telephone contacts 

thereafter and deliberately not provided by therapists, was apparently too restricted to be 

effective in this group of vulnerable patients.  

 Moreover, low-intensity and long-lasting (psychoeducational) programs like PEP may 

have sensitizing effects on patients (Frasure-Smith et al. 1997). The systematic screening 

every three months of (residual) depressive symptoms may have increased the patient’s 

awareness and sensitivity about their vulnerability for depression. Possibly this could not be 

counterattacked sufficiently by the PEP-program, because of the combination of its limited 

intensity and the fact that the providers were no trained psychotherapists, and not 

necessarily as a consequence of the psychoeducational elements of PEP itself. The finding 

that the subgroup of severely depressed UC patients at baseline, were significantly better off 

than the severely depressed PEP subgroup is interesting in this context. This does not mean 

that PEP-program was ineffective for all PEP patients compared to usual care. Subgroup 

analyses revealed that PEP patients who were highly compliant with the prevention 

measures of the PEP-program reported a better outcome on the BDI than UC patients. 

However, the latter comparison may be biased, as we could not differentiate between 

compliant and non compliant UC patients. 
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 Finally, the ineffectiveness of PEP could be due to the possibility that the long-term 

treatment by the GP is highly effective and hard to outperform. However, this seems unlikely 

because 64% of the UC patients suffered a relapse or recurrence at least once and they 

were only 17% of the time free from any DSM-IV depressive symptom. These outcomes 

leave sufficient room for improvement, ruling out the possibility of a ceiling effect. 

 

Psychiatric consultation and cognitive behavioral t herapy 

Interpretation of the results of the psychiatric and CBT enhancements is somewhat 

complicated by the fact that these interventions were combined with the ineffective PEP-

program, that in patients suffering from severe depression even worsened long-term 

outcomes. Although both additions to PEP significantly outperformed usual care on BDI 

severity during follow-up, on other outcomes no differences were found. We discuss three 

possible explanations for this.  

 First, the possibly negative effect of the PEP-program in the psychiatrist-enhanced PEP 

and CBT-enhanced PEP groups might have downplayed the positive effects of psychiatric 

consultation and CBT. Possibly the difference between UC versus psychiatrist-enhanced 

PEP and CBT-enhanced PEP would become more salient if we were able to eliminate the 

assumed negative effect of PEP in both groups. 

 A second explanation for the lack of improvement relative to usual care on other 

outcomes than BDI severity, is limited treatment intensity of the CBT and psychiatric 

consultation components. The latter consisted of one single consultation with a psychiatrist 

that nonetheless resulted in 12 weeks longer duration of antidepressant usage compared to 

the PEP group. The consultation perhaps also improved type and dosage of the medication. 

However, to substantially ameliorate the long-term outcome, we think the vulnerable patient 

group in this study may need intensified psychiatric consultation, for example more regular 

contacts with a psychiatrist than the single consultation in psychiatrist-enhanced PEP. 

 Concerning CBT, successful studies mainly in outpatient settings with longer term follow-

up, suggest that more intense acute treatment eventually followed by booster sessions, yield 
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better results than control treatments (Blackburn et al. 1986; Paykel et al. 1999/2005; Jarrett 

et al. 2001; Hensley et al. 2004). Interestingly, treatment intensities of CBT in these studies 

were all higher than CBT in the current study, ranging from 15 to 30 sessions (including 

booster sessions), while CBT in inconclusive or negative studies consisted of only 5 to 7 

sessions (Scott et al. 1997; Ward et al. 2000). Mean number of sessions attended in the brief 

CBT of our study was 9.66 (4.1). 

 Third, especially in the case of brief CBT several studies (Scott et al. 1997; Paykel et al. 

1999; DeRubeis et al. 2005) stress the importance of treatment experience. Subgroup 

analysis on the twelve BDI measurements revealed that patients treated by the most 

experienced CB-therapist reported relative to patients in the other groups a lower BDI-score. 

Taken together this suggests that prolonged CBT delivered by experienced CB-therapists 

may result in better outcomes. Combination with antidepressant therapy may yield even 

better results (Keller et al. 2000). 

 

Conclusion 

Enhancement of UC by the psychoeducational prevention (PEP) program did not result in 

better long-term patient outcomes; in some cases the PEP group did even worse. The long-

term outcome of depression may be driven by autonomous processes fuelled by genetic and 

environmental vulnerabilities in part of the recurrent patient population (Post et al. 1999; 

Ormel et al. 2004a,b; Monroe & Harkness, 2005). Neurophysiologic abnormalities and deeply 

ingrained dysfunctional cognitive and behavioral patterns, may be difficult to treat or 

compensate and probably need more intensive treatment than usual care plus PEP in 

primary care. The modest improvement in long-term outcome that was found in the 

psychiatrist-enhanced PEP and CBT-enhanced PEP groups compared to usual care, 

suggests that: (1) more intense CBT followed by booster sessions over a protracted period of 

time delivered by experienced therapists, and/or (2) intensified psychiatric consultation to 

define optimal antidepressant maintenance therapy (e.g. Geddes et al. 2003), might be an 
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effective combination of acute, maintenance, and prophylactic treatment of recurrent major 

depression in primary care.  
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Abstract 

 

Background 

Major depression often runs a chronic-recurrent course with multiple episodes during the life 

course, and is associated with a considerable economic burden for society. The present 

study examined the cost-effectiveness of a Psycho-Educational Prevention programme 

(PEP) aimed at improving the long-term outcome of depression in primary care. 

 

Methods 

Patients with depression were randomly assigned to four intervention arms; PEP only, PEP 

with psychiatric consultation (PEP+PC), PEP with cognitive behavioural therapy (PEP+CBT), 

and care as usual (CAU). The economic evaluation was performed from a societal 

perspective, costs and health outcomes were registered during a period of 36 months. 

Proportion of depression-free time was used as the primary outcome measure in the cost-

effectiveness analysis.  

 

Results 

Mean costs were €8200 in the CAU group, €9816 in the PEP group, €9844 in the PEP+PC 

group, and €9254 in the PEP+CBT group. Health outcomes in the PEP+PC and PEP+CBT 

groups were slightly better than in the CAU group. PEP+CBT had the most positive 

outcomes of the three PEP interventions, as indicated by cost-effectiveness acceptability 

curves. 

 

Conclusions 

The basic PEP intervention was not cost-effective in comparison with CAU. For the other 

variants of PEP, costs were higher but health outcomes were slightly better. If decision-

makers are willing to pay up to €1500 for an additional proportion of depression-free time, the 

probability that PEP+CBT will be cost-effective increases to 70%. Findings of this study seem 

to provide little support for the implementation of PEP in current healthcare systems. 
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Introduction  

Major depression is a prevalent mental disorder that often runs an intermittent lifelong 

course, with multiple relapses and recurrences, and frequently incomplete remission between 

episodes. It is considered to be among the most disabling illnesses (Üstün et al. 2004), and 

both treated and untreated depression negatively affects many aspects of life (Wells et al. 

1989; Ormel et al. 1994, 2004). From an economic perspective, the consequences of 

depression are substantial as well. It has been estimated that 1-2 % of national healthcare 

expenses in Western countries is spent on the treatment of depressive disorders (Polder et 

al. 2002; Greenberg et al. 2003). Important factors contributing to the considerable costs 

associated with depression are the high prevalence, early age of onset, and large risk of 

relapse and recurrence. Moreover, for many patients depression becomes a chronic 

condition, leading to an extensive use of healthcare resources in subsequent years. When 

including costs outside the healthcare sector, like costs of productivity losses, the financial 

consequences of depression are even considerably larger (Berto et al. 2000).  

 Since depression has such a large impact on national healthcare budgets, information 

on the cost-effectiveness of alternative interventions in depression, aiming to improve the 

relation between costs and health outcomes, is highly relevant for decision-makers. Various 

economic evaluations focusing on both psychopharmacological therapies and 

psychologically oriented interventions for depression have been conducted, but no strong 

(economic) preference for a single approach can currently be identified (Barrett et al. 2005; 

Bosmans, 2006).  

 Only a few economic studies specifically focused on the prevention of relapse and 

recurrence, despite the high risk of recurrences in patients with depression and the 

associated negative long term consequences in terms of both health outcomes and costs 

(Mc Intyre & O’Donovan 2004). In order to improve long term outcomes of patients with 

depression, an intervention was developed to prevent recurrences. This Psycho-Educational 

Prevention programme (PEP: Katon et al. 1996; Tiemens et al. 1998) was designed to be 

carried out within primary care settings, since most patients with depression are treated in 
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primary care. PEP consists of contacts between patients and prevention workers, 

educational meetings on depression management, and telephone monitoring (Tiemens et al. 

1998; Ludman et al. 2000; Smit et al. 2005). An economic evaluation focusing on the cost-

effectiveness of PEP in primary care was recently performed, situated within the US 

healthcare system. In contrast to expectations, the study found only modest differences in 

favour of PEP (Simon et al. 2002). 

 The current study was conducted to provide information on the (cost-) effectiveness 

of PEP in a European healthcare system. The design of the present study differs in several 

respects from the US study. The PEP programme was slightly adjusted (Tiemens et al. 1998; 

Smit et al. 2005) to the situation in The Netherlands. Additional treatment conditions were 

included in the design, consisting of two enhancements of PEP; the addition of psychiatric 

consultation (PEP+PC) and cognitive behavioural therapy (PEP+CBT). Furthermore, patients 

were followed during 36 months instead of 12 months. 

 This paper will present the results of the economic evaluation assessing the cost-

effectiveness of three variants of PEP (added to care as usual) in comparison with care as 

usual for primary care patients with depression. 

 

Material and Methods 

The economic evaluation was part of a 36-month clinical study on the effectiveness of the 

PEP programme in primary care patients. Details on the design and results of the clinical 

study are provided elsewhere (Smit et al. 2005, 2006; Conradi et al. submitted). 

 

Study population and randomisation procedure  

Recruitment took place in the Northern part of the Netherlands, patients were referred by 49 

general practitioners (GPs) working in the catchment area. Inclusion criteria required that 

patients were aged between 18 and 70, had no life threatening medical condition, and were 

diagnosed with a current, or only very recently in partial remission, DSM-IV major 

depression. Patients were excluded when suffering from psychotic disorder, bipolar disorder 
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or dementia, in case of alcohol or drug dependency, when pregnant, or when they were 

already receiving treatment for depression. Of the 397 patients initially referred by GPs, 267 

met study criteria and were subsequently randomised. The applied randomisation procedure 

(Smit et al. 2006) was designed to assign most patients to the basic PEP condition and CAU, 

and less to PEP+PC and PEP+CBT. A sampling ratio of 2:3:1:1 was applied for CAU, PEP, 

PEP+PC, and PEP+CBT, respectively. 

 

Interventions 

Psycho-Educational Prevention program (PEP)   The PEP program aims to improve the long-

term outcome of depression through strengthening the patient’s self-efficacy and proactive 

self-management skills, applying predominantly psycho-educational techniques. Patients 

attended three individual face-to-face contacts with trained prevention workers (one 

psychiatric nurse and two psychologists), followed by telephone monitoring contacts at three 

month intervals during the 36 months of the study. The PEP intervention, including the 

accompanying book and video, was developed by Katon and co-workers (1996) and 

translated and adapted to Dutch culture and healthcare system (Tiemens et al. 1998; Smit et 

al. 2005).  

PEP with psychiatric consultation (PEP+PC)   Before the start of the basic PEP program, 

patients had an appointment of one hour with a psychiatrist. The psychiatrist subsequently 

advised the GP in particular on psychopharmacological treatment of the patient. 

PEP with cognitive behavioural therapy (PEP+CBT) Before entering the basic PEP program, 

patients attended 10 to 12 individual 45 minute sessions of cognitive behavioural therapy 

(Boelens, 1997), provided by one of three clinical psychologists. At the conclusion of the CBT 

program, the therapist informed the prevention worker about the results of CBT. 

Care as Usual (CAU) CAU was provided by the GP. In the Netherlands, treatment of 

depression by GPs consists of brief supportive counselling and antidepressant prescription, 

when needed referral to specialty psychiatric treatment. The variants of PEP provided in this 

study all included treatment by the GP to assess the additional benefit of PEP.  
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Outcome measures 

Primary outcome measure of the study was the proportion of depression-free time (i.e. free of 

the diagnosis depressive disorder). This outcome was defined in accordance with the 

consensus-paper of Frank (Frank et al. 1991) combined with DSM-IV criteria. A depressive 

episode is defined as 2 consecutive weeks of depression, remission as 2 to 7 consecutive 

weeks without depression, relapse as 2 consecutive weeks of depression started within 

remission, recovery as 8 consecutive weeks without depression, and finally recurrence as 2 

consecutive weeks of depression started within recovery. Power analyses were based on 

expected cumulated relapse/recurrence percentages of 50% in CAU, 30% in basic PEP, 25% 

in PEP+PC, and 20% in PEP+CBT.  

 Outcome measures were mainly collected by means of three-monthly interviews 

during the 36 months of the study. Additional outcomes included mean severity of depression 

during follow-up, proportion of symptom-free time (i.e. free of any DSM-IV depressive 

symptom), and percentage of patients who relapsed or met criteria for recurrent depression. 

Furthermore, the use of antidepressants was assessed.  

 The economic evaluation will mainly focus on the proportion of depression-free time. 

The results of additional outcome measures and clinical aspects of the study are presented 

elsewhere (Smit et al. 2005, 2006; Conradi et al. submitted).  

 

Costs and unit prices 

The economic evaluation was conducted from a societal perspective, costs were assessed 

both within and outside the healthcare sector. Medical costs that were registered included 

various types of costs related to inpatient and community care, general healthcare, and 

medication use. Costs that were relevant for all three variants of PEP included costs related 

to support provided by prevention workers trained in PEP, costs of regular telephone 

contacts with patients, and travel cost of the prevention workers. In the PEP+PC condition, 

additional costs were related to psychiatric consults. In the PEP+CBT condition, cognitive 

behavioural therapy (10 to 12 sessions by trained therapists) led to additional costs. Costs of 
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travelling and invested time by patients related to the PEP contacts were registered during 

the study. Costs of invested time were valued in monetary terms based on the net income of 

a patient during that time. Costs of informal care were based on the monetary valuation of 

the time invested by relatives or acquaintances in helping or assisting the patient. Additional 

costs related to the illness, like costs of non-prescribed medication, are referred to as out-of-

pocket costs. The friction cost method (Koopmanschap et al. 1995; Jakob-Tacken et al. 

2005) was applied for estimating costs associated with productivity losses.  

 Quantities of used resources were registered at three-month intervals for all the 

patients available at the various times of measurement. The information on costs was 

primarily collected by means of a questionnaire developed for the current study. This 

questionnaire assessed, among others, number of admissions to psychiatric hospitals, 

contacts with psychiatrists and psychologists, sick leave days of patients, and medication 

use. In order to facilitate comparisons with other economic evaluations, unit prices, i.e. the 

price of one unit of each included cost type (available on request), were mainly based on 

Dutch standard prices (Oostenbrink et al. 2000). True costs of used resources were 

estimated when standard prices were not available. All unit prices were based on the price 

level of the Euro in the year 2003. Reference prices established for previous years were 

adjusted to prices of 2003 by applying the consumer price index. 

 

Cost-effectiveness analysis 

In cost-effectiveness analysis, costs and the primary health outcome associated with an 

intervention are used to calculate the incremental cost-effectiveness ratio relative to one or 

more alternatives (Drummond et al. 1997). The main focus of the current study was on the 

comparison of costs and health outcomes between patients who received basic PEP and 

CAU, additional analyses addressed the extended types of PEP (PEP+PC and PEP+CBT). 

Primary outcome measure used in the cost-effectiveness analysis was the proportion of 

depression-free time. In the additionally planned economic analysis, Quality-Adjusted Life 

Years (QALY: Schwappach, 2002) were included as primary outcome measure. QALYs 
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combine life years and quality of life into one single outcome measure, and are calculated by 

multiplying observed survival with utilities. Utilities can be considered as the societal 

preference for health states. In the present study, raw scores of the EQ-5D (EuroQol Group, 

1990) assessed at 6-month intervals were transformed into utilities by applying the algorithm 

of Dolan (Dolan, 1997). An important advantage of QALYs is that outcomes can be 

compared across studies and illnesses, which is required for prioritising between various 

health programmes on a national level.  

 

The method applied for calculating incremental cost-effectiveness ratios (ICER) is provided 

below (only displayed for basic PEP). 

 

(CPEP – CCAU) 
ICER = 

(PDTPEP – PDTCAU) 

 
Where  
CPEP = mean costs per patient in the PEP group 
CCAU = mean costs per patient in the CAU group 
PDTPEP = mean proportion depression-free time in the PEP group 
PDTCAU = mean proportion depression-free time in the CAU group 
 
 
 In the standard analyses, costs and health outcomes were discounted by 0%. 

Alternative discount rates (3% and 5%) were addressed in sensitivity analyses. Uncertainty 

surrounding the calculated ICERs was examined by the bootstrap method (Efron & 

Tibshirani, 1993). Bootstrapping is an iterative method that consists of randomly selecting 

patient data (with replacement) from the observed population to create a simulated 

distribution of data. ICERs were calculated for each of the bootstrap iterations (2000 in the 

present study), simulated values of the mean estimates for the cost and outcome differences 

were added to the cost-effectiveness plane (Black, 1990). Finally, cost-effectiveness 

acceptability curves (CEACs: Van Hout et al. 1994; Fenwick et al. 2004) were calculated. 

CEACs inform decision-makers on the probability that an intervention will be cost-effective for 

increasing monetary values placed on an additional unit of health outcome. 
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Statistical analysis 

Results of longitudinal studies can be biased by missing data due to patients who drop out or 

are lost to follow-up, especially if their missingness is not completely at random (Little & 

Rubin, 1987). Recently, the potential impact of missing data has also been acknowledged in 

the area of economic evaluation (Briggs et al. 2003). In the current study, the expectation 

maximisation (EM) algorithm with a bootstrap approach (Oostenbrink & Al, 2005) was applied 

to deal with patients for whom not all the data were available at the various measurements. 

In the current study, the bootstrap method was used to create 2000 simulated patient 

populations, including patients with missing data. Subsequently, the EM-algorithm was 

applied for each of these 2000 data sets. The EM algorithm consists of an iterative process, 

estimating values for missing data based on the observed data. Finally, outcomes of these 

2000 derived data sets were combined to estimate overall parameters, like overall means 

and confidence intervals.  

 Between-group baseline characteristics were analysed with Student’s T-tests for 

continuous variables and Pearson chi-square tests for categorical variables. P-values less 

than 0.05 were considered statistically significant. All the analyses were carried out with 

SPSS 12.0.2 for Windows (SPSS, Inc, Illinois, USA). 

 

Results 

Patient characteristics at baseline 

Mean overall age of the included patients was 42.8 years (SD=11.3), 65% was female, mean 

age at first onset of depression was 31.3 years (SD=13.2), 67% suffered from DSM-IV 

recurrent depressive disorder, and 36% had experienced more than three previous episodes 

of depression (for details see Smit et al. 2006). There were no statistically significant 

differences in clinical characteristics between groups at baseline, except for severity of 

depression (x2=7.762, p=.02); patients in the CAU group were suffering from more severe 

depression than patients in the PEP group. Due to drop-out of patients during the study, 

results of the conducted longitudinal analyses presented in this paper are based on the data 
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of 226 patients (85% of the initially included patients): 69 in CAU, 107 in PEP, 33 in PEP+PC, 

and 36 in PEP+CBT. For these patients, relevant cost data could be collected and sufficient 

information was available to assess the proportion of depression-free time. 

 

Service use and costs 

Table 1 shows information on medical and non-medical cost. Means of each cost type are 

based on available patients per measurement in each group. If a patient did not make use of 

a specific cost type, costs of €0 were applied when calculating group means. In addition, the 

percentage of patients who actually used the health services concerned are presented as 

well.  

Table 1. Medical and non-medical costs (€) during 3 6 months 

 
CAU 

Mean costs (%1) 
PEP 

Mean costs (%1) 
PEP+PC 

Mean costs (%1) 
PEP+CBT 

Mean costs (%1) 

Interventions     
Variants of PEP  0 (-) 748 (100) 911 (100) 1440 (100) 

In-patient and semi-inpatient care     
Psychiatric hospital admission 692 (14) 528 (14) 1675 (24) 455 (17) 
Psychiatric daycare  27 (6) 57 (10) 113 (19) 53 (10) 
General daycare  262 (57) 244 (60) 385 (78) 210 (50) 

Outpatient and community care     
Psychiatrist 82 (7) 205 (7) 151 (8) 80 (5) 
Psychologist 97 (25) 121 (20) 118 (22) 20 (5) 
Social worker 38 (14) 60 (17) 22 (11) 15 (10) 
RIAGG 2 857 (16) 646 (15) 168 (11) 1097 (7) 
CAD 3 0 (-) 19 (4) 0 (-) 0 (-) 
Other care for addictions 0 (-) 98 (2) 30 (3) 0 (-) 
Other outpatient care 143 (28) 153 (41) 43 (24) 94 (29) 

General healthcare     
General practitioner 287 (97) 317 (99) 323 (100) 187 (93) 
Physiotherapist 180 (33) 191 (36) 214 (27) 56 (26) 
Manual therapist 14 (7) 23 (5) 3 (3) 0 (-) 
Chiropractor 0 (-) 11 (5) 0 (-) 0 (-) 
Hapto therapist 216 (10) 72 (11) 22 (5) 0 (-) 
Home care 20 (17) 19 (11) 35 (16) 6 (7) 

Medication     
Prescribed medication 498 (86) 510 (88) 463 (86) 399 (81) 

Various non-medical costs     
Travel costs  6 (91) 9 (100) 9 (100) 11 (100) 
Time costs 0 (-) 88 (100) 96 (100) 189 (100) 
Informal care 154 (58) 189 (57) 125 (68) 100 (43) 
Out-of-pocket costs 271 (14) 194 (21) 75 (11) 286 (24) 
Productivity losses paid work 3442 (59) 4441 (70) 3896 (68) 3936 (64) 
Productivity losses unpaid work 850 (15) 928 (15) 893 (16) 269 (5) 

 

1  Percentage of patients using the cost type concerned. 
2 Regional institution for mental healthcare. 
3  Consultation Office for Alcohol and Drug addiction. 
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Mean total costs of providing the basic PEP intervention were estimated at €748 per patient. 

Mean costs of PEP+PC and PEP+CBT were €911 and €1440, respectively. Costs related to 

care provided by general practitioners are presented separately for each of the intervention 

groups. Costs that contributed to a large extent to the total amount of costs were costs 

related to productivity losses, psychiatric hospital admissions, contacts with regional 

institutions for mental healthcare (RIAGG), and medication use. An overview of mean total 

costs generated during the study is presented in Table 2.  

 

Table 2. Mean total costs (€) during 36 months 
 

 CAU PEP  PEP+PC PEP+CBT  

Mean total costs (95% CI) 1 8200 
(6123–10276) 

9816 
(8128-11504) 

9844 
(6484-13204) 

9254 
(5623-12885) 

 
1 Mean total costs based on the EM algorithm with bootstrap approach. The nonparametric 95% confidence 
interval is provided between brackets.  
 

These costs were assessed by means of the EM algorithm in combination with the bootstrap 

method. Mean total costs per patient were €8200 in the CAU group, €9816 in the PEP group, 

€9844 in the PEP+PC group, and €9254 in the PEP+CBT group. In order to examine the 

statistical significance of cost differences between groups, nonparametric confidence 

intervals surrounding the difference scores between CAU and each of the PEP conditions 

were constructed. Lower and upper boundaries of the confidence intervals indicated that 

there were no statistically significant differences in total costs between groups (-969 to +4143 

for PEP compared to CAU; -2078 to +5810 for PEP+PC compared to CAU; -2416 to +4803 

for PEP+CBT compared to CAU).  

The course of the mean total costs per group during the 36 months of the study is presented 

in Figure 1. 
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Figure 1. Course of mean total costs during the 36 months of the study 

 

0

500

1000

1500

2000

2500

3000

T0-T1 T1-T2 T2-T3 T3-T4 T4-T5 T5-T6 T6-T7 T7-T8 T8-T9 T9-T10 T10-T11 T11-T12

Measurements (3-month periods)

C
os

ts
 (

€)

CAU

PEP

PEP+pc

PEP+cbt

 
 

In the various PEP conditions, mean costs generated during the first months of the study 

were much higher than during later assessments, which is most obvious for the PEP+CBT 

condition. These higher initial costs are directly related to the PEP interventions that were 

mainly provided during the first months of the study. In the CAU condition, initial mean costs 

were only somewhat higher than at later assessments. After the first measurements, costs 

slowly decreased over time for all the groups.  

 

Health outcomes 

Results of the health outcomes relevant for the economic analyses are presented in Table 3. 

In contrast to expectations, there were no significant differences between groups in 

proportion of depression-free time. 

 This proportion varied from .71 to .78, indicating that patients did not meet DSM-IV 

criteria of depressive disorder for approximately three quarters of the study duration. 
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Table 3. Proportion of depression-free time and QAL Y results 
 

Outcome measure CAU PEP PEP+PC PEP+CBT Significance of 
differences1 

Mean proportion of 
depression-free time .74 .71 .78 .78 n.s. 

QALYs 2 2.31 2.10 2.15 2.27 n.s. 

 
1 Kruskal-Wallis test due to the skewed distribution. 
2 Derived QALYs are based on the data of 165 patients. CAU: 42, PEP: 70, PEP+PC: 27, PEP+CBT: 26. 
 

QALYs were derived from information collected for only some of the included patients (42 in 

CAU, 70 in PEP, 27 in PEP+PC, 26 in PEP+CBT). It was assumed that, after imputation with 

the EM algorithm, data of the available patients correctly represented data of patients for 

whom information could not be collected. Due to the applied approach, QALY results should 

be interpreted with some caution. If patients had experienced (nearly) optimal health during 

the 36 months of the study, QALY values would have been close to three. QALYs varied 

from 2.10 to 2.31 between groups, with the best outcomes for patients in the CAU condition 

and the worst outcomes for the basic PEP group. Differences between groups in QALYs 

assessed during the three years of the study were not statistically significant (Kruskall-Wallis 

test, x2=4.73, p=.19). Economic analyses focusing on QALY results will not be presented in 

the current paper. Outcomes of these analyses were in accordance with results of the 

primary outcome measure favouring CAU, and therefore do not provide any relevant 

additional information for decision-makers. 

 

Cost-effectiveness analysis 

The point estimate of the ICER and the results of the bootstrap analyses are presented in the 

cost-effectiveness planes in Figure 2. For the comparison between basic PEP and CAU, the 

calculated value of the ICER was -€ 429 per proportion depression-free time (PDT). Here, 

the negative value indicates that PEP was associated with higher mean costs and worse 

health outcomes, i.e. was not cost-effective.  
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Figure 2. Results of the cost-effectiveness analyse s and bootstrap method 
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B. PEP+PC compared to CAU 
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C. PEP+CBT compared to CAU 
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For each quadrant of the cost-effectiveness plane, information is provided on the percentage 

of bootstrap simulations located in that quadrant. For basic PEP, approximately 74% of the 

estimated mean cost and effect differences is located in the Northwest quadrant. In other 

words, CAU dominates basic PEP in 74% of the cases. For PEP+PC and PEP+CBT, the 

point estimate of the ICER is located in the Northeast quadrant, i.e. cost were higher but 

health outcomes were better. Interpretation of outcomes in the Northeast (and Southwest) 

quadrant depends on how much decision-makers are willing to pay for an additional unit of 

health outcome.  

 Figure 3 shows the calculated cost-effectiveness acceptability curves, presenting the 

probability that the various types of PEP will be cost-effective for increasing monetary values 

placed on an additional proportion of depression-free time.  

 



 

 

 

118 

Figure 3. Cost-effectiveness acceptability curves 
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Compared to basic PEP, results of PEP+PC and PEP+CBT seem (relatively) more positive. 

When decision-makers are willing to pay € 1000 to € 1500 per proportion depression-free 

time, the probability that PEP+PC or PEP+CBT will be cost-effective increases up to 70%.  

 

Sensitivity analyses 

In the first type of sensitivity analyses, discount rates were varied and consequences for 

differences in mean total costs between groups were studied. Costs were discounted at 3% 

and 5%, instead of 0% in the standard analyses, results are presented in Table 4. 

 The influence of discounting slightly differs between conditions, but is most 

pronounced for PEP+CBT. The difference between the mean total costs of PEP+CBT and 

mean total costs of CAU is approximately € 200 less when discounting with 5% instead of 

0%. Furthermore, the consequences of excluding costs related to productivity losses from the 

analyses were examined. In the current study, interpretation of productivity costs was 

complicated by an initial difference between groups in the percentage of persons with paid 

work (49% of the persons in the CAU group had paid work, in contrast to 62% in the PEP 

group).  
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Table 4. Sensitivity analyses 
 

Type of analysis  
CAU 

Mean total 
costs  

PEP 
Mean total 

costs 

PEP+PC  
Mean total 

costs 

PEP+CBT 
Mean total 

costs 

Variation of discount rates 
    

3 % 7941 9647 9568 8750 

5 % 7822 9505 9437 8652 

Alternative analyses     

Exclusion productivity costs 3856 4509 5087 4569 

Complete case approach 1 7760 8658 9319 10225 

     
 
1 The complete case analysis of costs is based on the data of 105 patients (46% of patients included in the 

standard analyses). CAU: 26, PEP: 44, PEP+PC: 20, PEP+CBT: 15 
 
 

Mean total costs were, unsurprisingly, much lower in all the groups when excluding 

productivity costs. Costs outcomes in this sensitivity analysis were in favour of the CAU 

group, which is comparable with previous results. Differences in mean total costs between 

the CAU condition and the other groups were smaller than in the standard analyses.  

 Additional sensitivity analyses focused on the cost data of 105 patients for whom all 

the measurements were available (46% of the patients included in the standard analyses). 

When comparing results of these complete case analyses with the standard analyses 

presented in this paper, the overall amount of assessed costs shows some changes. Mean 

costs of patients in the CAU condition were still considerably lower than in the other 

conditions. However, mean costs of the 15 patients who received PEP+CBT were now higher 

than costs of patients in the other PEP groups. 

 

Discussion 

This paper presented the results of an economic evaluation examining the cost-effectiveness 

of three variants of a depression recurrence prevention programme added to care as usual in 

primary care patients. In contrast to expectations, the basic PEP programme was not cost-
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effective compared to CAU. Costs of patients who received PEP during the three years of the 

study were higher and the proportion of depression-free time was lower. Overall, current 

findings seem comparable to the results of an economic evaluation of PEP situated in the US 

healthcare system (Simon et al. 2002), although health outcomes were slightly more in 

favour of PEP in that study. 

 Mean total costs generated by the various groups during the 36 months of the study 

ranged from € 8200 to € 9844. The total amount of costs was mainly influenced by costs 

related productivity losses, the PEP interventions, psychiatric hospital admissions, 

medication use, and visits to regional institutions for mental healthcare. Although indirect 

costs of depression are not always included in economic studies, the potential economic 

impact of productivity losses associated with depression has been widely acknowledged 

(Drummond et al. 1997; Greenberg et al. 2003). In the current study, approximately half of 

the total costs was related to productivity losses. One of the conducted sensitivity analyses 

focused on the exclusion of costs related to productivity losses, due to debates on this topic 

and initial differences between groups in the proportion of persons with paid work. Outcomes 

of this sensitivity analysis were in favour of CAU and supported the overall conclusions, but 

differences in mean total costs between PEP and CAU were smaller. When drawing a 

comparison between the (yearly) direct medical costs assessed in this study to previous 

studies, current findings generally seem comparable (Simon et al. 2002; Scott et al. 2003) or 

somewhat higher than previously published results (Lave et al. 1998). Unfortunately, the 

exact types of (medical) costs included in economic analyses are not always clearly indicated 

in published papers, which is one of the aspects complicating direct comparisons of medical 

costs between studies. 

 In contrast to earlier studies on the (cost-)effectiveness of PEP, the outcomes of two 

enhancements of the PEP programme were also examined, namely the addition of 

psychiatric consultation and cognitive behavioural therapy (CBT). Both alternatives to basic 

PEP led to better health outcomes than basic PEP, but effect differences with CAU were only 
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modest while costs were higher. Additional economic analyses indicated that outcomes were 

slightly more positive for PEP with CBT than for PEP with psychiatric consultation.  

 Previous studies have shown that CBT has a positive effect in various patient 

populations with moderate to severe depression (Hollon et al. 2005), and appears to be cost-

effective as well (Revicki et al. 2005; Vos et al. 2005). A recently conducted study in primary 

care patients with depression and comorbid anxiety disorders showed that computer-

delivered CBT was associated with lower costs and better health outcomes (McCrone et al. 

2004). Based on the results of the current study, it seems unlikely that PEP could make a 

relevant contribution to improve the (cost-) effectiveness of CBT treatment for depression in 

primary care. Various possible reasons for the ineffectiveness of PEP have been discussed 

elsewhere (Smit et al. 2005, 2006; Conradi et al. submitted). 

 An important strength of the current study was the long follow-up period of 36 months, 

during which relevant consequences of the examined interventions could properly be studied. 

In the available literature, no studies could be identified that addressed the improvement of 

the long-term outcome of depression in primary care with comparable follow-up periods. 

Unfortunately, the combination of a long follow-up period and frequent measurements also 

led to methodological difficulties. Various patients dropped out of the study or became lost to 

follow-up, for others intermittent measurements were not always available. The negative 

consequences of missing data for longitudinal analyses have been widely acknowledged 

(Little & Rubin, 1987; Briggs et al. 2003), and various methodological approaches to account 

for missing data have been developed. In the current study, the expectation maximisation 

algorithm (EM) with a bootstrap approach was applied, which appears to be a valid method 

for handling missing data in economic evaluations (Oostenbrink & Al, 2005). In the current 

study, complete case analysis could only be conducted for less than half of the included 

patients. Results of the complete case analysis generally supported findings of the EM 

algorithm with bootstrap approach. 
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 The use of QALYs, or comparable generic health outcomes, is strongly preferred from 

the perspective of a decision-maker. QALYs enable comparisons across studies and 

illnesses, and are required when constructing (national) league tables aiming to rank 

healthcare interventions in terms of cost-effectiveness (Mauskopf et al. 2003). In the current 

study, QALYs were assessed in addition to the primary outcome measure, the proportion of 

depression-free time, and were derived from information that could only be collected for 

some of the included patients. QALYs of patients in the CAU group were better than 

outcomes in the basic PEP group, which is in line with the results of the primary outcome 

measure. However, QALY outcomes indicated that patients in CAU were also functioning 

better than the patients who received PEP+PC and PEP+CBT. Some authors have 

expressed concerns about the use of (utility-based) QALY outcomes in patients with 

depression (Donald-Sherbourne et al. 2001), while others were more positive (Sapin et al. 

2004). In general, it seems advisable to interpret QALYs assessed in patients with 

depressive disorders with some caution, and carefully consider results of additional outcome 

measures as well. In the context of the results of the current study, there seems to be no 

reason to expect that overall conclusions would have been different when QALYs had been 

collected for all the included patients. 

 In conclusion, results of the current study indicated that the basic PEP intervention 

was not cost-effective compared to CAU in primary care patients with depression. The 

economic analyses focusing on two enhancements of PEP showed slightly more positive 

results. Based on these findings, there seems to be little support for the implementation of 

PEP in current healthcare systems. Recently, various studies have demonstrated 

encouraging (economic) results with different formats of cognitive behavioural therapy in 

patient populations with depression. Future economic studies situated in different healthcare 

systems may focus on the long term (cost-)effectiveness of alternative formats of cognitive 

behavioural therapy in primary care patients with depression, in order to improve the well-

being of patients, and reduce both direct treatment costs and productivity losses associated 

with this highly disabling disorder. 
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Abstract   

 

Background and objective: Depression is often a recurrent or persistent disorder, 

associated with high levels of disability. Since the majority of depressed patients are treated 

in primary care, it is clear that to attain more favorable long-term outcomes more effective 

treatments in this setting are needed.  The goal of this study was to review the strategies 

used for improvement of routine treatment in terms of their effects on patient outcome.  

 

Methods: We conducted a systematic literature search to identify improvement strategies. 

Randomized controlled trials conducted in primary care, reporting at least six months effects 

on depression course and outcome of psychological treatments and supportive interventions 

for major depression in adults were included. The search strategy was expanded to include 

literature on patient outcome of educational programs and targeted approaches used in other 

settings. Results are presented in the form of a narrative review.  

 

Results : Four strategies were identified: (1) training primary care physicians (PCPs) – this 

appears ineffective; (2) supporting PCPs management of depressed patients by other 

professionals, which includes collaborative care models– this may result in better short term 

outcomes but does not prevent recurrence ; (3)  quality improvement, by adressing both the 

contents of treatment as well as the broader care context in which treatment is delivered- this 

shows improved outcomes at 6 months, and there is some evidence of longer term 

effectiveness; and (4) integration of recurrence and chronicity prevention strategies into 

treatment from the start - these have not been shown to be effective.  

 

Conclusions: Findings show that effects of the reviewed strategies generally do not seem to 

persist over time. Moreover, with the exception of some US-based studies, no clear 

superiority over usual care has been demonstrated. We conclude that for improving long-

term outcome of major depression in primary care new directions are needed.    
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Introduction  

Depression is a common mental disorder, with a life time prevalence of up to 15% for men 

and around 24% for women in the general population (Bijl et al. 1998; Kessler et al. 2003). 

Increasingly, it has become clear that the concept of depression as a transient, acute and 

self-limiting disorder is incorrect. Longitudinal research has shown high rates of relapse, 

recurrence and chronicity (Judd, 1997; Mueller et al. 1999; Lin et al. 1999; Simon 2000; 

Solomon et al. 2000; Brink et al. 2001; Spijker et al. 2002). For many patients, depression is 

a recurrent and potentially persistent disorder, associated with levels of social and vocational 

disability comparable to rates found in chronic somatic illnesses (Ormel et al. 1994, 2004; 

Wells & Sherbourne 1999).  

Primary care physicians (PCPs) are the most important initial health care contact for 

nearly all patients with mental health or psychosocial problems and depression is no 

exception. Since the majority of depressed patients continue to be treated in primary care 

(Spijker et al. 2001) , this can be considered to be the de facto mental health care setting for 

depression (Regier et al. 1998). However, the appropriateness of this situation has been 

questioned. PCP’s have been found to under recognize and under treat a substantial number 

of depressive patients (Őstőn & Sartorius 1995 ; Tiemens et al. 1996; Hirschfeld et al. 1997; 

Schulberg et al. 1997; Goldberg et al. 1998; Os et al. 1999). Although more recent findings 

indicate that recognition of depression in general practice has improved, providing effective 

treatment remains an issue (Davidson & Meltzer-Brody 1999; Andrews et al. 2000). 

Moreover, especially from a long-term perspective, not all treatment is effective (Von Korff & 

Goldberg 2001).  

Evidence-based, standardized management guidelines for the treatment of 

depression in primary care have been available since the 1990’s (Paykel & Priest 1992; 

AHCPR 1993, Schulberg et al. 1998; Ellis & Smith 2002; Marwijk et al. 1994, 2003; NICE 

2004 ). Summarized, these recommend a combination of antidepressant medication and 

brief, supportive counselling and include criteria for patient referral to specialized mental 

health care. Outcome studies have found that about half of depressed primary care patients 
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recover or improve significantly within a few months. Howver, many do not recover, or only 

partially, while about a fifth of these patients has episodes lasting more than a year and the 

relapse rate is high, in particular in those patients who achieve only partial remission (Brilman 

et al. 1992; Ormel et al. 1993; Lin et al. 1998; Tiemens 1999; Simon 2000; Brink et al. 2002; 

Os et al. 2006). In sum, the need for more effective treatment of patients with major 

depression in primary care is clear. However, it is less evident how this improvement can be 

realized: which interventions or strategies should be used in order to attain better long-term 

patient outcomes in this setting ?   

In the present paper, we critically review a number of approaches that have been 

designed and tested to improve routine care for depression in primary care. The leading  

question is: is this method effective in improving long-term (beyond six months) depression 

outcomes in primary care patients? We explicitly searched the literature for clues as to which 

intervention succeeds in achieving recovery and in maintaining this over time, as shown by 

reduced rates of depression relapse, recurrence and persistence. We identified four 

approaches, which will be briefly introduced here.  

1: The first and historically oldest strategy focuses on education and training of PCPs 

( paragraph 3.1). This is based on the assumption that education will change PCP behavior, 

improve skills in patient care and thereby also enhance clinical outcomes.  

2: A second strategy explores ways in which PCPs can be supported in their 

diagnosis and management of depressed patients (par. 3.2). This includes brief 

psychological interventions by other primary care providers such as counsellors and 

collaborative care models where patient care is shared (through feedback and consultation) 

with mental health professionals such as psychiatrists and psychologists.  

3: The third and most recent strategy not only addresses the contents of depression 

care itself but also the broader care context in which this treatment is usually delivered (par.  

3.3). This has involved explorations of potentially more effective ways of organizing and 

delivering support to PCPs and includes studies in which nurses or case managers are 

employed to provide services such as patient education and monitoring of patients‘ progress 
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and treatment adherence, and comprehensive quality improvement programs which not only 

include training packages for PCPs and other qualified staff members, but also offer regular 

patient follow-up monitoring contacts and improved access to specialist care, if necessary.  

4: Also of recent date is the fourth strategy, characterized by the integration of 

depression relapse- and recurrence prevention strategies into treatment from the start (par. 

3.4) . Given the high risks of depression becoming a recurrent or persistent disorder even 

despite recognition and treatment, further targeting of treatment to individual patients seems 

a rational way to improve long-term patient outcomes, but studies evaluating these 

interventions for patients considered to be prone to relapse and recurrence are still rare. The 

few studies that have been conducted will be looked at in more detail.  

In the final section of this paper (par. 3.5) we will look outside of the primary care 

setting to examine approaches used in outpatient and convenience patient samples and 

inspect these on their potential for improving long-term outcome of depression.  

 

2  Methods 

 

2.1 Search procedure 

We conducted a systematic literature search. First, we searched in major electronic 

bibliographical databases, i.e. Medline, Pubmed, PsycLIT, PsycINFO, Current Contents and 

the Cochrane Library, to identify studies on depression treatment in primary care settings. 

Central search terms were major depression / depressive episode; primary care treatment; 

and randomized controlled (clinical) trial. These were coupled separately with the following 

terms: course; outcome; chronicity (persistence) ; recurrence; relapse; remission; recovery; 

long-term management; psychotherapy; antidepressant medication; relapse prevention; 

intervention. Secondly, we collected the available professional Guidelines and major meta-

analyses and reviews published on the subject. By means of the 'snowball-effect' (i.e. using 

references in the published articles) we retrieved additional publications that were examined 

for possible inclusion. Finally, in the third part of the literature study we expanded the search 
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strategy to include literature on patient outcomes of PCP educational programs and of 

targeted approaches used in other care settings (outpatient, convenience samples) to 

improve long-term depression outcomes.  

 
2.2. Selection criteria  

We included studies if they were randomized controlled trials (RCTs) conducted in primary 

care and reporting at least six months patient outcome data of psychological treatments or 

supportive interventions for major depression (MD; DSM, APA 1994) or depressive episode 

(ICD-10; WHO 1992). Studies comparing effectiveness of psychotherapy and 

pharmacotherapy with care as usual (CAU) by the primary care physician were included, but 

not studies that examined effects of antidepressants (AD) only. Several good quality reviews 

and meta-analyses on this latter subject are available (e.g. Mulrow et al. 2000; Simon 2002; 

MacGillivray et al. 2003; Arroll et al. 2005). Furthermore, studies had to be conducted in the 

adult population (≥ 18 years) and we excluded studies limited to selected patient groups such 

as the elderly. Finally, publications had to be available in English.    

 

The quality of the trials was assessed as follows. Depression diagnosis had to have been 

established by a standardized measure, preferably a structured interview. In the absence of a 

research diagnosis, symptoms assessed by reliable and valid (self-report) questionnaires 

had to be reported. We required that all interventions, the study design, randomization 

procedure and treatment assignment, as well as patient recruitment and attrition were 

described adequately. Also, the main outcome analyses should have covered all patients 

initially included in the research, hence on an intention-to-treat basis.  

 
2.3 Presentation  

We present the results in the form of a narrative review, which we consider to be more 

informative on the interventions than a meta-analysis or a systematic review, and thus better 

suited for our purposes. All study reports were summarized with regard to size and 

composition of the research population, patient selection, setting, outcome variables, 
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measuring instruments, contents and format of the intervention, and the actual depression 

outcomes observed at the follow-up assessments, if available. This information will be 

presented in the next section (paragraphs 3.1 - 3.4) that includes three tables outlining the 

main study characteristics, format and contents of the interventions and key results on 

depression outcome.  

 
3. Improving long-term outcome of depression in pri mary care  

We identified four approaches.  

 
3.1 Training primary care physicians  

Historically, the oldest wave of efforts to improve depression outcomes in primary care 

focuses on education and training of PCPs. Developing and disseminating evidence-based, 

standardized management guidelines are essential in this approach. Several strategies to 

promote guideline concordant behaviour can be distinguished, ranging from simply 

distributing these guidelines to all registered practicing PCPs to comprehensive postgraduate 

training and implementation programs (Thompson et al. 2000; Baker et al. 2001). However, 

evidence for the underlying assumption that educating physicians will by definition improve 

depression outcomes of their patients has long remained inconclusive because many studies 

mainly addressed physician behavior and other process outcomes (Kroenke et al. 2000; 

Hodges et al. 2001; Gilbody et al. 2003). It is now clear that studies that have evaluated 

clinical effectiveness, generally show that these programs are well received but fail to 

achieve substantial or enduring improvements in depression outcomes (Lin et al. 1997; 

Tiemens et al. 1999; Worrall et al. 1999; Brown et al. 2000; Thompson et al. 2000; Os et al. 

1999). For that, more elaborate strategies seem warranted.  
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3.2 Supporting the PCP : Enhanced treatment and col laborative care  

Key characteristic of the second strategy to improve treatment of depression in primary care 

is the involvement of other (mental health) professionals. Enhanced treatments include brief 

psychological interventions by other primary care providers such as social workers and 

counsellors, and collaborative care models, in which psychologists deliver (brief) 

psychotherapy, psychiatrists provide consultation on diagnosis and medication management, 

and nurses educate patients in problem-solving skills or monitor adherence to antidepressant 

medication. We identified eight studies about this approach that fitted our criteria: 1 on 

consultation liaison psychiatry, 4 studies on counselling and 3 studies on psychotherapy. 

These studies will be described in this section; main characteristics and findings are 

summarized in Table 1.  

 
 
Legend of abbreviations  
 
General:   
FU = follow-up; sx = symptoms 
 
Treatment:    
GP = general practioner; PCP= primary care physician; MD=Major Depression;  
PN = Practice Nurse; UC = usual care ; AD=antidepressant medication; COUN=Counselling; CBT= Cognitive 
Behavioral Therapy; CT = Cognitive therapy; CLP = Consultation Liaison Psychiatry ; CM= care management 
;DRP= Depression Recurrence prevention ;  
FB= feedback; FCM= Feedback & Care Management ;  GC =  generic counselling ; 
IPT= Interpersonal therapy; NDC = non-directive counselling; NTC = Nurse Telehealth Care ; PC= Psychiatric 
Consultation; PST= Problem Solving treatment ; SWC= Social Work Counselling; PDC = Psychodynamic 
counselling; QEC =Quest Enhanced Care;  
QI = Quality improvement ; QI-M= Quality improvement – focus on medication; QI-T= Quality improvement with 
focus on Therapy 
 
Outcome measures :  
BDI= Beck Depression Inventory; CES-D= Center for epidemiologic studies–Depression scale ; CIDI= Composite 
Diagnostic Interview Schedule; SCID= Structured Clinical Interview; CIS=Clinical Interview Schedule; HAD = 
Hospital Anxiety and Depression scale; HRSD=Hamilton Rating Scale for Depression; HAM-D = Hamilton 
depression scale ;  
IDS = Inventory of Depressive Symptomatology; PSE= Present State Examination; RDC=Research Diagnostic 
Criteria; SCL-90: Symptom Checklist.  
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Author(s) , year,  
country   

Conditions  Treatment 
number & 
duration  

Patient selection; 
inclusion criteria  

Patient sample  Depression outcome measures & 
criteria  

CONSULTATION  LIAISON  PSYCHIATRY  (CLP)    

 
Katon et al,   
1995 & Lin et al, 
1998, 1999 
 
USA  

 
1: CLP ;  n = 108 
 
2: UC ;    n = 109 
 

 
Acute phase:  
8 weeks 
 
Continuation 
phase: 3 - 7 mths 

 
By PCP  
 
Depressed, willing to use AD 
 
 

 
N = 217   
 
78% ♀, mean age: 47  
 
 

 
Diagnosis: MD according to IDS  
 
Improvement :  
≥ 50% change in IDS     
≥ 50% improvement in SCL-90 depression   

COUNSELLING       

 
Corney,  
1984 ; 1987 
 
UK  
 
 

 
1: Social Work Counselling (SWC);  
n = 41 
 
2: UC    ;  n = 39 

 
Max. 6 months;  
actual number not 
clear 

Identification by GP: women 
18-45 presenting with 
depression (symptoms either 
appeared or intensified in 
previous  3 months)  
 
Inclusion by psychiatrist : 
CIS depressive symptoms + 
clinical severity rating ≥ 2 

 
N = 80 
 
100 % ♀ , mean age: 29 
 
  

 
CIS Severity rating , range 1 – 5 
 
Improvement :  
Follow-up CIS severity rating ≤ 1 
   

 

Ward et  al, 2000;  
&    
King et al, 2000; 
 
UK  
 

 

  

 
1:Non-Directive Counseling (NDC)   
2: Cognitive Behavioural Therapy (CBT)   
3: UC 
 
Randomised between all  treatments:  
n= 197; NDC:  67, CBT: 63, UC: 67  
 
Randomised between 2 treatments:  
n = 130 ; NDC : 59, CBT: 71 
 
Preference: n = 137;  
NDC: 54, CBT: 81, UC: 2 

 
NDC: mean 6.4 
sessions 
 
CBT : mean 5 
sessions 
 
UC: mean 9.1  
contacts 
 

 
Identification by GP: 
diagnosis of depression or  
mixed depression/anxiety 
& psychological intervention 
indicated.  
 
BDI score  ≥ 14 
 
No current AD use 
No psychological therapy in 
past 6 months 
 

 
N =  464   
 
77 %  ♀, mean age : 37 
 
62 % MD  
( including 24% mixed anx / 
dep) 

 
Diagnosis ICD-10 ; CIS   
 
BDI  
 
Improvement : positive change in mean BDI 
scores  
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Author(s) , year,  
country   

Conditions  Treatment 
number & 
duration  

Patient selection; 
inclusion criteria  

Patient sample  Depression outcome measures & 
criteria  

 

Chilvers et al,  
2001 
 
UK   
 

 

 

 

 
1:  Generic Counselling (GC)  
- randomised: n = 52 
- preference:  n = 140 
 
2: AD by own GP 
- randomised: n = 51 
- preference:  n = 80 
  
 

 
GC:  6 sessions  
actual number not 
clear 
 

 
Identification by GP 
(checklist) ;  
 
mild to moderate MD  
 
 

 
N = 323 
 
75  % ♀, mean age: 37 
 
GP rating of severity:   
mild: 24%  
moderate: 66%   
severe: 7 %   
 
 

Diagnosis: RDC criteria ; BDI; GP casenotes 
 
Time to remission;  
Remission : BDI < 10, RDC ≤ 4 or clear 
documentation in GP notes that patient was well; 
 
Relapse: deterioration within 6 m of remission 
 
Global outcome rating by psychiatrist using all 
data sources:  good = response to treatment 
within 8 wks& staying well; moderate = slow 
response to treatment but remained well or well 
initially but became unwell later; poor =remained 
depressed 

 

Simpson et al,  
2003   
 
UK   
 

 

 
1: Psychodynamic Counselling (PDC);  
n= 73; 
 
2: UC:    n=72 

 
PDC:   
6 -12 sessions  
 
mean: 5 sessions; 
88% at least 1 ;  
74% ≥ 4 

Initially referral by GP but 
changed to screening 
because of slow referral rates  
 
chronic depression: 
BDI ≥ 14   ; Duration ≥ 6 
months but < 5 years  
 
Exclusion of difficult or hard to 
treat patients (?) 

 
N = 145  
 
80  % ♀, mean age: 43 
 
Note: mean BDI higher in 
PDC at inclusion 
 

 
BDI  
 
Chronic MD: BDI ≥ 14   
mild to moderate depression: BDI 14 - 23;  
severe: BDI ≥ 24  
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Author(s) , year,  
country   

Conditions  Treatment 
number & 
duration  

Patient selection; 
inclusion criteria  

Patient sample  Depression outcome measures & 
criteria  

PSYCHOTHERAPY      

 
Schulberg et al,  
1996 
 
USA 

 
1: IPT  acute (16 sessions 1/ wk)   + 
continuation (4 sessions 1/mth) ; n = 93 
 
2: AD acute (bi- weekly visits during 16 
wks) + continuation (4 visists / 1 month) ;  
n =  91 
 
3: UC;   n=  92 

 
 

8 months 
 
IPT: 51 %  
completed  
acute phase; of 
those , 83% 
completed contin.  
 
AD: 55 % acute 
phase, of those 
60% completed 
continuation 

 
3 phase assessment:  
screening; interview;  
final selection by psychiatrist 
 
MD &  HRSD > 12 

 
N = 276 
 
83 % ♀ , mean age:  38 
 

 
Diagnosis: DSM-III-r MD + HRSD 
 
Recovery: HRSD < 8 
 
Partial recovery: HRSD > 8 < 13 
 
No recovery: HRSD > 12 

 
Scott et al,  
1997;  
 
UK 

 
1: brief Cognitive Therapy ; n =24 
 
2: UC; n = 24 

 
6 weeks 
 
CT mean number 
of sessions : 7  
 

 
Referral by GP;   
Eligibility determined by 
psychiatrist:  
MD &  BDI > 19 
 

 
N = 48 
 
67% ♀, mean age: 41 
 
mean duration: 8.6 months;  
60% recurrent  

 
Diagnosis: DSM-III-r  
 
Improvement : changes in BDI, HRSD 
 
Relapse: authors refer to NIMH criteria but 
provide no clear definition  

 
Katon et al, 1996 
&  
Lin et al 1998, 
1999 
 
USA  
 

 
1: brief CBT ; n= 77 
 
2: UC ;  n = 76 

 
CBT: 6 wks, 4 - 6 
sessions 
 
FU monitoring : up 
to 24 wks after last 
session  

 
By PCP 
 
Depressed, willing to use AD 
 
 

 
N = 153 
74 % ♀, mean age: 47 
 
MD : 43 %  
 

 
SCL-90 depression scale:  ≥ 50% improvement 
 
IDS symptom severity:  ≥ 50% improvement 
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Table 1: Enhanced treatment and collaborative care programs continued, part B  
 
 
Author/s  

 
last FU assessment  
+ attrition 

 
Results: Depression Outcome  

 
Conclusions  

CONSULTATION  LIAISON  PSYCHIATRY   (CLP)   

 
Katon et al, 
1995 &  
Lin et al, 1998, 
1999 
 
 

 
19 months 
 
response ?   

 
7 months (MD patients only):  
Improved ≥ 50% on SCL depression scale:  
CLP : 75 % , UC: 44 % 
 
At 19 months : no differences in relapse rates and 
depressive symptoms 

 
At 7 months, more improvement in CLP patients 
 
At 19 months: no differences  

COUNSELLING     

 
Corney  

 
 

 
6 months  
 
100% , n = 80 

 

 
Improvement : SWC: 68 % , UC:  62 %   
 
Link with duration: 72% of SWC-patients whose sx had 
intensified benefited vs. 45 % of  SWC with new 
depression 

 
SWC no more effective than UC  overall ( improvement rate 65 %) ;  
 
SWC  more effective than UC for more chronic depression 

 
Ward et al  
& King et al  

 
12 months 
 
response : 81 % ,  n =  

 

 
Faster resolution of depressive sx by both NDC & CBT 
at 4 months;  
At 12 months: no differences    
 

 

 
NDC and CBT equally effective and superior to UC at 4 months  
 
Neither NDC nor CBT more effective than UC in symptom reduction over 12 months 
 
Treatment preference not related to clinical outcome 
 

 
Chilvers et al,  
2001 
 

12 months 

response:  64 % ( n= 207) for 
questionnaires,  96 %  

( n=311) for GPcase note 
reviews   

 

 
Remission:  68 %  -  similar in each group  
 
Time to remission (median) : 3 months; for AD: 2 mths   
 
Relapse: 15 %     
 
Global outcome rating by psychiatrist:   
good : 33 %, moderate: 31 %, poor: 37 % 

 
GC and AD equally effective, time to remission slightly shorter with AD  
 
No remission in 32 % and of those remitted, 15% relapsed within 1 year 
 
No difference in psychiatrist’s overall outcome assessment between any of the groups 
  
Treatment preference not related to clinical outcome 
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Author/s  

 
last FU assessment  
+ attrition 

 
Results: Depression Outcome  

 
Conclusions  

 
Simpson et al,  
2003 
 
 

12 months   

 
80% , n  = 115 
 

 
Not  recovered ( still a case):   
all patients:  PDC:  48 % , UC : 64 %  
depression of mild-moderate severity: 32 % vs 57 %;  
depression of higher severity: 20 % in both PDC + UC 
 
Improvement in mean BDI scores:  
PDC:  6.7  (22 -> 15.3) ; UC: 4.7 (19.7 -> 15)  

  
More recovery with PDC   
 
No differences in improvement of depressive symptoms 
  

PSYCHOTHER  APY   

 
Schulberg et al,   
1996 
 

8 months 

n = ?   

  

 
Recovery:        Partial recovery:     No recovery:         
IPT: 46 %           35 %                     19  % 
AD: 48 %            27 %                     25  %  
UC: 18 %            34 %                     48  % 

 
IPT and AD more effective than usual care  
 
No significant outcome differences at any time point between IPT and AD  

 
Scott et al , 
1997 

 

 
58 weeks  
 
50%  
CT:  n = 16 ( 33% drop out ) 

UC: n =   8 ( 66 % drop out ) 

 
Recovered at 7 wks : CT: 63 %, UC:  34 %   
 
Relapse:  CT: 7 % , UC: 50 %   
 
Mean HRSD score at w 58 lower in CT patients  

 
CT patients recovered earlier  
 
trend towards fewer relapses and greater symptom reduction over FU with CT 
 
But: small numbers and high , differential dropout 
 

 
Katon et al, 
1996 &  
Lin et al, 1998, 
1999 

 
19 months  
 
n = ?  
 
( 7 months: 77 % ,  n = 117)    

 
At 4 months (  MD patients only) :  
MD diagnosis :  CBT: 7  % , UC : 23 % 
 
At 7 months: Improved ≥ 50% SCL depression scale:  
CBT: 70 %, UC: 42 %   
 
19 months : similar relapse rates and symptoms  

 
7 months: greater improvement with CBT  
 
19 months: no differences  
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Consultation Liaison Psychiatry (CLP)  

We found one study examining the potential value of CLP for depression treatment in primary 

care. Katon and coworkers (1995 ) report results of a collaborative care RCT which included 

a comparison of co-management by a psychiatrist and a PCP, with depressed patients 

alternating visits in combination with psycho education and AD monitoring by the psychiatrist 

with usual care. PCPs in the CLP–arm were also offered education and case by case 

consultation. Forty-two percent of included patients were classified as having MD. Seven 

months later, CLP-patients with MD showed greater improvement in depressive symptoms 

overall than those randomized to usual care. No data is provided on recovery or persistence 

of MD.  

 

Counselling  

Four counselling studies fitted our inclusion criteria; two of them incorporated patient 

preference arms in the design. All four were from the United Kingdom (UK), reflecting the fact 

that counselling has become commonplace in primary care in this country. General 

practioners use the assistance of counsellors for a range of psychosocial and psychological 

problems, including depression (Churchill et al. 1999; Bower et al. 2000, 2002). Counsellors 

come from diverse professional backgrounds and use a variety of models and techniques. 

Next to the key element of ”reflective listening to enable the patient to resolve their own 

difficulties“ (from the formal counselling definition used for the Cochrane review by Bower 

and coworkers, 2002: p.5), counselling as developed within the context of the UK healthcare 

system may also include the use of psychotherapeutic techniques, more directive advise and 

the provision of practical help to address the patients’ problems.  

 The social work counselling (SWC) in the trial by Corney (1981, 1984, 1987) was 

provided by social workers already attached to the health centers involved. No specific 

guidelines were given. Counsellors were instructed to see their clients on a regular basis and 

to use a flexible, broad approach, tailored to the needs of the patients. After six months, 
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SWC was found no more effective than usual care (UC), but women with more chronic 

depression benefited more from the input of SWC than from UC, while for women with a 

more recent onset of depression the reverse was true. Thus, there were indications that 

differential outcome was linked to the chronicity of the patient’s depression.   

 Ward and co-workers (2000; King et al. 2000) compared effectiveness of non-

directive counselling (NDC) relative to effects of cognitive behavioral therapy (CBT) or usual 

care. Eligible patients who refused random assignment were given a choice between the 

treatments; most preferred CBT. After 12 months, no meaningful differences in outcome 

were found between the treatment groups.  

 Chilvers and associates (2001) compared generic counselling (GC) with 

antidepressants (AD). Again, there was no specific treatment protocol: counsellors could use 

whichever approach they believed was most suitable for their patients, given the diagnosis of 

depression. In this trial only one third of the participants agreed to the randomized treatment 

assignment; the majority of those in the preference arm chose counselling over AD. Main 

results were that after one year there were no significant differences between treatment 

groups and also that receiving the treatment of preference was not related to depression 

outcome.  

 Finally, the trial by Simpson and co-workers (2000, 2003) evaluated effectiveness of 

psychodynamic counselling (PDC) and usual care for patients with chronic depression. As far 

as we can establish, the PDC was not specifically provided to address the persistent nature 

of depression. Rather, these patients were chosen because of the constant workload they 

present for GPs, in terms of time spent in consultation and as high consumers of 

psychotropic drugs. After one year, more PDC than UC patients had recovered. Thus, this is 

the only study that showed counselling to be more effective than usual care.  

 

Psychotherapy 

Four studies fitted our inclusion criteria, among them the study by Ward and colleagues that 

was also presented under the heading of counselling. Two of the therapy studies were 
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carried out in the UK and two in the United States of America (USA). Therapies that were 

tested are: interpersonal therapy (IPT; 1 study), cognitive therapy (CT) and cognitive 

behavioral therapy (CBT; 2 studies).  

 

IPT was developed by Klerman and colleagues (1984) as a therapy for improvement of 

interpersonal skills and coping. The purpose of IPT for depression is to alleviate symptoms 

and improve interpersonal functioning by clarifying the problem areas associated with onset 

of depression, followed by refocusing and choosing alternative, more effective strategies for 

dealing with these stressors (Weissman & Markowitz, 1994).  

 The RCT carried out in the USA by Schulberg and coworkers (1996, 1998) compared 

effectiveness of IPT for depression treatment in primary care with antidepressants and usual 

care by the PCP. The IPT consisted of manual-based acute phase and continuation therapy 

over eight months. At the end of treatment, significantly more patients in both the IPT and AD 

arms of the trial had recovered, compared to those receiving UC. IPT was equally effective 

as AD at any time point in these 8 months. However, compliance with IPT was low, with only 

42 % of the patients actually following the full IPT protocol.  

 

CT and CBT aim at modifying negative thoughts and beliefs and thereby also change 

behavior that might be dysfunctional and contributing to (maintenance of) depression. CBT is 

intended to be time-limited, relatively brief, active, directive, focused on current problems and 

dysfunctional thinking (Hammen 1997). Key ingredients are ‘thought-catching’ (identify 

automatic negative thoughts and challenge these) and behavioral activation.  

Among the included studies is the trial of Ward and colleagues that found similar 1-

year outcomes for CBT, NDC and UC. The study by Scott and colleagues (1997) examined 

whether brief CT had excess benefits over UC. On the short-term this proved to be the case, 

and there was also a trend towards lower subsequent relapse rates over the next year. 

However, findings from this study should be treated cautiously since it suffered from small 

numbers and high treatment drop-out rates.  
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  In the USA , Katon and co-workers  (1996) developed a structured program in which 

PCPs cooperated with psychologists who provided brief CBT. Additional components of this 

collaborative care approach were patient education (including a video and book) and 

monitoring of AD adherence ; patients were only included if they were willing to use AD. Of 

the total sample, 43% met criteria for a baseline MD diagnosis. Main findings of a follow-up 

after 7 months show that for these patients the CBT/co-management intervention resulted in 

greater symptom improvement than UC. No information is available on recovery or on the 

proportion of patients still meeting MD criteria at this point.  

 

Long-term effects of collaborative care with CBT or  CLP (combined cohorts)  

Additional information on long-term outcome of patients with MD who participated in the 

Katon et al trials evaluating effectiveness of co-management by either a psychologist or a 

psychiatrist , is provided in two papers by Lin and others. In the first (Lin et al. 1998) , relapse 

rates are presented for patients that did not satisfy DSM criteria for MD at 7 months (n=251). 

Relapse was defined as satisfying DSM-criteria at the 19-months assessment or reporting an 

interval episode in the interval between 7 and 19 months. 37% of all patients in this combined 

cohort had experienced a relapse and this proportion was similar in the collaborative and 

usual care patients. Also, relapse rates did not differ between patients from the original CBT 

or CLP treatments. Retrospectively, patients who relapsed had had significantly more 

persistence of depressive symptoms at 7 months.  In the second paper (Lin et al. 1999) the 

focus is on outcomes for a sample consisting of patients that had a diagnosis of MD at study 

entry (n = 116). Findings show that there were no differences in depressive symptomatology 

at 19 months FU between the patients who had received the enhanced treatment (i.e.: with 

CBT or CLP) and those that had received usual care. Since short-term outcomes had been 

better in the collaborative care patients, the conclusion is that these failed to persist.  
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Conclusion 

While enhanced treatment and collaborative care often resulted in improved short-term  

outcomes, this did not seem to prevent major depression from becoming a persistent 

disorder – whether by lack of remission, or by relapse or recurrence following initial recovery. 

None of the studies provide solid evidence for improved long-term effectiveness over usual 

care.  

Two of the included studies incorporated patient preference arms in the design, to 

allow potential participants with a strong treatment preference to be allocated to their 

treatment of choice. This was done in an attempt to overcome difficulties in recruitment and 

selective treatment drop-out, problems often encountered in the implementation of 

randomized treatment trials (Fairhurst & Dowrick 1996; Hunt et al. 2001 ). Results showed 

that in neither of these studies choice of treatment conferred additional benefit on outcome.  

 

3. 3 Organizational quality improvement  

The need for better coordinated care and for more systematic, active patient follow up to 

monitor progress over time, can be identified as central themes in recent approaches to 

improve long-term depression outcomes (Badamgarav et al. 2003; Gensichen et al. 2006). In 

recognition of the potentially recurrent or persistent nature of MD, principles of chronic illness 

management (Tiemens 1999; Andrews 2001; VonKorff et al. 2002) have become more 

integrated in acute phase treatment. Strategies have been developed and evaluated which 

not only address the contents of depression treatment, but also the context and organization 

in which this treatment is delivered. Several potentially more effective ways of delivering 

depression care within the primary care setting have been examined. Six studies, all from the 

USA, fitted our criteria and will be presented in this section (see table 2).   
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Table 2 : Quality Improvement of Depression care  
 
 
Author(s) , year  
country 
 

 
Interventions , control 
conditions 

 
Treatment  
Duration, number  

 
Patient selection;   
Inclusion criteria 

 
Patient sample 

 
Outcome measures & criteria 

 
Hunkeler et al, 
2000 
 
USA  

 
1 : NTC ; n = 117 
 
2: NTC + peer support ; n = 62 
 
3: UC;  n = 123 

NTC: 16 weeks 
mean number of  calls per 
patient: 10 
 
Peer support: (at least)  6 
months; 68% had at least 1 
contact with volunteer 

Referral by PCP or nurse 
practioner 
 
PCP diagnosis of MD or 
dysthymia 
 
Willing to start AD treatment  
 

 
N = 302 
69% female, mean age:  55 
 
  

 
Improvement :  
50% improvement on mean HRSD and / or 
BDI    

 
Simon et al,    
2000 
 
USA  
 

 
1: FB ;   n = 221 
 
2: FCM; n = 196 
 
3: UC;  n = 196 

 
16 weeks 
1:  reports after 8 and 16 wks ;  
2: as 1) + 3  telephone calls (at 
inclusion and after 8 + 16 wks);  
93% completed   

Selected from pharmacy 
records by researchers  
 
Diagnosed with depression and 
starting new AD treatment (i.e.  
no AD in previous 120 days)  

 
N = 613 
72 % female, mean age: 47  
 
 

 
MD: SCID –Depression module  
 
Improvement: ≥ 50% in SCL-20 

 
Simon et al,    
2004 
 
USA  
 
 

 
1: FCM ; n = 207 
 
2: FCM + telephone brief CBT; n = 198 
 
3: UC;  n=195 

 
20 weeks 
FCM: 3 calls + personalised 
mailed feedback ; 85%  
completed all 3 calls 
 
FCM+CBT: 84 % completed ≥ 4 
CBT sessions 

Selected from pharmacy 
records and visit registration;  
 
Current depressive sx of 
moderate severity , 2-4 wks 
after starting new AD treatment   

 
N = 600 
75% female, mean age: 44 
 
 

SCL depression scale 
 
Patient rated global improvement 
 
at least 50% improvement in SCL-
depression score 
 
rating of (very) much improved  
 

 
Dietrich et al, 
2004 
 
USA  
 

 
1:  CM;  n = 224 
 
2:  UC;  n  = 181 

6 months   
monthly and as needed 
telephone support calls from 
caremanagers 
64%  ≥ 1 FU call in first 3 m; 
59%  ≥ 1 FU call between 4-6m 
 

 
MD and/or dysthymia 
 
Starting or changing depression 
treatment   
 

 
N =  405 
80 % ♀;  mean age: 42 
 
MD: 79 %  
MD & Dysthymia: 20 % 

 
Diagnosis: DSM-IV   
Severity of symptoms : HSCL-20   
 
Response to treatment: ≥50 decrease in 
HSCL-score;  
Remission: HSCL score < 0.5 
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Author(s) , year  
country 
 

 
Interventions , control 
conditions 

 
Treatment  
Duration, number  

 
Patient selection;   
Inclusion criteria 

 
Patient sample 

 
Outcome measures & criteria 

 
QUEST  
 
Rost et al 2001  
 
USA 
 
 

 
1: QEC ; n = 239 
 
2: UC ;    n=  240 
 
 

 
93 % at least 1 session with 
nurse;  
mean number of contacts in the 
8 wks after index visit: 5.2   
 

 
Screening  
 
MD   
 

 
N =  479 
84%  female, mean age: 43  
 
 
New treatment : n =189 ; 
recently treated: n= 243  

 
CES-D (modified) 
 
DSM-IV 
 
Improvement : decrease in mean CES-D  
 

 
Partners in 
Care   
 
Wells et al  
2000, 2004; + 
Sherbourne et 
al 2001; 
 
USA 
 
 

 
1: QI-M;  n =  424 
 
2: QI-T ;  n =  489     
 
3: UC ;   n  =  443 
 

 
12 months  
 
QI- M: 6 - 12 months 
 
QI-T: 12-16 sessions of CBT; 
most used open group CBT  
 
brief CBT (4 sessions) offered 
for minor depression  
 

 
Screening  
 
screen positive = probable MD 
 
  
 
 
 
 
 
 
 

 
N = 1356 
71 % ♀;  mean age: 44 
 
MD:  41 % 
MD & Dysthymia: 11 % 

Screen : CIDI stem questions (  ≥ 2 wks of 
depressed mood or loss of interest during 
last year or persistent depression over the 
year plus at least 1 week in past month)   
 
Diagnosis:  
CIDI  ( baseline &  24 m FU)   
 
probable MD (other FU’s ) :  
modified screener i.e.: referring to prior 6 
months and without dysthymia item ;  
 
Depressive symptoms : CES-D  
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Table 2 :  Quality improvement continued, part B  

Authors  
 
F-U last assessment 
+ attrition 
 

RESULTS:  Depression outcome  Conclusions                                                                           

 
Hunkeler et al, 
2000 

 
6 months 
  
85%  (n = 256 )  
 
 

 
≥ 50% improvement  
            HRSD:           BDI:  
NTC * :  57 %            48  %   
UC :       38 %            37 %      
* Both NTC interventions combined in main analyses  

 
NTC superior to UC in symptom reduction measured by HRSD but of marginal benefit in 
BDI-scores;  
 
No additional effects of peer support to NTC  

 
Simon et al ,  
2000 
 
 

 
6 months,  
 
94%  ( n = 575) 

 

≥ 50% improvement in SCL: 
FB:    43  % ; CM:   55  %;  UC: 40  % 
 

Probability of persistent MD at 6 m :  
FB:    15 % ;  FCM:   8 % ; UC: 15 %  

 
FCM more effective than FB only and than UC :  

- more improvement in depressive sx 
- lower probability of persistent MD 6 months after start of AD treatment 
 

FB only:  no more effective than CAU  

 
Simon et al,    
2004 

 
6 months,  
 
89%  ( n= 532) 

 
≥ 50% improvement in SCL: 
FCM: 51 %; FCM+CBT: 58 % ; UC: 43 % 
 
Patient rated improvement:  
FCM: 66 %; FCM+CBT: 80 % ; UC: 55 % 
 

 
FCM with brief CBT more effective than FCM  on itself  
 
FCM with brief CBT more effective than UC   
 
FCM and UC equally effective   
 

 
Dietrich et al, 
2004 
 

 
6 months  
 
80% ( n= 325) 

 
Response to treatment: CM: 60 % , UC: 47 %  
 
Remission:  CM: 37 % , UC: 27 %  

 
Outcome effects modest but better for patients in CM practices  
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Authors  
 
F-U last assessment 
+ attrition 
 

RESULTS:  Depression outcome  Conclusions                                                                           

Rost et al ,  

2001  

 

 
6 months  
 
90%  ( n= 432) 
 

   
Mean reduction in CES-D scores :  
QEC: from 56 -> 37.9 =18.1 ; UC: from 55 -> 42.8 = 12.2  
 
Decrease in CES-D in patients with new treatment episode : 
QEC : 21.7 vs. UC: 13.5  
 
Decrease in CES-D in recently treated patients: 
QEC: 14.5 vs. UC: 11   
 

 
More improvement in depressive symptoms in QEC patients 
 
But : no effects in patient already receiving treatment at inclusion, who remained 
depressed  

Partners in 
Care  

2000, 2001, 
2004 

 

 
57 months  
 
73% ( n =  991 ) 

 
6 m FU probable disorder  : QI : 40 % , UC 50 %   
 
12 m FU probable disorder  : QI : 42 % , UC 52 %   
 
24 m FU current  MD :  
QI-M: 39 % ;  QI-T :  31 % , UC:  34 %  
 
57m FU , probable disorder:  
QI-M: 38 % ;  QI-T :  36 % , UC:  44 %  

 
6 and 12 m FU :  both QI approaches similarly improved clinical outcomes relative to UC 
 
24 m FU:  
-  more sustained benefit of QI-T    
-  no differences between rates of MD among QI-M and UC  
 
57 m FU:  
- QI-T significantly lowered rate of probable disorder relative to UC  
-  difference between rates of probable disorder in QI-M and UC not significant 
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Practice support by nurses or care managers  

Nurses played a central role in an intervention program called Nurse Telehealth Care (NTC), 

that was evaluated by Hunkeler and associates (2000) in the USA. In this intervention, 

nurses supported patients in adhering to their AD treatment and informed PCPs about the 

progress these patients made. Key element were regular telephone calls with the patients, 

scheduled in advance. There were two versions of NTC, with one also offering additional 

peer support by trained volunteers. No additional effects for peer support were found and 

both NTC versions were combined for the outcome analyses. At six-month follow-up NTC 

patients showed greater improvement in depressive symptoms than those randomized to 

UC. No data is provided on recovery or persistence of MD.  

 Simon and collegues (2000) found that a feedback and care management (FCM) 

program that included (written) feedback of computerized data on treatment, practice support 

by a care manager, and regular monitoring and follow-up of patients by telephone, of which 

PCPs received detailed reports, significantly improved six month patient outcomes over usual 

care. This approach was found to be more effective than (written) feedback to PCPs of 

computerized data from pharmacy and visits, which included algorithm based 

recommendations for treatment, on itself ; the latter did not yield any benefits at all over usual 

care. Probability of persistent major depression at 6 months follow-up was 15%  for FCM 

patients, compared with 8% in both routine care and the feedback only group.  

 More recently, the same research group reported results of another RCT (Simon et al. 

2004) in which effectiveness of a similar, updated version of the FCM intervention was 

compared with a version that included brief structured CBT, delivered by telephone. Six 

months FU findings showed that patients assigned to the care management plus CBT 

condition were significantly more likely to experience substantial improvement in depressive 

symptoms and greater self reported improvement than patients in both other conditions (FCM 

and usual care). However, in contrast to findings of the first study, no additional beneficial 

effects were demonstrated for the FCM over usual care .   
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 Dietrich et al (2004) report 6-month outcomes of a large RCT with randomization 

taking place at practice level. The intervention practices implemented a systematic approach 

to the assessment and management of depression (including dysthymia). Key elements 

included telephone follow-up of patients by a care manager (with background in primary care 

or mental health nursing) , support of this care manager and the PCP by a psychiatrist and 

increased attention to patient education and goal setting by the PCP. Brief training was 

provided to all involved parties; PCPs in the control practices were offered a 1 hour-course. 

Six months after inclusion, more patients in the care management practices were in 

remission (37% versus 27% of patients in UC practices). Interestingly , hardly any differences 

were found in the actual treatment patients had received during this period : of all patients 

about 80% had used an AD and around 25% were provided with some form of (unspecified) 

counselling. This suggests that the improved outcome could be contributed to the specific 

FU-monitoring elements of the intervention.   

 

Comprehensive practice-level  quality improvement s trategies 

Two studies in the United States developed and used elaborate practice-level strategies to 

improve detection and depression management.  

In the “Quality Enhancement by Strategic Teaming” (‘Quest’) intervention (Rost et al. 

2000; 2001 a+b) the roles of all members of community primary care practice teams in the 

care process were redefined. Administrative staff was trained to screen and recruit patients 

meeting criteria for MD. Nurses were trained to be able to provide clinical services, like 

assessing depressive symptoms, providing education, stimulating adherence to treatment 

and monitor progress over time. PCPs received a brief training in which they were 

encouraged to select the type of guideline concordant treatment (pharmacotherapy and/or 

psychotherapy) the patient preferred. Effects of this intervention were studied in a RCT with 

randomization taking place at the practice level. Twelve practices participated ; in each 

intervention practice two PCP’s, one nurse and one administrative staff member were 

trained. At six months FU, patients in I-practices showed more improvement in depressive 
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symptoms than patients treated in UC settings. However, this improvement was only found in 

the subgroup of patients that had started with a new treatment i.e. no AD in the past month or 

any specialty visits in the past six months). Moreover, the intervention did not have any effect 

on the outcome in patients with persistent symptoms, of whom almost 73% had used AD in 

the month before study inclusion. These patients (estimated by the authors to constitute 

approximately 56% of the sample) remained depressed: depressive symptoms in these 

patients declined less than 20%, even though the majority of them (82%) seemed to receive 

appropriate, guideline-concordant care.   

  

The Partners in Care study (Wells et al. 2000, 2004; Sherbourne et al 2001) is , as far as we 

are presently aware, the first quality improvement (QI) program at practice level to report on 

five year impact of the QI intervention relative to usual care. In the literature this study is 

described as a combination of expert intervention, local managed care organization 

involvement (mainly with organizing resources and finances) and provider behavior change 

strategies. Training of local staff of primary care clinics was used as a means to increase the 

percentage of depressed patients who would receive appropriate care. Partners in Care 

(PIC) offered a 2-day basic depression management training package to primary care 

providers, nurses and therapists. Moreover, PIC provided enhanced resources for either AD 

treatment, with access to a nurse care manager for six to twelve months of follow-up 

medication adherence support (QI-M) or to (individual or group) CBT by a study-trained 

therapist (QI-T). Control practices received copies of the guidelines, but no extra training or 

resources. All participating practices continued to have access to commonly available 

(primary care or specialist) mental health treatments. PCPs and patients were free to choose 

among treatments or to choose no treatment. The effects of both strategies were compared 

with those of usual care in a RCT, with randomization taking place at the practice level. 

Forty-two percent of the included patients had a baseline MD diagnosis, another 11% 

suffered from MD and dysthymia. After one year, both QI interventions had reduced 

depression more than usual care: 42% of QI-patients compared with 52% of UC-patients 
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(still) suffered from MD and/ or dysthymia. At the 2-year FU the therapy version of QI (i.e.: 

CBT) was found to have more sustained benefits than both other conditions when comparing 

rates of current MD (see table 2) . At the last reported FU five years after the study started , 

QI-T patients again had the lowest rates for probable depressive disorder.   

 However, interpretation of these results is complicated. By design, this study did not 

randomly assign patients to specific treatments but rather randomized opportunities for 

receiving appropriate care (Roth & Fonagy 2004). Actual treatment that patients received 

may not have been that different across conditions. In fact, all QI patients had access to CBT 

and service use data show that next to about 40% of QI-T patients, 30% of QI-M patients 

actually received at least 4 (group) CBT sessions in the first year, which was the period of 

active depression treatment. The researchers themselves state that there is no clear answer 

to the question why there were more long-term benefits of QI-T, compared with QI-M and 

usual care (Wells et al. 2004, p. 384) .     

 

Conclusion  

The QI strategies reviewed in this section primarily involve implementation of evidence based 

care on the level of primary care practices. They mostly include education for PCPs and 

other staff, and additionally provide either direct patient support or offer improved access to 

(AD or CBT) treatment. Findings show that the aid of these supportive services, and possibly 

also the involvement of other mental health specialists, may result in more favorable 

depression outcomes. However, of the six included studies only one provides outcome data 

beyond six months and only three present outcome findings in terms of remission or 

recovery; not one study reports on relapse or recurrence. Thus, at present there is only 

limited evidence for long-term effectiveness. Furthermore, interpretation of the findings is 

complicated by the great diversity and exact contents of the actual treatment that patients 

received.  

 Two studies deserve special attention. First, the study of Dietrich and coworkers, 

because results strongly suggest beneficial effects of the specific FU-monitoring elements of 
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the intervention, given that this was probably the only element which was truly different 

between treatments. Second, the PIC study , which is unique for it’s long follow-up and is 

very informative in demonstrating the course of MD over 5 years.   

 

3. 4  Interventions aimed at reduction of relapse, recurrence and persistence 

 of depression  

In evaluating depression outcomes, the central question to be answered should be which 

treatment not only alleviates the current episode but also protects best against relapse and 

recurrence. Sustained recovery should be an important goal of depression treatment, 

irrespective of the care setting in which the patient is seen (Keller 2003) . Therefore, 

indicated or selective preventive interventions, specifically targeted at those considered to be 

at high risk,  may be necessary. Risk-reduction strategies usually focus on factors directly 

associated with the disorder (such as residual depressive symptoms) or at enhancing 

protective aspects or circumstances, including self-management and coping. We found four 

studies, three from the USA , testing this approach in primary care. These will be presented 

in more detail in this paragraph. The studies are summarized in table 3.  

 Katon and coworkers (1999, 2002) evaluated an intervention targeted at patients with 

persistent symptoms of depression, despite their being treated with antidepressants for 6 to 8 

weeks (stepped collaborative care). Patients in the intervention group received psycho-

education and increased frequency of visits by a psychiatrist collaborating with the PCP (CLP 

as described in 3.2) . After six months, 44 % of I-patients and 31% of UC controls had 

recovered. However, only patients with moderate symptom severity at study entry (65 % of 

the sample; Walker et al 2000) were found to benefit from this shared care, while there were 

no effects for patients initially suffering from more severe symptoms. Sustained improvement 

during the next 2 years was found only in the CLP-patients with depression of moderate 

severity. No data on relapse or recovery is presented.  
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Table 3: Primary care interventions aimed at reduci ng risk of relapse, recurrence, chronicity 

 
Author(s) ,  
year  

Conditions  
 

Treatment 
duration  

Patient  
Selection  

Inclusion  
Criterion 

Patient sample  Outcome measures &  
criteria  

 

Katon et al, 
1999; 2002 
 

 

 

 
1: CLP : 2-4 visits with liaison 
psychiatrist; pharmacotherapy; 
monitoring of follow-up visits and AD-
adherence; patient education;  n =  114  
 
2: UC;  n = 114 

 
2 – 4 mths  of shared 
care and as-needed 
consultation available 
for PCP  
 
mean number of 
patient visits : 2.75 

 
By research team, 
based on 
automated 
registration, 
pharmacy and visit 
data  

 
Persistent symptoms  
after 6-8 weeks of AD;   
 
≥  4 DSM-IV MD 
symptoms +  SCL-20   

mean score ≥ 1   
 

 
n = 228 
  
74 % ♀ , mean age 47  
 
recurrent MD: 80%;  
dysthymia: 55%     
 

 
SCID  
 
SCL-20 
Severe depression: SCL > 2  
Moderate depression : SCL ≤ 2 
 
Recovery :  0 -1 DSM-IV MD sx  
 

 

Katon et al,  
2001 
 
 

 
1: Relapse Prevention Program (RPP) 
by depression specialist: n = 194 
 
2: UC;  n = 192 

 
1 year 

by research team, 
based on 
automated 
registration, 
pharmacy and visit 
data  
 
 

Recovered but at  high 
risk for relapse after 6-
8 weeks of AD:  
< 4 DSM –IV MD sx +  
≥ 3 prior episodes of 
MD or dysthymia; OR 
4 residual sx,  SCL-20 
mean score  < 1 and 
history of MD or 
dysthymia 

 
N = 368 
 
74% ♀, mean age: 46  
 
recurrent MD: 75%;  
dysthymia: %     
 
 

 
SCID  
 
LIFE interview 
 
SCL- 20  
Relapse/recurrence: meeting criteria for MD  
 
Recovery: Not meeting criteria MD 

 

Smit et al , 
2006  
  

 
1: DRP; n = 112 
 
2: PC+DRP; n = 39 
 
3: CBT +DRP; n = 44 
 
4: UC; n = 72  
 

 
Max. 36 months; 
92% of all 3 DRP 
patients attended 3 
sessions with 
prevention specialist; 
94% at least one   

 
3 stage procedure: 
referral by PCP,   
followed by 
screening and 
interview by 
researchworker  

 
Current MD  
(ipresent in last 2-12 
weeks)  

 
N = 267 
63 % female, mean 
age 43 
 
comorbid dystymia: 
8%  

 
Diagnosis : CIDI  
 
Recovery: no MD diagnosis  
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Author(s) ,  
year  

Conditions  
 

Treatment 
duration  

Patient  
Selection  

Inclusion  
Criterion 

Patient sample  Outcome measures &  
criteria  

 
Rost et al, 
2002 
 
 
 
 

 
1: Enhanced care with continuation 
phase (EC);  n = 115  
 
2: UC ; n = 96 
 

6 months plus max. 2 
year continuation  
94 %  at least 1 
contact during initial 
6-m EC; mean 
number of contacts: 
5; 83 % at least 1 
contact during  
continuation phase;   
mean: 7  

 
Screening  
 

 
DSM-IV MD  
  
new treatment episode  
at study entry  
 
persitent symptoms 
after 6 months of 
treatment 

 
N = 211 
84%  female 
Mean age: 43  
 
(EC patients sign 
younger: 40 vs. 47) 
  
73% recurrent MD;  
 
10% dysthymia in 
previous year 
 

 
Modified CES-Depression scale  
 
Remission : CES-D < 16 
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Table 3:  Primary care interventions aimed at reduc ing risk of relapse, recurrence, chronicit, continu ed part B:  
 
 
Author/s  

 
Last F-U   
& attrition 

 
RESULTS: Depression Outcome  

 
Conclusions 

 
Katon et al,  
1999; 2002 
 
 

 
28 months,   
 
75 % (n = 171)  
 

 
Recovery after 6 months : CC: 44 % vs. UC: 31 % 
 
Depression severity ( mean SCL-20 score) at 28 m:   
Overall: I: 1.16, C: 1.19 
moderate severity : 1.23 vs 0.88   
high severity:          1.16 vs 1.19 

 

At 6 months:  
-  significantly more intervention patients recovered ; I-patients recovered faster 
 
At 28-months:  
- continued improvement in I-patients in the moderate severity group     
- no outcome differences in the high severity group 
 

 

Katon et al,  
2001 
 
 

 
12 months 
 
85% ( n = )  
(RPP 90% , UC 79%) 

 
Relapse / recurrence rates: RPP: 35 % vs. UC:  35 %  
 
Depressive symptoms: SCL-20 scores of RPP-patients on 
average 0.08 points below those of UC patients  

 
-  no differences in overall rates of relapse / recurrence of MD over 1 year 
 
 -  modest intervention effect on depressive symptoms   
 
 

 
Smit et al, 
2006 

 
6 months 
 
85% ( n = 226)   

 
Recovered : overall 67%  
DRP: 61%, PC+DRP: 79%; CBT+DRP: 70% ; UC: 68%  
 
Depressed full 27 weeks:  
DRP: 20%, PC+DRP: 6%; CBT+DRP: 15 % ; UC: 17%  
   

 
DRP did not result in better 6-month outcomes over UC  
 
No evidence for added beneficial effects of additional CBT and PC over DRP only 
  

 
Rost et al , 
2002 

 
24 months  
 
67% ( n = 142)    
 

 
Remission over 2 years:  
EC: 74 % , UC: 41 %  
  
 

 
Over 2 years, continued enhanced care significantly increased remission compared with UC   
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In a related trial (Katon et al. 2001), an intervention targeted at patients who were recovered 

but considered to be at high risk for relapse because of their depression history (recurrent 

episodes or dysthymia) was studied. This Relapse Prevention Program (RPP) focused on the 

continued use of antidepressants, the timely recognition of relapse/recurrence through 

systematic monitoring of symptoms and the development of a personal relapse prevention 

plan (Ludman et al. 2000). Patients in the intervention group were offered two primary care 

visits with a depression specialist (a psychologist, social worker or nurse practioner), followed 

by three telephone contacts over a one-year period. Twelve month FU assessments showed 

that , although RPP-patients experienced less depressive symptoms across FU, they did not 

experience fewer episodes of depression. Overall relapse rates over 1 year were similar 

(35%), showing that the RPP did not improve outcome over usual care. 

 The RPP study of Katon and coworkers was replicated with a modified version of the 

intervention in the Netherlands by Smit and colleagues (Smit et al. 2006, 2005). In this trial , 

aimed at ‘new’ as well as chronic MD patients, effectiveness of enhanced care with a 

continuation-phase was evaluated. Primary intervention was the Depression Recurrence 

Prevention (DRP) Program ( Tiemens et al. 1998) that focused on improving patients’ 

resilience and self-management skills and was based on an ongoing relationship between 

patient, prevention specialist and PCP. Six-month follow up findings showed that 67% of all 

patients had recovered, while 17% remained depressed.  Enhanced care did not result in 

improved outcomes over usual care. Furthermore, there were no indications for any surplus 

effects of addition of a psychiatric consultation or CBT to the basic format of the DRP. 

Presently, a publication on 3-year effects is underway (Conradi et al., in preparation).  

 Finally, Rost et al (2002) evaluated effects of a chronic illness approach to depression 

management. Key element was continued care management by practice nurses, which was 

targeted more specifically at patients still reporting high numbers of depressive symptoms 

after being treated for 6 months. All patients had had a new episode of MD at study inclusion. 

The ongoing intervention was matched to the persistence of depression, with patients 

reporting more symptoms contacted more frequently by care managers monitoring symptoms 
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and antidepressant use and providing feedback to the PCPs. Patients whose symptoms 

persisted were encouraged to visit their PCP. By 24 months, 74% of enhanced and 41% of 

usual care patients met criteria for remission, so that the continuation of care management 

resulted in significantly higher remission rates.    

 

Conclusion  

Further targeting of treatment to individual patients considered to be at risk seems a rational 

way to improve long-term patient outcomes. Results of the 4 studies that incorporated 

recurrence and chronicity prevention strategies to test this hypothesis in primary care 

populations varied. The only study to report 1-year relapse rates found no evidence for 

additional protective effects of RPP over usual care. Only one study did clearly demonstrate 

superiority of this approach.  

 

3.5 Relapse / recurrence prevention in other care s ettings  

Since there is a lack of studies performed in primary care, we looked elsewhere for 

information on potentially more effective relapse/recurrence prevention strategies to improve 

long-term depression outcome. We performed a new search of the depression literature , 

now focusing on research conducted in non-primary care settings (outpatient care, 

community settings) with treatment targeted specifically at high-risk factors. The main 

findings of this additional search will be described briefly in this section.   

 In the outpatient setting, issues concerning the long-term outcome of MD and 

consequences for it’s treatment have already been evident longer. Several longitudinal 

studies had shown depression as a disorder characterized by high risks of relapse and 

recurrence, despite treatment ( Keller 1994; Mueller et al. 1999). Much research in this 

setting focused on the potentially protective effects of continued AD use in those considered 

to be at high risk, which is now generally defined as three or more previous episodes (see 

guidelines). Evidence shows that this is effective in reducing relapse/recurrence rates (Melfi 



 

 

 

155 

et al. 1998; Geddes et al. 2003) although still not much information is available on necessary 

length of AD treatment, and compliance remains an issue.  

 In comparison, psychological interventions specifically aimed at improving long-term 

outcome were only developed and evaluated fairly recently.  Although IPT was the first 

psychotherapy to be examined for its benefits as a maintenance therapy in outpatients 

(Frank et al. 1990;1991), the field seems to be dominated by studies investigating the 

effectiveness of various versions of CBT , either targeted at persistent or residual symptoms 

after treatment with AD (Fava et al. 1996, 1998a , Paykel et al. 1999; Scott et al. 2000) or at 

patients with recurrent depression (Fava et al. 1998b, 2004; Jarrett et al. 2001). Also, new 

therapies have been developed that often integrate elements of other therapies , such as the 

cognitive behavioral-analysis system of psychotherapy (CBASP; McCullough, 2000) and 

mindfulness-based cognitive therapy (MBCT; Segal et al. 2002).  

 Promising findings from these studies add to the evidence that this targeted strategy 

is effective with outpatients. For example, Paykel and Scott found lower relapse rates in 

outpatients who had previously recovered with AD but continued to suffer from residual 

symptoms, for which they then received CBT (n = 80). Over a period of 17 months , fewer 

CBT than UC patients suffered a relapse (23 % of CBT and 35 % of usual care patients 

respectively). Recently, results of an extended follow-up of this patient sample were 

published (Paykel et al.  2005). Findings indicated that CBT delayed recurrences, that were 

spread more evenly for CBT than for UC patients over a 6 year-period. Nevertheless, 

although protective effects of CBT had seemed to persist for some time, no significant 

differences in total recurrence rates were present and 60 to 65% of all patients had 

experienced at least one recurrence in this period.   

 In the study by Jarrett and associates (2001) the hypothesis that continuation-phase 

cognitive therapy (C-CT) would reduce relapse rates more than acute phase CT only in  

outpatients with a history of recurrent MD tested. Patients who had responded to acute CT (n 

= 84) were subsequently randomized to either 8 months of C-CT (10 additional sessions ) or 

to a control group (assessment only). The C-CT explicitly focused on residual symptoms, 
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maintaining skills to prevent relapse / recurrence and the (further) development of coping 

strategies to face identified personal vulnerabilities. After these 8 months, 10% of C-CT 

patients versus 31% of the controls had experienced a relapse, demonstrating that the 

addition of specific continuation CT was more effective.  

 CBASP was developed specifically for the treatment of chronic and recurrent MD. 

This manualized therapy combines elements from behavioral, cognitive, psychodynamic and 

interpersonal techniques to achieve more effective coping and improvement of interpersonal 

social skills (Keller et al. 2000). In the literature CBASP is described as being more 

structured and directive than IPT and as different from CBT by focusing primarily on 

interpersonal interactions. Klein and associates (2004) report on 1 year effects of CBASP in 

remitted outpatients (n = 82) who were assigned to monthly maintenance CBASP-sessions 

or to assessment only, without any formal treatment. Recurrence rates were significantly 

lower in the CBASP-patients (11% versus 32% in the other participants), demonstrating that 

sustained remission can be achieved through low-intensive continuation of the therapy to 

which patients had responded in an earlier stage.  

 

Effectiveness of relapse and recurrence prevention strategies have in recent years also been 

studied in convenience samples . Again, CBT in most cases is the treatment of choice.  Ma 

and Teasdale (2004) conducted a RCT to examine 1-year protective effects of a novel form 

of group therapy, MBCT. This is described as a manualized skills-training program, based on 

an integration of aspects of traditional  CBT for MD and components of a stress reduction 

program (Teasdale et al. 2000).  Effects were evaluated in a sample (n=75)  of individuals 

with a history of recurrent MD who were recruited from primary care practices and through 

media advertisements.  Over a period of 14 months, 39% of the MBCT patients versus 62% 

of the control patients experienced a relapse or recurrence (these are not presented 

separately). Protective effects of MBCT were strongest in those with at least 3 previous 

episodes , constituting roughly 75% of the sample. Although promising, the benefit of MBCT 

in this study might be somewhat exaggerated given that the control condition could also 
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include no treatment at all. Service use data show that about 65 % of control patients had no 

depression-related visits with their GP during the study period, fewer than 30% received a 

form of professional mental health support and around 35% used AD for at least part of the 

time.  

 Finally, a recent study in the Netherlands by Bockting and coworkers (2005) also 

focused on protective effects of group CT in individuals with recurrent MD, who were in 

remission at study entry. Patients included in this RCT were recruited through media 

announcements (69%) and at outpatient psychiatric centers (31%). Patients were 

randomized to either group CT or assessment only and followed up for 2 years. Main findings 

show that group CT was effective in reducing relapse/recurrence, but only in patients with 

five or more previous episodes (41% of the total sample). Of special interest is that this 

difference in relapse/recurrence rates was achieved in the first 3 months and remained stable 

over FU. No significant differences were found in AD use and psychological treatment, either 

in treatment of the last episode before study entry (when about 60% received a combination 

of psychotherapy/counselling with AD ) or during the 2 year study period (41 % treated with 

combination of ‘pills and talk’). Thus, effect of 8 weeks of group CT seemed not to be 

moderated by various other treatments.     

  

Conclusion  

Risk factors for unfavorable long-term outcome that are the target for specific continuation- or 

maintenance-therapy , are mainly incomplete recovery (residual symptoms) and recurrent 

major depression, with growing evidence that the number of previous episodes is also of 

relevance.  Study findings demonstrate the growing evidence base for effectiveness of this 

targeted approach in reducing relapse /recurrence rates over time.  The mechanism behind 

this success is probably that patients learn to integrate certain protective skills in their daily 

life and behavior, while the additional provision of regular monitoring contacts acts as a kind 

of booster. Nevertheless, these findings also underscore the persistent nature of MD since in 

many cases relapse and recurrence continued to be the rule, rather than the exception.  
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4 General conclusions 

Given that major depression often follows a chronic course, with few people having only one 

isolated episode and primary care in many cases being the main treatment setting, the core 

question we wanted to answer with this systematic literature search  was: what is an effective 

method to improve long-term outcome for depression in primary care?  Summing up the 

results of the reviewed studies, we can conclude that :  

1: Training of PCPs, which has long been thought of as the major vehicle for improving 

depression outcomes, has not fulfilled its promise. On its own, this appears ineffective in 

achieving better long-term outcome.  

2: Supporting PCPs by enhanced treatment and collaborative care may result in improved 

short-term outcomes, but does not seem to prevent recurrence. No solid evidence is 

available that supports claims of increased effectiveness over usual care. Thus, beneficial 

effects of adding psychiatric consultation , counselling or psychotherapy (CBT, IPT) to usual 

care do not appear to persist over time.  

3: Quality improvement strategies, adressing both the contents of treatment as well as the 

broader care context in which treatment is delivered , show improved outcomes at 6 months 

though at present there is still limited evidence for it’s effectiveness over usual care. There is 

some evidence of longer term effectiveness. Interpretation of QI-findings is complicated by 

the great diversity and exact contents of the treatment that patients across conditions actually 

received. 

4: It as as yet inconclusive whether the approach in which tailored interventions aimed at 

prevention of relapse, recurrence and chronicity or targeted at specific high-risk patients 

succeed in improving long-term course and outcome of depression.  

5: Studies involving targeted approaches in outpatient or convenience samples, show that 

psychotherapy (especially -individual or group- CBT) can have protective effects on the 

longer run. These findings challenge the assumption of continued use of antidepressants as 

the only tool to prevent relapse and recurrence.  
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Implications 

Improving the detection and accuracy of diagnosing and treating depressive disorders in 

primary care has always received much attention. However, the idea that improved 

recognition would automatically result in more adequate treatment and hence, a better 

prognosis, has proven to be too optimistic. Active and sustained follow-up of patients to 

monitor depression course and outcome, including persistence of residual symptoms and 

early signs of relapse/recurrence, and to support patients’ self-care skills where possible, 

may be required. Assigning such care management tasks to nurses or (other) professionals 

cooperating with PCPs is mostly well-received and feasible, but as main findings of this 

review show, effectiveness on the longer run is as yet undecided. Although certainly progess 

has been made, most studies have not demonstrated succes in the prevention of recurrence 

and chronicity of major depresion and moreover, with some exceptions, no excess benefit 

over usual care was demonstrated; the exceptions concern US-based studies , which might 

point at differences in the nature and quality of usual care between the US and Europe. 

Unfortunately, we did not find a clear answer to our question. We conclude that for improving 

the long-term outcome of major depression in primary care new directions are needed to 

resolve the problems.  
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Introduction 

 In this final chapter, I will briefly review the rationale and underlying framework of the 

research that was presented in this thesis. After summarising the main findings, I will discuss 

several issues related to the interpretation of the results and their implications. The chapter 

concludes with recommendations for primary care treatment of depression and future 

research.  

Starting point  

 The Department of Psychiatry at the University of Groningen in the Netherlands has a 

long history in primary care research. In a previous study, the effects of a comprehensive 

PCP training program on improvement of recognition, diagnosis and managing depression 

were evaluated.  Main findings showed that this training improved PCPs knowledge of 

depression, resulted in better recognition, improved accuracy of diagnosis and increased the 

proportion of patients receiving treatment according to clinical guidelines (Os et al. 1999; 

2003). The training also improved patient outcomes, but only on the short -term: at three-

month follow-up, depressed patients of trained PCPs had less severe psychopathology and 

higher recovery rates. Particularly patients with a recent-onset depression were found to 

benefit from improved physician performance  (Tiemens et al. 1999 ; Ormel et al. 1998). For 

patients with more persistent depression however, the PCP training did not seem to improve 

outcome (Os et al. 2006 ).  

 One explanation for the limited effects was that the training was basically an acute 

care protocol, containing only a few, rather isolated recommendations made from a chronic 

care perspective (Tiemens 1999).  It was clear that for treatment to be more effective for 

recurrent and persistent cases, new concepts and approaches were needed. These should 

not only address the potentially recurrent or persistent nature of depression, but also take 

account of the specific aspects of the setting in which this treatment is usually delivered.  

These contextual aspects of primary care practice have been described as “competing 
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demands” (Klinkmann 1997) and involve the complex ecosystem of patient, clinician and 

healthcare system.   

Treat depression as a chronic illness?  

As it became clear that depression is often a disorder that remits, it also became clear that  

this prognosis should have implications for the contents and goals of treatment. Next to 

remission as a treatment target, these should include maintaining this recovery over time, 

and thus the prevention of relapse and recurrence.  

The similarities in underlying principles of management of chronic recurring somatic 

conditions,  such as diabetes, were noticed. An essential element in learning to live with a 

chronic physical illness is self-care. Treatment effects for many of these illnesses partly rely   

on self care skills and the motivation to collaborate with health care providers , including the 

PCP. Active participation in one’s healthcare can improve health (Holman & Lorig 2000; Lorig 

2003). Von Korff and coworkers (1997) identified the following elements of healthcare that 

could enhance collaborative management of chronic illness and patient outcomes:  

1: collaborative problem definition, in which the perspectives of patient and provider 

 on the problem are discussed and harmonized;   

2:  targeting, goal setting and planning , in which patients and providers focus on a 

 specific problem, set realistic goals and develop an action plan for attaining these 

 objectives in the context of  patients preferences and readiness;   

3:  creation of  a continuum of self-management training and support services, in which 

 patients have access to services that teach them skills needed to carry out medical 

 regimens, guide health care behavior changes and provide emotional support;   

4:  active and sustained follow-up, in which patients are contacted at specified intervals 

 to monitor their health status, identify possible complications and check and reinforce 

 progress in implementing the care plan.  
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One of the aims of the research described in this thesis was to find out whether this model 

could be successfully applied to the treatment of depression in primary care. At the time of 

developing the Seattle intervention from which our DRP-Program was derived, no such 

comprehensive management program existed.  

  

Design and format of the DRP-Program  

The main intervention was designed as a primary care based psycho-educational 

self-management intervention in which acute treatment and the prevention of depression 

relapse and recurrences were  integrated. Core elements included patient education, three 

1,5 hour face to face visits with a prevention specialist and active, provider-initiated regular 

follow-up care, consisting of systematic monitoring of depressive symptoms and treatment 

adherence by 12 telephone and mail contacts over the ensuing 3 years. All enhanced care 

patients received this structured form of follow-up care, in which monitoring took place on the 

basis of the patients’ personal prevention plans that contained specific information on 

symptoms and warning signs that might identify relapse or recurrence in an early stage; a 

variety of coping and self management strategies in dealing with depression, including 

(social) reactivation; an emergency plan (what to do when depression returns ); if applicable, 

a medication plan was also included. In each follow-up contact , prevention specialist and 

patients discussed the present state on the basis of patient’s self-registration, and decided 

whether the preventative measures in the plan needed to be actualized or revised. An 

important goal of these regular continuation contacts was to reinforce the motivation of 

patients to comply with their prevention plan. In addition, regular contacts with the PCPs and 

care was taken to communicate with the patients own PCP whenever deemed necessary, 

emphasizing potential benefits from our approach for routine depression management in 

primary care.  

This enhanced care program was tested in a randomized controlled trial, contrasting four 

treatment conditions including usual care. 
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The trial  

 Over a period of almost five years , fifty-five PCPs referred patients who they 

considered to be depressed. A total of 267 patients (67% of those referred) were included 

and randomly assigned to care as usual (CAU; n = 72) or to enhanced care (n = 195), which 

consisted of the DRP-Program either by itself (n= 112) or in combination with a psychiatric 

consultation (n = 39) or brief cognitive behavioral therapy (n = 44).  

 The included group of patients was diverse, both socio-economically and clinical. 

Randomization was successful; there were no significant differences between patients in the 

four conditions. Overall, 67% of participants suffered from recurrent major depression and 

36% had had more than three previous episodes. The mean age of first onset was early 

thirties.  

Response to the three-monthly study assessments ranged from 75% to almost 90%; 

on average, non-response per follow-up assessment was around 20% . The large majority 

(85%) participated at the final assessment 3 years after study inclusion. Loss to follow-up 

was not associated with baseline clinical or socio-demographic characteristics.   

Summary of main findings as presented in this thesi s  

 The DRP-program was well received by the large majority of patients assigned to this 

treatment. Adherence to all scheduled sessions and follow-up telephone contacts was high 

for DRP and PC+DRP patients, although significantly lower in CBT+DRP patients. Patient 

evaluations of enhanced care were generally positive. The conclusion is that the DRP-

program proved to be both feasible and appreciated by most patients.   

 However, clinical effects were disappointing.  Short term outcomes showed that 67% 

of all patients had recovered after six months, irrespective of treatment condition. On the 

longer run, nearly all patients remitted from the index-episode at some point, but only one-

third did not relapse or suffer from a recurrence during the 3-year follow-up.  Depression 

outcomes were largely similar for all patients, with no statistically significant differences on 

most outcome measures between patients in the four conditions. The only exception was the 
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BDI severity measure, that showed  that over time enhanced care patients assigned to the 

combinations with PC and CBT fared slightly better than those receiving the basic DRP or 

CAU.  

To study cost effectiveness, an economic evaluation from a societal perspective was 

performed, for which costs and health outcomes were registered during the full 36 months 

period. Proportion of depression-free time was used as the primary outcome measure in the 

cost-effectiveness analysis. Main analyses showed that the DRP-intervention was not cost-

effective in comparison with CAU. For the combinations with PC and CBT , health outcomes 

were slightly better than for DRP alone, but differences with CAU were only modest while 

costs were higher.   

 

Conclusion  

Enhancement of PCP treatment for depression with the DRP-Program had no excess benefit 

over usual care. Thus , findings provide no support for the implementation of this form of 

enhanced care with a continuation phase  in the current healthcare system.  

 

Results in the light of evidence from other studies  

The DRP–Program was developed as a primary care based psycho-educational 

intervention, characterized by active and sustained support of patients in their self-

management of depression. Relapse and recurrence prevention strategies were integrated 

into treatment of the acute phase from the start, which is a new strategy for primary care and 

that has hardly been tested. Another key feature is that the format of the DRP was the same 

for each patient and independent of the present state of depression, although its contents 

were tailored to the individual patient and his or her depression history. Also, care was 

delivered in a collaboration between the patients’ PCP and a specially trained prevention 

specialist who was responsible for disease management tasks such as monitoring of 

patients‘ progress. From the patient perspective, the intervention probably also improved 

access to specialist care, although this was not explicitly intended.    
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Interestingly, results of the in many respects comparable Relapse Prevention 

Program developed in Seattle by Katon and associates (2001; Ludman et al. 2000, 2003) 

were largely the same : no evidence was found for additional protective effects of this 

intervention over usual care. The main difference with our study concerns the target group, 

which in the Seattle-trial consisted of patients who had recently recovered from MD but were 

considered to be at high risk for relapse because of their depression history (recurrent 

episodes or dysthymia). In addition, their intervention included a much stronger focus on the 

continued use of antidepressants and the continuation phase was of shorter duration.  

Twelve month FU findings showed that , although intervention patients experienced less 

depressive symptoms across FU, they did not experience fewer episodes of depression. 

Overall relapse rates over 1 year were 35% and similar between intervention and usual care 

control patients.  

In a related trial, Katon and coworkers (1999, 2002) evaluated an intervention 

targeted at patients with persistent symptoms of depression, despite being treated with 

antidepressants for about 2 months. Patients in the intervention group received psycho-

education and 2 or 3 extra visits by a psychiatrist collaborating with the PCP. Although after 

six months more intervention than usual care patients had recovered, only patients with 

moderate symptom severity at study entry were found to benefit from this shared care and 

sustained benefit during the next 2 years was also found only in these relatively mild cases. 

Unfortunately, no data on relapse or recurrence has been published as yet.  

Another study into the effects of an intervention targeted at specific high-risk patients 

was carried out by Rost and associates (2002). Key element was continued care 

management by practice nurses for patients who continued to report high numbers of 

depressive symptoms after six months of treatment. Thus, the intervention was matched to 

the level of symptom persistence. Nurse care managers provided an average of 7 telephone 

contacts per patient during the continuing intervention. This strategy was more effective than 

usual care since after 2 years, significantly higher remission rates were shown for the 

intervention patients.   
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Relapse and recurrence prevention strategies in oth er care settings  

Although in the outpatient setting issues concerning the bleak long-term prognosis of major 

depression and what this entails for treatment have already been evident longer, targeted 

psychological interventions have only been studied fairly recently. Traditionally, much 

research in this setting concerns pharmacological treatment , from which there is evidence 

that continued AD use in high risk patients is effective in reducing relapse/recurrence rates 

(Melfi et al. 1998; Geddes et al. 2003) . However, information on necessary length of 

treatment is still needed and compliance with the prescribed medication remains an issue. 

Moreover, beneficial effects of antidepressants disappear once the medication is 

discontinued. Available studies show that many patients prefer psychotherapy over AD, not 

only because they fear that ADs are addictive but moreover, that medication will not be 

helpful in addressing the underlying problems of their depression (Schaik et al. 2004).  

The dominant psychotherapy that is investigated in trials for it’s protective effects,  is 

CBT - either targeted at persistent symptoms after AD treatment  or at patients with recurrent 

depression. Also, new therapies have been developed that often integrate elements of 

several other therapies , such as the cognitive behavioral-analysis system of psychotherapy 

(CBASP; McCullough 2000) and mindfulness-based cognitive therapy (MBCT; Segal et al. 

2002).  

 Promising findings from these studies demonstrate that a targeted strategy is 

effective on the longer run with outpatients. For example, Paykel and Scott (Paykel et al. 

1999; Scott et al. 2000) found lower relapse rates in outpatients who had previously 

recovered with AD but continued to suffer from residual symptoms, for which they then 

received CBT. Included patients were randomized to either standard clinical management 

alone (regular meetings with a psychiatrist) or in combination with CBT. During a period of 17 

months , fewer CBT than usual care patients suffered a relapse . Recently,  results of an 

extended follow-up of this patient sample were published (Paykel et al. 2005) showing that 

CBT had delayed recurrences over a 6 year-period. Nonetheless, no significant differences in 

total recurrence rates were found : 60 to 65% of all patients had experienced one or more 
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recurrence. Another example of a targeted outpatient study, in this case focusing on 

maintenance treatment, is reported by Klein and co-workers (2004).  Remitted outpatients 

with various chronic forms of depression were assigned to (monthly) maintenance CBASP-

sessions or to assessment only, without any formal treatment. Over one year, recurrence 

rates were significantly lower for the intervention patients.  

 

Effectiveness of relapse and recurrence prevention strategies have in recent years also been 

studied in convenience samples, often consisting of a mix of individuals recruited through 

media advertisements, in primary care practices and / or outpatient psychiatric centers. 

Again, CBT is often the treatment of choice. A recent example is the RCT conducted by Ma 

and Teasdale (2004), which examined 1-year protective effects of a novel form of group CT 

called mindfulness-based cognitive therapy (MBCT) in individuals with a history of recurrent 

MD. MBCT is described as a skills-training program that integrates components of traditional 

CBT and a stress reduction program. Over a period of 14 months this resulted in lower 

relapse/recurrence rates for the intervention patients, with the strongest effects found in 

those with three or more previous episodes. A similar link with depression history was found 

in a recent study in the Netherlands by Bockting and coworkers (2005) . Patients in this 

study, who were in remission at study entry, were assigned to either group CT or assessment 

only and followed up for 2 years. Main findings show that the intervention was effective in 

reducing relapse/recurrence, but only in patients with five or more previous episodes. One 

should also keep in mind that for the control group, treatment as usual in this trial could also 

mean no treatment.  

 Thus, putting the main findings of our trial in a broader context, the conclusion is that 

there is a lack of primary care studies evaluating not only which treatment alleviates the 

current episode of major depression but also protects best against relapse and recurrence. 

The few studies that have been performed, including the research that is the subject of this 

thesis, provide indications that a more pro-active risk-reduction approach either focusing on 

specific factors (such as residual symptoms)  or at enhancing protective aspects (such as 
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self-care skills) results in more favorable course and long-term outcome of depression for 

high risk patients. However, at present evidence for this is still limited.  

 Studies involving targeted approaches in outpatient or convenience samples show 

that (individual and group) psychotherapy can have protective effects on the longer run. 

These results challenge the assumption that continued AD use is the only tool to achieve 

better long-term outcome. Depression history and especially the number of previous 

episodes emerge as predictors of treatment effects. These could be used to guide decisions 

about the patients for whom such a targeted risk-prevention strategy is indicated, and about 

the treatment setting that is most suitable for providing such care.  

 Finally, findings underscore the variation that exists in course patterns and 

depression outcome. Not all depressions are recurrent or persistent in nature but those that 

are, have proven to be difficult to modify. Thus, for a substantial subgroup of patients 

recurrence may continue to be the rule, rather than the exception.  

  

Explanation and implications of findings 

 The ineffectiveness of the DRP-program might be due to a number of facts and 

circumstances. Several explanations will be considered.   

 

1: The dynamics and quality of usual care practice 

 There was a long time lag between the design of the study (with the grant application) 

and the end of data collection. Primary care practice in the Netherlands changed in the 

meantime. Our findings demonstrate that ‘usual’ primary care practice for identified patients 

with major depression now generally includes the prescription of antidepressants (on 

average, participants used an AD during 44% of the total follow-up time), regular follow-up 

visits with the PCP (most kept in touch) and frequent referral to specialized mental health 

agencies (around 38% received additional mental healthcare at some point during the study 

period). Consequently, there was less contrast than expected between the care provided in 
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the experimental interventions and the usual care from the involved PCPs.  

 Data from national studies show that PCPs are now responsible for the majority of AD 

prescriptions and also that the number of these prescriptions has increased substantially 

year by year (Marwijk et al. 2001, CVZ 2003). Previous fears about possible pharmacological 

under treatment of MD in primary care now seem outdated. Furthermore, despite specific 

efforts to support and strengthen the role of PCPs in the treatment of depression (by training, 

consultation, shared or collaborative care initiatives et cetera; Meijer et al. 2003 ; Laurant et 

al. 2004 ) , referral rates to private practice psychologists and specialized outpatient settings 

have continued to rise so that the de facto effect of these efforts seems to be a shift away 

from primary care. Given that Dutch general practice used to be characterized by it’s 

generalist and contextual approach (Weel 2001; De Maeseneer et al. 2003, 2004) which was 

also applied in treating common mental disorders, this movement towards specialized mental 

healthcare may point at a certain erosion of the traditional gatekeeper role of PCPs in the 

Dutch healthcare system (Hutschemaekers et al. 2006).  

  

2: Factors related to the enhanced care program 

 The DRP-program and its combinations with either a psychiatric consultation or brief 

CBT may simply not have been powerful enough to add to the effects already achieved by 

usual care, as discussed in the previous section. Also, the combination of low intensity and 

extended duration,  in addition to a possibility to sensitize vulnerable patients ( with the 

majority of study participants suffering from recurrent depression) may be of relevance.  We 

found hardly any effects of treatment on self-efficacy beliefs, that is the perceived self-

confidence in own abilities to effectively recognize and manage depressive symptoms and 

future episodes. 

 There is also a possibility that for some patients the continued focus on (recurrence 

of) depression may even have had a negative impact on their feelings of self efficacy. Not all 

patients may respond well to the prolonged and systematic monitoring of (residual) 

depressive symptoms that was a core element of the enhanced care. There are indications 
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that low-intensity long-lasting monitoring contacts may have sensitising effects on patients 

(Frasure-Smith et al. 1997; Kaasenbrood et al. 2004). It is conceivable that for some patients 

this may have increased awareness of their vulnerability and their feelings of incompetence 

in dealing with this susceptibility.  

 In addition, the monitoring aspect may inadvertively have contributed to a response 

style that negatively interfered with the patients’ appraisal of their self-efficacy. Nolen-

Hoeksema (1987) was the first to suggest that a ruminative coping style,  involving a strong 

focus on self-awareness and a tendency to over-analyze problem situations and emotions, 

might intensify selective negative thinking to the relative neglect of active problem solving. 

The continued emphasis on the necessity to monitor depressive symptomatology may for 

some have triggered an inward focus that magnified their self-criticism and a passive 

response.  

 In the same line of reasoning, one might argue that an inherent contradiction was  

introduced in the DRP. While on the one hand the importance of self management as a 

crucial element in (re)gaining control over depression was continuously stressed, on the 

other hand all enhanced care patients were at the same time provided no less than three 

years of regular, provider-initiated contacts with depression specialists, which was offered 

irrespective of their depression status and expressed need. We can only speculate about the 

way these longitudinal contacts were perceived, but the possibility that for some this in fact 

undermined their coping style and self-efficacy beliefs cannot be ruled out.  

 

3: Factors related to the study design 

 By leaving initial patient selection entirely in the hands of the participating PCPs and 

conducting this trial in the real world of general practice, we may have reduced the DRP- 

intervention’s potential for success. Patient inclusion criteria were relatively broad, permitting 

most patients referred by their PCP to enter the trial. Unlike many other studies, we did not 

exclude depressed patients on the basis of their depression history, use of antidepressants, 

co morbid psychopathology or problematic alcohol use. Moreover, we choose not to target 
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the intervention to a specific subgroup of depressed patients but instead to provide the DRP 

to all those assigned to enhanced care, irrespective of their personal depression history, 

severity and phase of the present episode at study entry. The fact that almost two-third of 

included patients were found to suffer from recurrent major depression, with 37% of them 

having experienced even more than three previous major episodes at study-entry, suggests 

that PCPs mainly referred the more vulnerable or difficult to treat patients.  

 

As to PCPs, the selection of participating PCP’s was primarily guided by pragmatic principles 

and circumstances, such as the location of the practice, the number of physicians sharing a 

(group) practice and participation in earlier studies by the department. Initially, based on 

prevalence figures and prior research, we had calculated that 35 PCPs over a period of 

about 15 months would be sufficient for the recruitment of the required number of patients. 

However, although we made every effort to minimize the tasks involved in the study for the 

PCP’s and tried to assure that participation would require minimal effort from them, 

“(participation ) inevitably demands a degree of commitment from GPs, both intellectually, to 

the premise that the clinical effectiveness (of the intervention) is unproven, and, practically, to 

recruiting patients and providing ‘normal GP care’ to those allocated to that group’ (Fairhurst 

& Dowrick 1996; p. 77). There were certainly periods where the slow recruitment process 

endangered the study’s progress and as a consequence, recruitment not only took longer but 

also required the participation of more PCPs than had been foreseen. This may in turn also 

have influenced one of the core elements of the DRP-program, i.e. the collaboration between 

prevention specialists and PCPs. The possibility of building up such a relationship may have 

been negatively affected by the long inclusion period and the variation in actual patient 

numbers per PCP.  

 As far as we know, this is the first pragmatic type randomised trial targeting 

improvement of long-term depression outcome in primary care patients by focusing on 

enhancing self management and support of self-care skills taking place in the primary care 

setting in the Netherlands.  Although these types of trials are needed to measure the effects 
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that treatment produces in routine practice and to enhance the empirical credibility of 

outcome research and evidence-based treatment, they are not easy to implement. Other 

researchers have also reported difficulties performing RCTs on effectiveness of treatments 

for common mental disorders in a primary care context, especially regarding patient 

enrollment. Unease with the process of randomization, experienced by the referring care 

providers as compromising the more traditional doctor-patient relationship, has been 

identified as one of the underlying problems (Hunt et al. 2001). Although implementation of 

the RCT was complicated, it nevertheless resulted in a wealth of data on the effects of the 

studied interventions in primary care settings and with patients that closely resemble ‘real life 

practice’.  

 

Future research  

 Ultimately, the goal of the interventions evaluated in this study was to improve long-

term depression outcome in primary care patients. Given the findings, there is hardly a 

reason to argue that a Depression Recurrence Prevention Program such as this should be 

implemented. Nevertheless, we should also be careful not to throw the baby out with the 

bathwater. Several issues deserve special attention.  

 First, in our view it is too early to give up on the concept of self management in 

depression care. The DRP comprised an approach in which acquisition of coping skills and 

self-efficacy were considered crucial elements  in (re)gaining control over depression and the 

prevention of future episodes. The importance of self management was stressed in the DRP-

materials and in all contacts with the prevention specialists, and there was a strong emphasis 

on the patient’s own responsibility and on the necessity of taking an active role. However, we 

may have introduced an inherent contradiction in the way the enhanced care was executed, 

which also neglected diversity between individual patients (‘one size fits all’ approach). 

Future interventions should take this diversity into account and bring the emphasis on the 

patient’s own responsibility and the necessity of taking an active role a step further, for 
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example by leaving the initiative for continued contacts in the hands of the patient instead of 

the provider.  

 Second, we are not unique in finding treatment by the PCP to be equally or even 

more effective than the experimental interventions. On the contrary, all recent studies that 

have been conducted on this subject in the Netherlands have more or less come to the same 

conclusion (see Bosmans 2006). Given that treatment effects are always the result of several 

ingredients, both specific and non-specific, more interest should be invested in answering the 

question which elements of usual care for depression contribute to it’s effectiveness. What 

are the strengths of the approach used by primary care physicians?  

 Finally, major depression is a common disorder with a clinical picture characterised 

by different course patterns and a variety of subtypes. In order for treatment to be more 

successful on the longer run, more differentiation is required between categories of 

depression and between the ways in which patients experience and deal with their distress. 

The current notion of MD may have become too much of a container concept, obscuring the 

reality instead of offering clarification. Parker (2005) has argued that the present concept of 

major depression had led to sterility in depression research and clinical practice. According to 

Fava (2006) “we seem to be very concerned as to whether a treatment is effective, but we do 

not seem to care much as to whom “( p. 203). It has become the convention to neglect the 

heterogeneity that exists among patients. However,  the reviewed outcome findings show 

that often different results are found for different subgroups of depressed patients, 

particularly in terms of severity and duration, that have meaning for treatment. For example, 

although the rate of AD prescriptions continues to rise, recent reviews show that there is 

insufficient evidence for the effectiveness of antidepressants in the treatment of mild to 

moderate depression (Ackermann et al. 2002),  for which  “watchful waiting” is recommended 

as the initial treatment choice (Hermens et al. 2005). To achieve a real improvement in long-

term outcome of depression in primary care, future research should search for new directions 

that include a comprehensive view on the generalist and contextual approach that 

characterizes this treatment setting.  
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Verbeteren van lange termijn uitkomsten van 

depressie in de eerste lijn:   

de rol van terugval preventie  
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Dit proefschrift gaat over de effectiviteit van een nieuwe behandeling voor depressie in de 

huisartspraktijk. In deze behandeling gaat het niet alleen over de resultaten op het beloop 

van de huidige depressieve episode, maar wordt ook aandacht besteed aan preventie van 

terugval en recidieven.   

 

Veranderd perspectief op depressie  

Depressie is een psychische aandoening die wordt gekenmerkt door somberheid en het 

verlies van plezier en interesse in allerlei zaken die men normaliter wel als plezierig ervaart. 

Deze sombere stemming gaat gepaard met lichamelijke symptomen zoals slaapproblemen 

en vermoeidheid, en met een heel scala aan negatieve cognitieve connotaties, bijvoorbeeld 

schuldgevoelens, het verlies van zelfvertrouwen en moeite met denken. Bovendien ervaren 

mensen met depressieve klachten vaak beperkingen in hun dagelijkse functioneren, thuis en 

op de werkvloer. Dit heeft een negatieve impact op hun welbevinden, relaties en kwaliteit van 

leven.  

 Depressie is een ingrijpende, veel voorkomende aandoening: geschat wordt dat zo’n 

24% van de vrouwen en 14% van de mannen tijdens hun leven tenminste een maal een 

depressie zullen meemaken. Bovendien is depressie vaak een terugkerende aandoening: 

veel mensen die een maal depressief zijn geweest, worden dat vaker. Eerdere episodes 

worden als belangrijke risicofactor gezien, waarbij het risico oploopt naarmate er meerdere 

eerdere episodes zijn geweest. Verder is sprake van een aanzienlijke kans op onvolledig 

herstel, waarbij men over langere tijd last blijft houden van enige residuele symptomen, en 

op chroniciteit. Onderzoek waarin depressieve mensen een aantal jaren werden gevolgd, 

laat zien dat circa een vijfde van hen niet binnen twee jaar is hersteld.   

 

Sleutelrol voor huisartsen  

In het Nederlandse zorgsysteem neemt de huisarts een centrale positie in. Hij of zij is 

meestal de eerste professionele zorgverlener die men bezoekt bij lichamelijke en psychische 
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klachten. Huisartszorg is generalistische zorg die in principe voor iedereen beschikbaar is. 

De huisarts heeft in dit systeem een poortwachterfunctie en bewaakt de toegang tot 

specialistische zorg. Gebleken is dat de meerderheid van depressieve patiënten hiervoor 

behandeld wordt door hun huisarts.  

 

“Trek je eigen plan”  

Het belangrijkste doel van de studie die in dit proefschrift centraal staat, was het door middel 

van een gerandomiseerde klinische trial onderzoeken van de effectiviteit van een 

experimenteel Depressie Terugval Preventie (DTP)-programma. Dit is een gestructureerde, 

psycho-educatieve zelfmanagement interventie,  waarin deelnemers in drie individuele face-

to-face bijeenkomsten met een daartoe getrainde preventiewerkster een persoonlijk Terugval 

Preventie Plan maakten, waarna zij in een 3 jaar durende vervolgfase vier keer per jaar korte 

telefonische gesprekken hadden met deze preventiewerkster om symptomen en gebruik van 

het Preventie Plan te monitoren. Bij het DTP-programma hoorden ook een boek en een 

videotape: Trek je eigen plan - een wegwijzer voor zelfzorg bij depressie (Tiemens et al. 

1998). In het programma werd veel aandacht besteed aan herkenning van 

waarschuwingssignalen, vanuit de gedachte dat men dan eerder actie zou kunnen 

ondernemen in geval van (dreigende) terugval. Patiënten leerden vaardigheden, 

stressverminderings- en copingstrategieën die tot meer controle op hun depressieve 

symptomen zouden moeten leiden.  In de 3-maandelijkse vervolgcontacten gebruikten de 

preventiewerksters “Motivational Interviewing” (Miller & Rollnick 1991; 2002) om feedback te 

geven aan de patiënt, diens zelfwerkzaamheid te ondersteunen en ‘commitment’ aan het 

Preventie Plan te versterken. Een belangrijk element van het DTP is verder ook de 

nagestreefde continuïteit in de relatie tussen patiënt, preventiewerker en de eigen huisarts, 

die bijvoorbeeld ook een exemplaar kreeg van het persoonlijke Terugval Preventie Plan van 

de patiënt.   
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Experimentele behandelingen voor depressie in de hu isartspraktijk 

Het hoofddoel van de studie was het vergelijken van de behandeleffecten van het DTP-

programma met de effecten van de gangbare huisartszorg bij depressie. Een tweede doel 

was het evalueren van eventuele toegevoegde effecten van twee andere interventies aan het 

basale DTP-programma. Dit betrof ofwel Psychiatrische Consultatie, waarbij patiënten 

voorafgaand aan het DTP één consult hadden met een psychiater, die hierover rapporteerde 

aan de huisarts en deze adiviseerde in diens behandelbeleid, met name ten aanzien van 

antidepressiva. De 2de optie bestond uit de combinatie van het DTP met kortdurende 

cognitieve gedragstherapie (CGT), waarbij patiënten eerst tien tot twaalf sessies CGT kregen 

voordat zij met het DTP-programma begonnen. De centrale vraag die we wilden 

beantwoorden was: welke behandeling beschermt deze huisartspatiënten het meest tegen 

een ongunstig beloop van depressie? Daarbij waren we met name geïnteresseerd in de 

langere termijn effecten van de verschillende behandelstrategieën, inclusief de gangbare 

huisartszorg (HAZ).  

 In dit proefschrift worden de resultaten beschreven. Eerst wordt in de inleiding, 

hoofdstuk 1, ingegaan op de achtergronden en redenen voor het onderzoek, en wordt de 

opbouw van het proefschrift geschetst. In hoofdstuk 2 wordt een gedetailleerde beschrijving 

gegeven van de opzet en de uitvoering van de studie en van de vier behandelcondities, 

inclusief de gangbare huisartszorg.   

 

Uitkomsten 

Over een periode van bijna vijf jaar hebben 55 huisartsen patiënten die volgens hen 

depressief waren naar het project verwezen. In totaal zijn 267 patiënten met een diagnose 

depressie (DSM-IV) geïncludeerd en vervolgens gerandomiseerd naar een van de vier 

behandelingen: 72 (27% ) van hen werden toegewezen aan behandeling door de huisarts en 

195 patiënten naar een van de drie experimentele behandelingen: 112 (57% ) naar het DTP-

programma op zichzelf, 39 (20%) naar de combinatie van het DTP met Psychiatrische 

Consultatie en 44 patiënten (23%) kregen CGT voorafgaand aan het DTP.  
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 De randomisatie was succesvol verlopen, zodat er geen significante verschillen 

tussen patienten in de vier behandelcondities aanwezig waren.  Van alle deelnemers bleek 

67% een recidiverende depressie te hebben en 36% had al meer dan drie eerdere episodes 

meegemaakt. De gemiddelde leeftijd waarop men voor het eerst depressief was geweest 

was begin dertig.  

 De respons op de 3-maandelijkse onderzoeksmetingen was goed, de gemiddelde 

non-response per meting was ongeveer 20%. Uitval was niet geassocieerd met specifieke 

klinisiche of sociodemografische kenmerken. De grote meerderheid van de respondenten 

(85%) nam deel aan de slotmeting, drie jaar nadat zij geïncludeeerd waren.  

 Het DTP–programma werd door een grote meerderheid van patiënten goed 

ontvangen en positief beoordeeld (hoofdstuk 3). Van alle 112 patiënten die waren 

gerandomiseerd naar een van de drie versies van het DTP, nam 92% deel aan de drie face 

to face contacten met een preventiewerkster; vervolgens participeerde 95% van hen 

eveneens aan de vervolgfase in het eerste jaar. Deelname aan het programma was echter 

significant lager in de groep die voorafgaand aan het DTP eerst CGT kreeg aangeboden,  

namelijk 75% .   

 Helaas waren de behandeleffecten teleurstellend. Na zes maanden was 67% van alle 

patiënten hersteld, ongeacht de behandelconditie. Zo’n 17% bleef gedurende deze gehele 

periode depressief ( hoofdstuk 4).  Over de gehele periode van drie jaar gekeken, bleek dat 

vrijwel alle patiënten gedurende deze tijd weliswaar op enig moment verbeterden, maar dat 

uiteindelijk slechts een derde van hen niet terugviel of een nieuwe episode van depressie 

kreeg (hoofdstuk 5). Deze langere termijn uitkomsten bleken in grote lijnen gelijk te zijn voor 

alle patiënten: er was geen sprake van statistisch significante verschillen op de belangrijkste 

uitkomstmaten tussen de behandelingen, inclusief de huisartszorg. De enige uitzondering 

was de ernst van de depressieve symptomen zoals gemeten met de Beck Depressie 

vragenlijst; deze bleek gemiddeld genomen gedurende de 3-jarige onderzoeksperiode 

enigszins lager te zijn bij de DTP-patiënten die waren toegewezen aan de combinaties met 
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psychiatrische consultatie en CGT, vergeleken met degenen die gerandomiseerd waren naar 

het DTP-programma op zichzelf en de patiënten die toegewezen waren aan HAZ.   

 Ter bepaling van de kosteneffectiviteit van de behandelingen werd ook een 

economische evaluatie uitgevoerd (hoofdstuk 6). De primaire uitkomstmaat in deze analyse 

was de proportie depressievrije tijd gedurende de onderzoeksperiode. Uit de resultaten van 

deze analyses bleek, niet onverwacht gezien de klinische uitkomsten,  dat het DTP-

programma in vergelijking met huisartszorg niet kosteneffectief was. Voor de combinaties 

van het DTP met psychiatrische consultatie en cognitieve gedragstherapie waren de 

behandelresultaten weliswaar enigszins beter dan voor DTP op zich, maar de verschillen met 

HAZ waren slechts bescheiden terwijl de kosten hoger waren.  

 De belangrijkste conclusie van deze studie is dat toevoeging van het Depressie 

Terugval Preventie-programma aan de gangbare huisartszorg voor depressie geen 

toegevoegde waarde bleek te hebben. Op grond van deze uitkomsten kan dan ook geen 

pleidooi worden gehouden voor de implementatie van een dergelijke interventie in deze 

setting.  

 

Verklaring en implicaties  

Op een aantal plaatsen in dit proefschrift en met name in het laatste hoofdstuk (hoofdstuk 8 ) 

wordt stil gestaan bij mogelijke verklaringen voor de uitkomsten van deze trial. Dat de 

verwachte meerwaarde van het DTP-programma uitbleef, kan met een aantal zaken te 

maken hebben. Ten eerste : de dynamiek en kwaliteit van de gebruikelijke huisartszorg voor 

depressie.  Al met al zat er zo’n 10 jaar tussen het moment van het ontwerp van de studie 

(en de subsidieaanvraag)  en het einde van de gegevensverzameling. In de tussenliggende 

tijd is de zorg die huisartsen bij depressie verlenen veranderd. Onze uitkomsten laten zien 

dat “gebruikelijke“ huisartszorg voor patiënten met een herkende depressie nu meestal 

bestaat uit het voorschrijven van een antidepressivum, geregelde contacten met de huisarts 

en frequente verwijzing naar de gespecialiseerde geestelijke gezondheidszorg, inclusief 

eerstelijnspsychologen. Een consequentie hiervan was dat er in onze studie minder contrast 
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was dan vooraf verwacht tussen de experimentele behandelingen en de zorg die door de 

betrokken huisartsen werd geleverd.  

 Een tweede verklaring heeft te maken met het DTP–programma zelf. Voor sommige 

patiënten zou de continue focus in het programma op (mogelijke terugkeer van) depressie, in 

combinatie met de lange vervolgduur, onbedoeld een negatieve impact kunnen hebben 

omdat het hun gevoel van kwetsbaarheid voor terugval in een depressie zou kunnen 

versterken (sensitiverend effect). Bovendien zou de sterke nadruk in het DTP op het 

monitoren van depressieve symptomen, voor sommigen ook averechts kunnen uitpakken. 

Depressie wordt immers vaak gekenmerkt door een zogenaamde ruminatieve copingstijl, 

waarbij sprake is van een neiging om probleemsituaties en emoties te over-analyseren. Dit 

kan er toe leiden dat selectief negatief denken wordt versterkt ten koste van actieve   

probleemoplossing. Het DTP zou deze naar binnen gerichte focus kunnen oproepen. Verder 

was mogelijk sprake van een inherente tegenstelling in het DTP. Aan de ene kant werd 

namelijk steeds gewezen op het belang van zelfmanagement,  terwijl aan de andere kant alle 

interventiepatiënten drie jaar lang geregelde contacten met preventiewerksters kregen 

aangeboden, ongeacht de status van hun depressie of hun eigen behoefte aan deze zorg. 

Kortom, niet uit te sluiten valt dat voor sommige patiënten het DTP en de wijze waarop dit 

programma is uitgevoerd in feite een ondermijnend effect had op hun eigen copingstijl en 

vertrouwen in de eigen vaardigheden om met depressie om te gaan.    

 Tenslotte zijn er verklaringen mogelijk die te maken hebben met het design van deze 

studie. Het ging om een pragmatische trial, zo dicht mogelijk op de werkelijkheid van de 

gebruikelijke huisartszorg. De initiële selectie van patiënten die in aanmerking kwamen voor 

deelname lag volledig in handen van de deelnemende huisartsen en de inclusiecriteria waren 

relatief ruim, zodat de meeste patiënten die door hun huisarts werden aangemeld ook 

geïncludeerd werden. Het feit dat bijna tweederde van de deelnemende patiënten bleek te 

lijden aan recidiverende depressies, waarvan zo’n 37% al meer dan drie eerdere episodes 

had doorgemaakt, maakt het aannemelijk dat de betrokken huisartsen vooral de meer 

kwetsbare of moeilijk te behandelen patiënten naar het project verwezen. 
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Aanbevelingen  

Het proefschrift eindigt met een aantal overwegingen en aanbevelingen, waarvoor ook terug 

gegrepen wordt op hoofdstuk 7. Dat hoofdstuk bevat een overzicht van strategieën voor 

verbetering van de reguliere behandeling van depressie in de eerstelijn. Een belangrijke 

conclusie is dat het ontbreekt aan eerstelijnsstudies die niet alleen evalueren welke 

behandeling het meest effectief is bij een huidige depressie, maar die ook onderzoeken 

welke aanpak beschermt tegen terugval en recidieven over een langere termijn. Uit de 

weinige studies hierover komen aanwijzingen dat een meer pro-actieve, op 

risicovermindering gerichte benadering resulteert in een beter beloop van depressie bij 

patiënten met een hoog recidief risico. Verder hebben studies in andere settingen laten zien 

dat psychotherapie op de langere termijn beschermende effecten kan hebben; langdurig 

gebruik van antidepressiva is niet de enige manier om een beter beloop van depressie te 

realiseren.  

 De belangrijkste aanbevelingen voor toekomstig onderzoek zijn de volgende: Ten 

eerste moet het concept van zelfmanagement in de zorg voor depressie niet te snel los 

worden gelaten. Depressie is een psychische aandoening die gekenmerkt wordt door 

verschillende beloopspatronen en subtypes. Toekomstige interventies zouden meer rekening 

moeten houden met de diversiteit die er tussen individuele patiënten bestaat wat betreft hun 

klachten en de manier waarop zij daarmee omgaan. Deze verschillen hebben namelijk wel 

degelijk betekenis voor de behandeling. Zo komen de voorgeschiedenis van de patiënt en 

met name het aantal eerdere episoden naar voren als voorspellers van behandelresultaat.  

 Ten tweede zou er, mede gelet op het feit dat onze resultaten niet op zichzelf staan 

maar overeenkomen met uitkomsten van andere recente studies, meer aandacht moeten zijn 

voor het beantwoorden van de vraag welke elementen van de huisartszorg in Nederland 

bijdragen aan de effectiviteit ervan. Om werkelijke verbeteringen in de lange termijn 

uitkomsten van depressie te kunnen realiseren, zouden nieuwe onderzoekswegen moeten 

worden ingeslagen. Daarin past ook een meer omvattende visie op de generalistische en 

contextuele benadering die kenmerkend is voor de zorg die huisartsen bieden.    
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Velen hebben een bijdrage geleverd aan het promotieonderzoek dat het onderwerp is van dit 

proefschrift. Allereerst gaat mijn dank uit naar alle deelnemende huisartsen (zie lijst op 

pagina 206): zonder jullie bereidheid patiënten daadwerkelijk naar ons project te verwijzen, 

was deze studie niet mogelijk geweest. Zeker in de eerste jaren is het overigens in dat 

opzicht bij tijd en wijle wel erg spannend geweest. Het bleek moeilijk te ontkomen aan de 

“Wet van Lasagna”, die beschrijft dat bij aanvang van klinisch onderzoek het aantal 

beschikbare patiënten ineens met een factor 10 verminderd lijkt te zijn, om dan na afloop van 

de studie weer toe te nemen. Zonder de enthousiasmerende inzet van Klaas van der Meer 

was het werven en motiveren van deze huisartsen een stuk lastiger geweest. Ook dank aan 

de huisartsassistentes, voor hun flexibiliteit en bereidheid de nodige hand- en spandiensten 

te verlenen.   

 

Minstens zo belangrijk waren de in totaal 267 huisartspatiënten die aan het project hebben 

deelgenomen. Ik dank hen voor de inspanningen die zij zich, naast hun behandeling, over 

een periode van drie jaar voor het onderzoek hebben willen getroosten en voor hun 

bereidheid hun ervaringen met ons te delen. 

  

In een zo omvangrijk project als INSTEL zijn onderzoeksmedewerkers waarop je kunt 

bouwen goud waard. Peter Kammenga, Erna van ’t Hag en Greetje Hollander behoren zeker 

tot deze categorie, en hen wil ik dan ook in het bijzonder danken voor onze jarenlange 

prettige samenwerking en de zorgvuldige wijze waarop zij hun werkzaamheden hebben 

verricht. Peter zorgde er door zijn verhalen voor dat de onderzoeksdeelnemers ook voor mij 

altijd mensen van vlees en bloed bleven. Dank ook aan Henk Jan Conradi, Marjolein 

Nankman, Tineke Lugtenberg en Janneke de Boer voor hun bijdragen aan de logistieke 

organisatie en de dataverzameling. Henk Hallie zorgde dat mijn literatuurbestand goed op 

orde kwam en bood een helpende hand bij vele andere klussen. Jelle van de Knoop bedank 

ik voor het maken van de geautomatiseerde interviewprogramma’s.  
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Dan de behandelaars van het project. Allereerst dank aan Riet de Haan, Ineke Bakker en 

Juliëtte Kalkman, die als preventiewerksters verantwoordelijk waren voor de uitvoering van 

het Depressie Terugval Preventie-programma. Zij hebben zich hiervoor met overtuiging 

ingezet. Trudy Bloedjes en Els de Bruin waren bereid hun kennis en vaardigheden te 

gebruiken voor de uitvoering van de cognitieve gedragstherapie. Willem Boelens heeft hen 

daarbij vakkundig bijgestaan als supervisor en was gelukkig ook bereid om toen dat nodig 

was bij te springen als behandelaar. Ook dank aan de psychiaters Jack Jenner en Titus van 

Os, voor hun bereidheid als consultatief psychiater op te treden. Jack heeft daarnaast ook 

een belangrijke functie vervuld als supervisor van de preventiewerksters.  

 

Mijn promotor Hans Ormel gaf me veel vrijheid en was altijd bereid om mee te denken. Dank 

voor de adviezen, het heldere en opbouwende commentaar op mijn artikelen, en niet te 

vergeten voor de laatste duwtjes in de goede richting.  

 

Bea Tiemens is, terugkijkend over het gehele promotietraject, uiteindelijk voor mij misschien 

wel de meest constante factor gebleken. Eigenlijk is het heel bijzonder: in 1999 was ik 

paranimf bij haar promotie, nu is zij copromotor bij de mijne. Zonder haar bijdragen was het 

vast anders gelopen. Wanneer mijn twijfels over de goede afloop de overhand dreigden te 

krijgen, was Bea op haar best: na een echt goede bespreking met haar kon ik dan met 

hernieuwde energie en vertrouwen weer door. Hartelijk dank hiervoor. Het is een prettige 

gedachte dat wij als collega’s bij de Gelderse Roos onze samenwerking voortzetten.  

 

Herman Kluiter heeft zich tot zijn pensionering in 2005 met verve ingezet voor het project. 

Echt afgerond is onze samenwerking helaas niet, maar ik wil hem bedanken voor de wijze 

waarop hij zijn kennis en ervaring heeft gebruikt voor het vormgeven van dit onderzoek en 

daarnaast voor onze gesprekken over reizen en ‘de grote boze buitenwereld’.  
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Op deze plaats wil ik ook prof. dr. P. Cuijpers, prof. dr. A.H. Schene en prof. dr. W.A.B. 

Stalman bedanken voor hun  bereidheid het manuscript te beoordelen.  

 

Ik ben alweer enige jaren geleden vertrokken van de afdeling Sociale Psychiatrie, maar ik 

denk nog geregeld terug aan de tijd die ik heb doorgebracht op de vijfde verdieping van 

Gebouw 32 en aan mijn oud-collega’s. Het was een prettige, stimulerende werkomgeving 

waar ik me thuis voelde, waar ik veel heb geleerd en ook veel plezier heb gehad – het 

mooiste is het natuurlijk als dat min of meer gelijk op gaat.. Dank dus aan alle oud-collega’s 

die hier een bijdrage aan hebben geleverd, bijvoorbeeld door het wekelijkse volleyballen, het 

uitwisselen van informatie over werk & andere zaken, lunchommetjes, gezelligheid en het 

bieden van de mogelijkheid stoom af te blazen. In het bijzonder wil ik hier noemen Tineke 

Oldehinkel (ook voor mijn kennismaking met de Voetbaldames), Jooske van Busschbach, 

Sjoerd Sytema, Fokko Nienhuis, oud-kamergenote Marieke de Groot, Anne-Marie Eisses, 

Erwin Geerts en Jeannet Kramer (fijn dat we weer bij elkaar in de buurt wonen). Dank ook 

aan Sietse Dijk voor de vele artikelen die hij voor me wist te vinden en aan Liesbeth 

Lindeboom, voor haar hartelijkheid, nauwgezetheid en bereidheid bij te springen wanneer dat 

nodig was.    

 

Sinds eind 2002 ben ik werkzaam bij de Gelderse Roos. Giel Hutschemaekers, directeur van 

Gelderse Roos Instituut voor Professionalisering (GRIP), heeft er nooit een geheim van 

gemaakt dat hij het belangrijk vond dat ik dit proefschrift af zou maken. Gelukkig toonde hij 

ook begrip voor het feit dat het combineren van twee banen geen sinecure is. Ik wil hem 

bedanken voor de mogelijkheid die hij mij heeft geboden deze combinatie te maken en voor 

zijn vertrouwen in de goede afloop.  
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Al met al is het een enerverende tijd geweest. Ik wil dan ook een aantal mensen bedanken 

die niet direct aan het in dit proefschrift beschreven werk hebben bijgedragen, maar wel 

degelijk aan mijn meer algemene welbevinden en kwaliteit van leven daarnaast. In de eerste 

plaats mijn ouders, omdat zij voor een stevige basis hebben gezorgd. Voor de nodige 

afleiding, gezelligheid en morele ondersteuning kon ik gelukkig altijd terecht bij een aantal 

goede vrienden en vriendinnen. In het bijzonder dank aan Hester ten Hoopen, met wie ik in 

de doctoraalfase van mijn studie eind jaren ’80 intensief samenwerkte en die mij er sindsdien 

af en toe fijntjes aan herinnert wat daarin mijn sterke kanten en valkuilen waren. Verder 

bedank ik iedereen die op zijn of haar eigen manier met mij heeft meegeleefd en 

belangstellend bleef informeren wanneer de promotie nu zou plaatsvinden. 

  

Cecile van Damme en Ina Roelfsema hebben mij er jaren geleden al van proberen te 

overtuigen dat zij echt de beste papieren hadden om als mijn paranimfen op te treden. 

Gelukkig trokken zij zich niet alsnog terug toen ik het hen eindelijk ook formeel vroeg. Ik vind 

het plezierig dat zij bij deze spannende gelegenheid dicht in mijn buurt zullen zijn.  

 

Arnhem,  april 2007 
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Deelnemende huisartsen 

(naar plaats praktijkvestiging)  

  

Annen:  E.J. Haayer  

Assen:  J.H. van den Akker, H.van Gijsel, C.A. Hoeksema-de Vries,  A.H. Kok, 

  F.J. Leenstra, J. Rozeman 

Bedum:  B. Albronda, J.H. Bakker, J.J. Boskamp, T. Hoekstra 

Glimmen:  J.C. Winters  

Groningen:  B. Abma, P.J. Beuger, A.M. Bootsma-de Langen, H.J.Th. Hermsen,   

  A.M. Kerstholt-Masseling , A.J. Lameris, R. Lolkema, A. Louwenaar,  

  M.J.T. Oud, J. Post, D.J. L. Punt, A.R.M. de Ruiter, H. Rumpt, A.L. Rutgers, 

  A.P.E. Sachs, K.W. Schuit, J. Schuling, I. Schut, D.M.Schweiger, D. Soeters, 

  J. Talsma, T.A. Tanja, B. Tent , M.S. van Veenen, H.J. Visscher, C. Wijbenga  

Leek:   F. Lenting  

Paterswolde:  A.G. Swart 

Peize:  M.J.H. de Grooth  

Roden:  D.J. van den Berg, M. Bruinsma, W.K. van der Heide , E.Y. de Jong,  

  H.A. Mantingh, K. van der Meer 

Vries:   J. Fekkes, R. Niermeyer 

Zuidlaren:  H.W. Bodewes.   

 

 

 

 

 

 

 

 


