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Introduction 

Depression is a common condition, causing great amounts of morbidity due to its 

often recurrent and sometimes chronic course. It is projected that depression will be 

the second leading cause of disability worldwide by 2020 and the leading cause of 

disease burden by 2030 (1,2). Most patients with depression are treated in primary 

care (3,4). This makes the care for depression in primary care a subject of great 

interest and importance.  

In past years both in the media and in the scientific literature there was a lot of 

attention for depression in primary care. In the (Dutch) media the discussion focused 

mainly on “overrecognition” and “overtreatment”. It was stated that patients with 

depressive symptoms, e.g. as a reaction to negative life events, are often incorrectly 

diagnosed with depression and are often unnecessarily treated with antidepressants, 

which are not or minimally effective in these patients while also causing serious side 

effects (5-7). In the scientific literature underrecognition and undertreatment seemed 

to be the main subject. Many patients with depression remain unrecognized and of 

those recognized, the large part does not receive adequate treatment e.g. 

psychotherapy or pharmacotherapy with an antidepressant.  

These discussions are not new. In the 1980s and 1990s care for depressed 

patients in primary care was a frequently studied subject, also in The Netherlands as 

illustrated by the appearance of many theses. 

The aim of this thesis was to investigate current care for depressed patients in 

primary care. This thesis could thereby form a possible starting point for further 

improvement in order to decrease burden of this disease. In this chapter we will 

summarize the findings from chapter 2 through 6 and discuss them in the light of 

previous as well as recent literature. We will conclude with a discussion about future 

practice and research.  

 

Main findings 

General conclusion 

Overall this thesis gives a rather optimistic picture of current care for depressed 

patients in primary care compared to previous literature and media reports. We 

conclude that, in general, the care for depression in primary care is, in most cases, 

adequate, i.e. in accordance with the recommendations of the ruling primary care 
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guideline for depression, as it existed in the years the studies were performed (2004-

2009).  

 

Recognition 

Recognition was adequate with 60.5-68.7% of depressed patients recognized by the 

general practitioner (GP) (chapter 2). Patients in this study were 484 participants of 

the Netherlands Study of Depression and Anxiety (NESDA) who were recruited from 

65 primary care practices in and around Amsterdam, Leiden and Groningen and who 

were found to have a life-time diagnosis of major depressive disorders (MDD). Two 

risk factors (determinants) for non-recognition were found, of which no mental health 

related reason for visiting the GP was the strongest. Patients without a comorbid 

anxiety disorder were less often recognized as well. A subgroup-analysis was 

performed in a subgroup of 361 patients in which the GP used an International 

Classification for Primary Care code (ICPC-code) (irrespective of the code used) in at 

least one contact with the patient. This subgroup therefore had more reliable GP 

diagnosis data, since in the total study population several GPs did not code any 

contact, making ICPC diagnosis of depression, which was an important part of our 

definition of recognition, impossible. In this subgroup, just as in the total study 

population, patients without a mental health related reason for visiting the GP or 

without a comorbid anxiety disorder were less often recognized. In addition, patients 

with fewer depressive symptoms and those with an increased appetite were 

recognized less often. 

 

Referral 

In chapter 3 we describe the referral of 344 depressed primary care patients to 

mental health care professionals by the GP. Also for this study, baseline data of 

primary care respondents, in this case with a depression in the past year, from 

NESDA were used. Interestingly, over half (58%) of depressed patients were 

referred; this was an unexpected high percentage. Equal percentages were referred 

to primary (first line psychologist, social psychiatric nurse or social worker affiliated 

with the GP practice) and secondary (psychiatrist or psychotherapist in free practice, 

or any health care professional affiliated with a hospital or institute for mental health 

care) mental health care. With logistic regression we tested whether guideline criteria 

for referral were independent predictors of referral. The Dutch primary care guideline 
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recommends to refer to secondary mental health care patients with psychotic 

features, with bipolar disorder, with severe depression with social impairment or with 

high suicide risk and patients with no or insufficient response to two or more 

antidepressants. In addition, several guidelines, including the Dutch primary care 

guideline, recommend referral for psychological interventions in certain cases, 

although the criteria differ between guidelines.  

In our study, younger patients, those with a perceived need for psychotherapy, 

those with suicidal tendency and with chronic depression were referred more often. 

Patients with chronic depression or who had used (and stopped) at least two 

antidepressants were more often referred to secondary mental health care compared 

to primary mental health care. Referred patients met on average more guideline 

criteria for referral compared to non-referred patients. We can therefore conclude that 

GPs do take guideline recommendations into account in decision making for referral 

of depressed patients. However, other factors play a role as well, since we could only 

explain 8-11% of variance.  

 

Treatment with antidepressants 

In chapter 4 we report that guideline recommendations for treatment with 

antidepressants are thoroughly based on evidence when it comes to acute treatment 

(i.e. up to three months or until remission) and continuation treatment (from four to 

twelve months after remission to prevent relapses), also in primary care. In contrast 

however, evidence for maintenance treatment (the treatment phase after continuation 

treatment during another one, two or even more years to prevent recurrences) is 

almost completely lacking in primary care. The guideline recommendations for 

maintenance treatment in primary care are only based on uncontrolled studies mainly 

performed in secondary and tertiary care.  

In chapter 5 we presented a study showing that overtreatment is not a frequently 

encountered problem in Dutch general practice. We studied the use of 

antidepressants in a group of 1531 primary care patients, with and without 

depression and/or anxiety disorders. Of these patients 199 used an antidepressant at 

time of interview (baseline measurement of NESDA), of whom 188 (94.6%) with a 

(possibly) justified indication according to the Dutch depression primary care 

guideline for depression (and for anxiety disorders), leaving 11 patients without a 

justification. Six (54.5%) of these patients had a single episode of major depressive 
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disorder more than one year ago. This means that they did have an indication for the 

use of an antidepressant in the past, while the antidepressant had been continued 

too long according to guideline recommendations. The other five patients without a 

(possibly) justified indication never had a justified indication for the use of an 

antidepressant. As NESDA was designed to study depression and anxiety, patients 

with these disorders were oversampled. Therefore we recalculated our findings to the 

original population of primary care patients (n=10,677). The results were the same, 

only 5.4% of patients on antidepressants had no (possibly) justified indication for the 

use of these drugs. 

Chapter 6 describes the use of maintenance treatment in a sample of primary 

care patients. We studied the determinants of maintenance treatment of primary care 

patients with remitted depression. We used data on primary care respondents from 

NESDA, from the baseline, two-year- and four-year follow-up measurements (n=776, 

1571 observations). Unexpectedly, we had to reject our first hypothesis that patients 

with a chronic and/or recurrent depression would more often use maintenance 

treatment. Our second hypothesis that patients with a history of anxiety disorder(s) 

more often were on maintenance antidepressant treatment was confirmed. 

Remarkably, also patients with a history of dysthymic disorder had an increased 

likelihood of maintenance treatment with antidepressants. Patients who used 

benzodiazepines or had had contact with a mental health professional in the past six 

months had an increased likelihood of maintenance treatment with antidepressants 

as well. The difference in mental health care use in the last six months was due to a 

higher percentage receiving secondary mental health care. The percentage receiving 

primary mental health care was comparable. Finally, older patients and those with a 

low or intermediate education had an increased chance of using maintenance 

treatment.  

 

Historical overview 

Discussion about depression care from 1980 till now 

In the 1980s and 1990s, there was a heavy scientific debate about recognition and 

treatment of depression. This discussion focused mainly on poor recognition and 

treatment in primary (medical) care, since researchers had just found that the 

majority of patients with depression presented and were treated in this setting. Many 

researchers studied risk factors for non-recognition and consequences of non-
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recognition as well as treatment standards and adequacy of different treatments for 

depression in primary care (8-11). Different indicators of adequacy of antidepressant 

prescription were studied, such as the type of depression for which the 

antidepressants were prescribed and the dosages prescribed (10,12). Other 

treatments originating in primary care such as referral to primary and secondary 

mental health care or to various forms of psychotherapy and the effects of these 

treatments were less often studied (13,14).  

The past decade started with the World Health Report of the World Health 

Organization in 2001 that focused on mental health. In this report it was stated that 

depression would be the leading cause of disability in the developed world by 2020, 

and second only to ischaemic heart disease globally. The awareness of the 

importance of mental disorders grew. Many researchers started studying mental 

disorders, including depression. In fact, in the 12 years between 2000 and 2011 

almost as many articles on depression have been published in PubMed as in the 30 

years before the year 2000. By the time this thesis is published, the number of 

articles published since 2000 will almost certainly have exceeded the number 

published between 1970 and 2000.  

In 2001 the Dutch government launched a large research program called 

“Geestkracht” for research on mental disorders in order to increase available 

knowledge about these illnesses and to improve their treatment. The Netherlands 

Study of Depression and Anxiety (NESDA) started in 2004 and is funded by the 

“Geestkracht” program. This study was started with the main aim to investigate the 

long-term course of depressive and anxiety disorders. Almost 3000 people with and 

without a disorder from the community, primary care and secondary mental health 

care were included.  

The increasing knowledge on depression also reached the media. The media 

especially picked up on articles questioning the efficacy of antidepressants, (patient) 

reports about serious side effects and prescription of antidepressants for mild 

depressive states (5-7,15,16).  

 

Recognition of depression in primary care from 1980 till now 

Recognition of depression in primary care was found to be poor in the 1980s and 

1990s. In most studies the majority of patients with a depressive disorder remained 

unrecognized, while at the same time a considerable number of patients not fulfilling 
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criteria for a depressive disorder, were given the diagnosis depression by the primary 

care physician (8-11). 

Recognition of depression has also been a subject of great interest in more 

recent years. Compared to the studies published in the 1980s and 1990s, these 

studies have more encouraging results (17-19). More patients are recognized in 

primary care, although there are large differences between studies. In some 

countries recognition still seems poor.  

 

Rate of recognition 

 In the 1980s, Perez-Stable et al. from the United States (US), found that only just 

over a third of patients with major depressive disorder was recognized as such by the 

primary care physician and a considerable number without major depressive disorder 

was given the diagnosis of depression by the primary care physician (8).  

In the 1990s, Klinkman et al. also from the US came to the same conclusion. 

In their study 35% of depressed patients was diagnosed as such by their primary 

care physician, while almost 30% of patients without depression, was diagnosed as 

having depression by their primary care physician (9). Klinkman et al. concluded that 

false positives and false negatives occupied the middle ground in functioning and 

symptoms between true positives and true negatives. The primary care physician did 

diagnose patients with severe depression (9). In 1998, Lecrubier reported in a French 

study that only 54% of depressed patients were recognized by general practitioners 

as “psychological cases” and only 15% was recognized as being depressed (10).  

In a Dutch study Tiemens et al. considered false-positives and false-negatives 

in another way. They found that in many cases of psychological/psychiatric illness, 

the patients were recognized as having a mental disorder, but there was 

disagreement between the GP and the psychiatric assessment about the correct 

diagnosis or the severity of the illness. This applied especially to the false-negative 

cases. Most of the false-positive cases were true false positives (55%) (11). In The 

Netherlands this gave lead to the development of many refresher courses for GPs on 

the recognition of depression. 

After the year 2000, results became more encouraging. In addition, the focus 

widened. Recognition was no longer considered in yes and no terms and instead 

severity of depression and need for treatment were taken into consideration. In 2002, 

Kessler et al. reported a follow up study in the US on patients with depression  
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according to a psychiatric assessment. The general practitioners had diagnosed 39% 

of patients with anxiety or depression at baseline. After three year follow up, 64% of 

patients with depression at baseline had received a diagnosis of depression. Of the 

patients without diagnosis, most had a spontaneous recovery. Only 14% had not 

received a diagnosis while still having a clinically severe condition. The authors 

concluded that general practitioners fail to recognize one out of every seven patients 

with treatable depression (20).  

Other studies reported similar percentages. In a German study by Wittchen et 

al. 75% of DSM depressed patients was recognized (of ICD-10 depressed patients 

59% was recognized) (17). In an Italian study, Berardi et al. found that almost 80% of 

depressed patients was recognized in primary care. However, they also found that 

45% of patients diagnosed with depression by the primary care physician did not fulfil 

ICD-10 criteria for this diagnosis. Over half of these false-positives had a 

subsyndromal depression (19).  

Finally, in a study in the United Kingdom Mitchell et al. specifically studied 

accuracy of GPs in diagnosing mild depression and distress. GPs diagnosed only 

one in three patients with mild depression as such, although their specificity was over 

80%. They did better in diagnosing distress, as almost half of patients with distress 

got this “diagnosis”; specificity was the same, around 80%. They concluded that GPs 

have more difficulty identifying patients with mild compared to moderate-severe 

depression. Their other conclusion was that although GPs seem to have 

considerable difficulty in diagnosing patients with mild depression, the implications 

are unclear, as some of these patients may not want help or do recover 

spontaneously (21).  

 The overall picture from the studies performed in the last decade is that the 

majority of patients are adequately recognized (17,19-21). In addition, awareness 

regarding the number of false-positives and the consequences of “overrecognition” 

and consequent “overtreatment” has risen (11,18,19). False-negatives/false-positives 

and recognition are studied in more detail, acknowledging the fact that depression 

often coincides with other psychiatric disorders, especially anxiety disorders and that 

depressive symptomatology is a spectrum and a distinct difference between healthy 

and depressed does not (always) exist (9,11). 
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Determinants of (non-)recognition 

Several researchers studied risk factors for non-recognition. In several studies low 

severity was found to be a risk factor, as was younger age (10,11,21,22). 

Coyne et al. found that severity was a major indicator of recognition: 73.3% of 

severely depressed patients were recognized, compared to 18.4% of patients with a 

mild depression. Younger patients more often remained undetected, as did those 

without comorbid anxiety disorder. Undetected patients also did less often have 

several specific depression symptoms such as low energy, feeling worn out or failing 

to get 6 or more hours of sleep. There was also a trend toward less disturbance of 

appetite in the undetected group (22).   

Lecrubier studied factors influencing recognition as well and found that a 

psychological reason for encounter with the GP made recognition more likely, as did 

female gender and older age. Recognition increased with increasing severity. 

Patients with chronic medical conditions were less often recognized (10). 

Tiemens et al. compared patient characteristics of true false-negative patients 

and concordant positive patients and found that the true false-negatives were on 

average younger, and visited their physician less often for psychological reasons 

(11). Reason for encounter was also found by several other researchers to be 

correlated to recognition. More specifically, a psychological reason for encounter led 

to higher recognition rates while somatic reasons for encounter led to lower 

recognition rates (23-25). Patients with both acute and chronic somatic diseases are 

also less often recognized according to studies by Furedi et al. and Henriques et al. 

(25,26). 

 Finally, having had prior episodes was found to be associated with better 

recognition in the studies by Fernandez et al. and by Wittchen et al. (24,27). 

 

Referral of depressed patients to primary and secondary mental health care from the 

1980s till now 

In previous literature a consistent small minority of patients with psychological 

complaints was referred to mental health care. Patients with more serious psychiatric 

diagnoses such as psychosis were more often referred, as were males and younger 

patients. The GP referred only 5.5% of patients with depressive or anxiety diagnoses 

according to Verhaak in 1993 (13). Creed et al. found that the number of referrals to 

psychiatric services by a general practitioner was negatively correlated to the amount 
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of detail in the referral letter; while in referrals to psychologists there was a positive 

correlation (14). The number of referrals has increased by a factor 4.5 from the 

1970’s to the late 1990’s (28).  

 More recent studies focused on barriers preventing referral and patient factors 

influencing referral. Patients more often had a history of depression and an acute or 

chronic stressor according to Miller et al. (29). Younger patients were more often or 

older patients less often referred (30,31). Trude and Stoddard investigated whether 

primary care physicians experienced barriers in referring to mental health care. They 

found that over half of primary care physicians did experience barriers in the 

availability of mental health care (32). Physician factors influencing referral behaviour 

were therapeutic confidence and personal experience according to Kravitz et al. (33). 

According to Van den Boogaard et al. severity of depression, marital status and also 

causal attributions related to intrapsychic fears and childhood were associated by 

being in therapy for 3 sessions or more. Being in therapy meant that referral had 

taken place (34). Anthony et al. even state that the decision to refer a patient with 

depression, is a complex one. Practice setting and environment play a role, but also 

clinician comfort in treating depression, perceived severity and complexity of the 

disorder, patient preference and patient financial resources are important (35).  

 

Treatment with antidepressants in primary care from 1950s till now 

In 1958, the first two antidepressant drugs were discovered: the first tricyclic 

antidepressant imipramine by Kuhn and the first monoamine oxidase inhibitor 

iproniazid by Kline. Within several years more antidepressants were developed and 

marketed. As these antidepressants could have serious side effects and achieving an 

adequate dose could be difficult, the numbers of patients using these drugs remained 

stable at quite a low level. With the introduction of zimeldine, fluvoxamine and 

especially fluoxetine, the first serotonin reuptake inhibitors (SSRIs), this changed in 

the 1980s. These drugs had fewer side effects and were easier to be dosed at an 

adequate level. At the same time the introduction of DSM-III (1980) made it easier to 

make a diagnosis of depression. As a result the prescription of antidepressants, 

especially the SSRIs, began to grow and experiences became more widely available. 

It then became apparent that depressive disorders did not behave like a “common 

cold” and that antidepressants should not be used just until recovery (“acute 

treatment”) but instead should be continued after remission for at least several 
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months (“continuation treatment”) to prevent relapses. Continuation treatment was 

promoted for all patients. Even longer treatment for one of more years (“maintenance 

treatment”) became promoted to prevent recurrences, though only for patients with a 

high recurrence risk. However, it remained unclear which patients did have an 

increased risk and how long maintenance treatment should last.  

While continuation treatment has been widely studied and guideline 

recommendations for primary care can be considered evidence based, maintenance 

treatment cannot (chapter 4). There are several reasons for this. First, studies with 

long follow-up are expensive. And as in all medical specialties, most research is 

funded by pharmaceutical companies, whose goal it is to make profit from the sales 

of medications. For registration of an antidepressant, only positive data from acute 

and continuation studies are needed (36).  

This means that when short-term and medium-term results are positive, the 

antidepressant can be brought on the market. Long-term studies (i.e. studies into the 

use as maintenance treatment) are at that point not necessary. In the case of 

antidepressants this is further complicated by the fact that existing guidelines already 

recommend long-term/maintenance treatment for certain patients (and for some 

patients even lifelong treatment). Therefore, the expected extra profit for 

pharmaceutical companies in case of positive results is minimal.  

 

Undertreatment 

Undertreatment has long been the focus of almost all research on antidepressant use 

in primary care. In addition to all studies from the 1980s and 1990s reporting 

underrecognition, many if not most recognized patients did also not get treatment 

with antidepressants. For example, Lecrubier reported that among the low 15% of 

patients with a recognized depression in his study, only about 50% was treated with 

antidepressants (10). Furthermore, antidepressants were often prescribed at 

inadequate dosages in a significant percentage of cases as shown in a UK study 

(12). The same authors also discussed monitoring of patients on antidepressants, as 

about a fifth of patients that had been taking antidepressants for more than six 

months had depression at the syndromal level, suggesting insufficient care by the 

general practitioner.  

Simon et al. from the US did a broader study on the treatment of depressed patients 

(37). They found that 66% of patients with major depressive disorder at 
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baseline had received some form of treatment (either a visit to a mental health 

professional and/or a prescription for antidepressants) from their primary care 

physician. Likelihood of treatment was strongly related to severity of illness, patients 

receiving antidepressants or using specialty mental health services were more 

symptomatic and more disabled at baseline. Dosage and duration of antidepressants 

met current standards (Agency for Health Care and Policy Research; AHCPR) in 

61% of cases with an antidepressant prescription (38,39). This seemed like an 

encouraging result, it should be noted however, that Simon et al. used a prevalent 

sample of depressed patients. It is well known that most patients that discontinue 

antidepressants, do so in the first weeks of treatment. These patients are probably 

underrepresented in their study. 

Since the year 2000, more articles about undertreatment of depression were 

published. Lecrubier wrote in a review of three large epidemiologic studies (WHO-

study, INSERM and ESEMeD) that in all three studies, the majority of patients with 

depression did not receive an antidepressant (85%; 79% and 78.8% respectively) 

(40). In an Italian study 20.9% of patients who would benefit from an antidepressant, 

received this treatment (41). Most patients who did receive an antidepressant, 

received a SSRI at therapeutic dosage, while two thirds of tricyclic antidepressants 

were prescribed at sub-therapeutic dose (41).  

 

Overtreatment? 

Overtreatment has long been an underexposed subject compared to undertreatment. 

As far as we know, the first studies were done in the UK by Sireling et al. (1985) 

reporting that only 56% of patients treated with antidepressants by the general 

practitioner because of depressive symptoms, had a major depressive disorder, while 

23% had milder depressive diagnoses (42). In patients receiving other treatments 

such as benzodiazepines, or who were referred to a social worker, only 19% had a 

major depressive disorder, while 31% had milder depressive diagnoses (43). 

In the last few years, more attention has been focused on overtreatment, as it 

became apparent that antidepressants have side effects and that, especially in 

primary care, a substantial percentage of patients recovers spontaneously within the 

first few months. In the Netherlands the general public got interested in the subject 

because Trudy Dehue’s best seller “De depressie-epidemie” (The depression 

epidemic) in 2008 (5). This book describes that depression is not increasingly 
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common, but just more noted and moreover, considered a disease as opposed to a 

transient state of mind. She suggested that depression was often overtreated, 

because patients and physicians alike were influenced by the pharmaceutical 

industry and antidepressants were readily asked for and prescribed. In her opinion it 

could not be true that over a million Dutch citizens (8% of the Dutch population) were 

using an antidepressant with a valid indication. Since then, the media picked up on 

this subject and television programs like “Iedereen depressief” (everybody 

depressed) were made, as well as a broadcast of the consumer programma “Radar” 

reporting that antidepressants were prescribed unnecessarily for many kinds of 

complaints while having serious side effects that were ignored by the pharmaceutical 

industry and prescribers (6,7). In other countries the media also paid attention to the 

subject (15,16,44). 

 As previously mentioned in the paragraph about recognition, several 

researchers came to the conclusion that not all patients diagnosed with depression 

by the GP, had a major depressive disorder (MDD). Some researchers also found 

that some of these “false-positive depressed patients”, i.e. patients without an 

indication for an antidepressant, actually did receive antidepressants (11,22). A study 

in Spanish primary care by Pinto-Meza et al. (2008) in 333 primary care patients 

starting antidepressants after diagnosis of depression by the GP showed that only 

118 of these patients had MDD and 15 dysthymia, while 81 had minor depression 

and 119 other forms of depression (45). At least the prescription of antidepressants 

to patients with minor depression could be considered overtreatment, rendering a 

percentage of overtreatment of at least 24%. Sihvo et al. from Finland and Berardi et 

al. from Italy also found high percentages of overtreatment of 25% and 35%, 

respectively (19,46). Some of these studies have also methodological limitations. 

Pinto-Meza made the diagnosis with a telephone interview and did not consider other 

diagnoses such as anxiety disorders as indications for antidepressant treatment. 

Berardi et al. did not only not consider anxiety disorders as an indication but also 

‘forgot’ continuation treatment as indicated treatment. Sihvo et al. did, but still found a 

high percentage of overtreatment, all in patients without any known psychiatric 

disease (19,46). A more recent study by Cameron et al. was the only mentioning “a 

low percentage” of overtreatment, however, without mentioning an exact percentage 

(47).  
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Comparison of the findings from this thesis with previous literature 

Recognition 

Determinants of recognition  

When comparing determinants of (non-)recognition from our study to previous 

studies, our results were in line with the results of Wilhelm et al., Furedi et al. and 

Fernandez et al.; patients without a psychological reason for encounter were at risk 

for non-recognition (23-25).  

Of the specific depression symptoms, increased appetite led to decreased 

recognition although only in the subgroup. In contrast, Coyne et al. reported 

correlations between low energy/feeling worn out or sleep disturbance and non-

recognition and a trend towards less disturbance of appetite in the undetected group 

(22). We could not fully compare our results to those of Wittchen et al. since we did 

not study loss of confidence as a symptom (27). 

Finally, we found that patients with a comorbid anxiety disorder were more 

often recognized, although this may have been an artefact caused by our definition of 

recognition, which included the use of antidepressants and the diagnostic codes for 

anxiety disorder and feelings of anxiety.  

 

Recognition rate 

Comparing the recognition rate in our study to recognition in previous studies, 

recognition is significantly higher, especially compared to the studies in the 1980s 

and 1990s. In the older studies only about one third of depressed patients was 

recognized, while in our study two thirds were recognized. These differences are 

probably at least partly due to the implementation of guidelines and extra training of 

the Dutch GPs. Also important is the fact that depression is less of a taboo compared 

to 20 or 30 years ago. As a result patients are better informed about the diagnosis 

and more often bring it up as a possible diagnosis themselves.  

Unfortunately in some countries recognition is still poor according to a recent review 

by Mitchell et al. from 2009. They performed a meta-analysis about recognition of 

depression in primary care by pooling results of 41 studies with over 50,000 patients. 

Overall recognition was 47.3% (41.7-53.0%), although recognition highly varied 

between studies (6.6%-78.8%) (18). This is probably due to differences between 

studies in definition of recognition and to differences between countries in training of
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primary care physicians and health care systems.  

The importance of the definition of recognition is well illustrated by the study of 

Joling et al. (48). They found that recognition was best defined by a combination of 

the following indicators of recognition: free text words strongly related to depression 

and/or the use of antidepressants and/or referral according to the electronic medical 

record from the GP. The addition of the diagnostic codes for depression and 

depressive feelings did not further improve diagnostic accuracy. This is a very 

important finding, as many studies in the past solely used these codes as evidence 

for recognition. In our study, we used a wide definition of recognition including the 

diagnostic codes for depression (International Classification for Primary Care; ICPC) 

and the use of antidepressants or referral according to the electronic medical record. 

In our opinion this leads to a more accurate estimation of recognition by the GP as 

Joling et al. demonstrated.  

Next to that, large differences exist between countries, which could be due to 

differences in health care systems. As is obvious from the WHO study and several 

more recent studies, in some countries (especially in Asia) recognition is still poor, 

while in Europe recognition seems to have improved (40,49-51). In the Netherlands 

general practitioners are gatekeepers to secondary care, i.e. patients cannot visit 

secondary (mental) health care without a referral from their general practitioner. The 

GP knows his patients and is therefore able to diagnose depression even when a 

patient consults with all kinds of different (somatic) complaints. If a patient would visit 

several separate specialists, the whole picture (the depression) is more easily 

overlooked. Moreover, GPs have to follow a postgraduate training of three years, 

including a specific training in psychiatry consisting of a three-month internship. Next 

to that, many postgraduate courses about mental disorders exist. In the last ten 

years, several guidelines for the treatment of mental disorders in primary care have 

been updated and together with postgraduate training on mental health have led to 

better awareness on mental disorders among general practitioners. Short 

questionnaires have been developed such as the INSTEL-screen (intervention study 

primary care screenings questionnaire) to help the GP to screen for depression very 

quickly during their busy consultation hours (52). 
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Referral 

In chapter 3 we found that 58% of patients with depression was referred. In the 

1980s and 1990s only a small proportion of patients with depression was referred 

according to Verhaak (13). It could be that depression was more of a taboo in those 

days, or that psychiatric care was less accessible. In a later study Verhaak found that 

percentage of referrals increased by a factor 4.5 from the 1970s until the 1990s (28).  

We studied determinants of referral as well and found that GPs base their 

referral decisions partly on guideline recommendations. Patients with a preference for 

psychotherapy were referred more often, as were patients with chronic depression, 

patients with suicidal tendency, younger patients and those with more severe 

depression. Those with non-response to two or more antidepressants or chronic 

depression were more often referred to secondary mental health care. These results 

are in line with those of Kendrick et al., Wang et al. and Van den Boogaard et al. who 

also found that younger patients and those with more severe depression were 

referred more often (31,34,53). Patient preference influenced referral not only in our 

study, but also in the study by Anthony et al. (35). 

Interestingly, Anthony et al. and Kravitz studied other determinants and found that 

therapeutic confidence / physician confidence in managing patients with depression 

and also personal experience were determinants of referral (33,35). Unfortunately, 

we did not study physician opinions as possible determinants. 

Our finding that also non-response to antidepressants was a determinant of 

referral, was a new finding.  

 

Treatment with antidepressants 

Undertreatment 

We did not study undertreatment. This was a deliberate decision. At first glance 

undertreatment seems easy to define. According to many depression guidelines that 

have been published in the last 10-20 years, all patients with a major depressive 

disorder could benefit from the prescription of an antidepressant. And possibly some 

patients with other conditions, such as dysthymia would benefit too. On the other 

hand, fifty percent of patients in the general population with a depression recover 

spontaneously within three months. Consequently, several guidelines consider 

“watchful waiting” or a minimal intervention as an option in the first few months, 

especially for patients with a first and mild depression (54-56). Hence, patients who 
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have an indication for the use of an antidepressant, do not necessarily need an 

antidepressant. Moreover, some patients who are not treated with antidepressants, 

do actually receive psychotherapy or another form of psychological support, which 

are also potentially effective strategies for treating depression. Third, a substantial 

percentage of patients with depression do not visit their GP, or do not present with 

mental problems, because they do not think they need help for these problems. All 

these patients could be considered undertreated if we would strictly follow a definition 

that states that every patient with an indication for an antidepressant should use an 

antidepressant.  

The more recent guidelines such as the new Dutch multidisciplinary 

depression guideline and the new Dutch general practice guideline depression have 

added another dimension to this discussion. These guidelines now recommend 

reserving antidepressants for the patients with more severe MDD instead of all 

patients with MDD (54,57). This could be viewed as a partial return to the past. 

Before the DSM-III and IV, physicians discerned several types of depression. 

Antidepressants were indicated for depression with ‘vital’ (i.e. melancholic) symptoms 

only. The DSM-III started defining depression as a cluster of a certain number of 

symptoms, unregardless of which symptoms a patient displayed.  

In 1994 the first NHG-standaard (Dutch College of General Practitioners 

guideline) “Depressive disorder” was published. Although this guideline wrote that 

antidepressants could be prescribed to all patients with depression, it was 

recommended to be reticent in prescribing these drugs (58).  

The new trend is not prescribing antidepressants in case of certain symptoms 

(e.g. melancholic symptoms), but in more severe cases, defined as patients with a 

higher degree of suffering and/or dysfunctioning. Most of the time these patients 

have more symptoms as well. These changes are based on the most recent 

literature, showing that patients with mild and even moderately severe depression do 

not profit more from antidepressants than from placebo (59,60). 

 

Overtreatment 

By the time the Dutch media started publishing about overtreatment in primary care, 

we were already planning the study from chapter 5, since literature about this subject 

was scarce at the time. Our results were unexpected and for us a real surprise: only 

5.4% of antidepressant treatment was not in accordance with recommendations from 
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current guidelines. Earlier studies had studied overtreatment from two different 

viewpoints:  First, some studies focused on recognition of depression (both false-

negatives and false-positives) reporting the use of antidepressants among false-

positives. Most of these patients had depressive symptoms, without fulfilling criteria 

for a MDD. This led to the conclusion that GPs prescribed antidepressants for too 

mild depressive symptoms/disorders (27,53,61). Second, some studies did focus 

directly on the prescription of antidepressants and possible overtreatment. The 

Finnish study by Sihvo et al. and the Italian study by Berardi et al. were already 

mentioned above. They found a high percentage of overtreatment (19,46). In 

contrast, Cameron et al. reported that in Scotland overtreatment was not a large 

problem (47). This is remarkable, as the Scottish primary care/health care system is 

comparable to that in the Netherlands with the GP as gatekeeper to secondary 

(mental) health care. Finally, our finding that most overtreatment was due to (too) 

long continuation of antidepressants in patients with a previous indication/justification 

according to the primary care guideline, was never reported before, while it is 

possible that it has also never been taken into account before.  

 

Future research and practice 

Future practice 

New guidelines 

Less than a year before the completion of this manuscript, the second revision of the 

Dutch general practice guideline depression was published (57). For the first time this 

guideline not only provides GPs with recommendations for the diagnosis and 

treatment of patients with major depressive disorder (MDD), but also with 

recommendations for patients with milder depressive symptoms. Recommendations 

about antidepressant prescription had been a bit vague in the previous guideline, 

they could be prescribed to patients with MDD depending on degree of 

dysfunctioning, degree of suffering and patient preference. In the new guideline it is 

stated that in all but the most severe cases of depression, treatment should start with 

baseline interventions (psychoeducation, structuring of daily life, activity planning and 

monitoring) plus first step interventions (e.g. guided self-help or short psychological 

interventions). Only when this has proven to be ineffective, antidepressants are an 

option as well as psychotherapy. Maintenance treatment with antidepressants and/or 

psychotherapy is recommended after more than three episodes or after a single 
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severe episode. No specific duration for maintenance treatment is mentioned in the 

new guideline. 

In conclusion, from now on, according to this guideline, GPs should reserve 

antidepressants for those with (very) severe depression, and to patients with 

mild/moderate severe depression only after little or no response to other treatments. 

Some patients could benefit from maintenance treatment, especially after multiple 

episodes with relapses/recurrences after the discontinuation of antidepressants.  

 

Recognition 

In chapter 2, we studied determinants of recognition of depression. We found a trend 

towards less recognition of certain atypical features (increased appetite). It seems 

that more awareness of atypical features is still needed. Unfortunately, the new 

general practitioners guideline does not pay specific attention to atypical features.  

 

Treatment with antidepressants 

When taking into account the results of this thesis, it is unclear how clinical practice 

for the treatment of depression and especially for the use of antidepressants should 

change. In our study, almost all patients who use an antidepressant (i.e. prevalent 

users) have (or had) a major depressive disorder or an anxiety disorder at the time 

the antidepressant was started. The recommendation from the new guideline not to 

prescribe an antidepressant to patients with minor depression, already appears to be 

standard practice. What is partly new compared to the previous guideline, is to 

restrict prescription to patients with (very) severe MDD and not to start an 

antidepressant in patients with mild to moderate severe MDD. However, the new 

guideline allows them also in these patients when baseline interventions and first 

step interventions have failed. It is unknown how many of the patients with MDD who 

got an antidepressant in our study, would have fulfilled this additional criterion. 

Therefore, although the new guideline is far more explicit in it’s recommendations for 

treatment with antidepressants, it is probable that prescription numbers will not 

decrease.  

In the new guideline, only a little bit more attention is paid to the 

discontinuation of antidepressants. In the previous guidelines, it was stated that 

patients should discontinue their antidepressants within four weeks after a 

continuation period of six months. In the new guideline they add that tapering off 
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should be dependent on the specific antidepressant used and that attention should 

be paid to potential relapses.  

We think that the new guideline should have paid even more attention to the 

discontinuation of antidepressants, as we found in chapter 5 that most patients using 

antidepressants without a current justification/indication according to the guideline, 

were patients with a history of a single episode of a major depressive disorder. The 

new guideline e.g. should have stated that periodic consultations are recommended 

for all patients using antidepressants in which (dis)continuation should be discussed. 

The new guideline does recommend these check ups for patients referred back to the 

GP from secondary mental health care. In our opinion these check ups should be 

recommended for all patients. 

 

Referral 

It is difficult to give recommendations for referral, since evidence is scarce. It seems 

that quite a large proportion of depressed patients is referred. We think the guideline 

recommendations for referral in the new guideline were already followed.  

 

Future research 

Future research should focus on the subjects that can further improve care for 

depressed patients in primary care/general practice. In specific, the following subjects 

could be of interest: 

 

Recognition of depression  

Improving recognition rate in itself should not be a goal, outcome is more important. 

In the last few years several researchers already studied the outcome of depression 

in patients that had gone unrecognized (39,62). They found that outcome was the 

same for recognized and unrecognized patients. It was stated that unrecognized 

patients often had less severe depression and therefore a better chance of 

spontaneous recovery (39,63). In our study in chapter 2 we came across another 

major issue in studying recognition: the definition. If a depression goes unrecognized 

in patients not consulting their GP, or consulting only once or maybe even a few 

times for unrelated subjects, could this be called failure to recognize depression? If 

we would answer this question with yes, it would mean that screening for depression 

among all patients visiting the GP would be necessary. Several studies already found 
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that random screening for depression in general practice does not improve outcome 

of depression (63,64). Therefore, random screening seems unnecessary and even 

pointless.  

Another point in recognition is the patient perspective. Are patients willing to 

accept treatment? Do they want to discuss their depression? A study performed with 

NESDA data by van Beljouw et al., showed that patients without a perceived need for 

care/treatment often had less severe depression and a better chance of spontaneous 

recovery (65). It seems that a good proportion of patients is able to make valid 

judgments about their condition and their ability to sort it out for themselves.  

Do we then need research on recognition of depression? The answer still 

should be yes. Depressive disorder and especially depressive symptoms are very 

common and cause a lot of suffering and dysfunctioning. Loss of work hours due to 

depression is very high, bringing with it very high costs for society. Preventing 

morbidity is important and recognition is the first step. Future research on recognition 

should focus on exploring barriers to recognition, and determinants of recognition in 

relation to risk factors for chronic or recurrent course of depression.  

 

Primary care versus secondary care  

Although the number of studies on depression in primary care has increased 

substantially in recent years, still most recommendations in primary care guidelines 

stem from studies performed in secondary and tertiary care (66). It is sometimes 

stated that patients with depression in primary and secondary care are not very 

different. However, this may not be the case in all countries. In The Netherlands a 

referral from a GP is necessary to consult secondary (mental) health care. In chapter 

3 we showed that the GP takes guideline recommendations into consideration in 

decision-making about referral. It is therefore, at least in The Netherlands, doubtful if 

patients in primary and secondary can be considered the same. It could be that 

recommendations for patients in primary and secondary care should be different. 

Consequently, future research should focus on the exploration of possible differences 

between patients and if risk factors for e.g. relapse/recurrence are the same and 

therefore if treatment should be the same.  
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The role of the practice nurse for mental health care  

A new phenomenon in The Netherlands is the psychiatric nurse working in the GP 

practice. It would be interesting to study care by these nurses and outcome of 

patients treated by them. Especially since the new GP guideline recommends short 

psychological interventions in a large proportion of cases, which can be provided by 

psychiatric practice nurses. And even more so since the Dutch government limited 

reimbursement of psychological and psychiatric care since January 2012. Patients 

now have to pay a contribution per session for psychological care and a fixed 

contribution for psychiatric care. Care by the psychiatric practice nurses in the GP 

practices is still fully reimbursed. If care by these nurses is cost-effective and the 

patient outcomes are good, treatment by the psychiatric nurse in the GP practice will 

probably play an important role in depression treatment in primary care in the future 
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