
ABSTRACT
Background
The question whether patients actually start drug
taking after having received a first antidepressant
prescription is often overlooked.

Aim
To determine the incidence of patients who do not fill
or fill only a single antidepressant prescription at the
pharmacy, and to identify associated patient
characteristics.

Design of study
Retrospective study linking a general practice to a
pharmacy dispensing database.

Setting
General practice in the Netherlands.

Method
Study population: patients who received a first-time
antidepressant prescription from a GP. Three patient
groups were identified: patients who did not fill the
prescription (non-fillers); patients who filled only a
single prescription (single Rx-fillers); and patients who
filled at least two consecutive prescriptions. Non-fillers
and single Rx-fillers were combined into a group of
decliners.

Results
Of all 965 patients, 41 (4.2%) did not fill the
prescription, and 229 (23.7%) filled only a single
prescription. Patients who consulted their GP for a
non-specific indication, rather than for depression,
anxiety, panic, or obsessive-compulsive disorder, were
almost three times more likely (odds ratio [OR] = 2.7,
95% confidence interval [CI] = 1.8 to 3.9) to decline
treatment. Further, the risk of declining was almost
fivefold higher (OR = 4.8, 95% CI = 2.1 to 11.3) in non-
Western immigrants, and almost twofold higher
(OR = 1.8, 95% CI = 1.2 to 2.8) in patients >60 years of
age.

Conclusion
Over one in four patients who receive a first-time
antidepressant prescription decline treatment; they
either do not initiate drug taking or do not persist with
antidepressant use for longer than 2 weeks.

Keywords
antidepressants; anxiety; depression; patient
nonadherence; treatment refusal.

INTRODUCTION
Initiation of drug taking is a complicated process, as it
involves patients and physicians making consecutive
decisions. When faced with a health concern, the
patient needs to recognise it as a problem and to
decide whether to consult a physician. Thereupon, the
physician must be able to recognise and diagnose the
patient’s health problem and may propose treatment,
including drug treatment. If the physician–patient
encounter results in a prescription for drug treatment,
the patient subsequently has to decide whether to
present the prescription at the pharmacy for
dispensing. Having filled the prescription, the patient
has to initiate treatment by taking the first tablet. And
finally, the patient has to decide to persist in drug
taking. Although this factual sequence of actions leads
to a simple dichotomous decision to initiate or not to
initiate drug treatment, it in fact involves a complex
cognitive process taking many considerations into
account. The decision to initiate drug taking is
influenced by the way in which patients evaluate their
personal need for medication relative to their concerns
about potential negative effects of taking it.1,2 Patients
evaluate whether the physician’s advice to start drug
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taking makes common sense in the light of their own
understanding and beliefs about the illness and
treatment.
Numerous studies have focused on patients who

discontinue antidepressant use before the
recommended duration of treatment. Between one-
third and one-half of patients stop taking the
antidepressant within 3 months, and less than half
continue to take their antidepressant medication for a
full 6 months.3–8 Multiple factors have been
hypothesised to be predictors of early discontinuation,
including sociodemographic-, disease-, and
treatment-related factors.4,8–13 However, initiation of
antidepressant drug treatment has hardly been
addressed in research. Often overlooked is the
question of whether the patient collects the drug at the
pharmacy, and whether the patient actually starts drug
taking. It has been found that overall (that is, all
prescriptions and all therapeutic groups), between 7%
and 20% of patients fail to redeem their prescription at
the pharmacy.14–16 These studies, however, do not
provide insight into the non-filling of antidepressant
prescriptions, and first-time prescriptions in particular.
Furthermore, it has been shown that of all patients
having an antidepressant dispensed at the pharmacy,
up to 38% fill only a single prescription.6,17–20 Of those
filling only a single antidepressant prescription, one-
third never initiate drug taking.3,20

To date, there have been no studies published that
specifically explored the extent and determinants of
declining the prescription for a new antidepressant
treatment. The aim of this study therefore was to
determine the incidence of patients who do not fill the
first-time antidepressant prescription or redeem only
a single antidepressant prescription at the pharmacy;
and to identify patient characteristics associated
therewith.

METHOD
Study setting
Data for this study were obtained by linkage of routine
registration data collected in general practice to a
pharmacy dispensing registration database. In the
Netherlands, every individual is listed in a general
practice. General practice data were obtained from
the Second Dutch National Survey of General Practice
(DNSGP-2), which was carried out in 2001 by the
Netherlands Institute for Health Services Research
(NIVEL) in cooperation with the National Institute for
Public Health and the Environment (RIVM). The
DNSGP-2 has been described in detail elsewhere.21 In
short, 195 GPs in 104 practices registered details for
all physician–patient contacts, including prescriptions
and referrals, during 12 months in a standardised way.
GPs were trained during an intensive course on
coding practices and problems by the LINH (Dutch

Information Network GPs). The GPs registered and
coded all health problems presented within a
consultation according to the International
Classification of Primary Care (ICPC).22 Furthermore,
76.5% of the total source population responded to a
sociodemographic census with questions on health
insurance, educational level, employment status, and
perceived health. Most census data were collected in
2000. Pharmacy dispensing data were collected by
the Foundation for Pharmaceutical Statistics (SFK).
Medication histories of Dutch pharmacies are virtually
complete because almost all patients fill their
prescriptions, from GPs and medical specialists, at a
single pharmacy. Data from both sources were linked
by researchers from Utrecht University.23 In total,
110 102 patients from 83 general practices
participating in DNSGP-2 were identified in 112
pharmacies that delivered data to SFK. The SFK data
include dispensing data for the patients from 1999 to
2003. Linking was based on the patient’s sex, year of
birth, postal code, and prescription characteristics.
Prescription characteristics were used in the linking
process because the other three linking keys did not
provide unique matches for all patients. Linking GP
prescribing and pharmacy dispensing data makes it
possible to distinguish between drug prescribing and
dispensing, which offers the possibility to assess
whether prescriptions from the GP are collected at the
pharmacy.

Study population
Subjects for the study were patients aged over
18 years, who received a first-time prescription for a
second-generation antidepressant (selective
serotonin reuptake inhibitor [SSRI], venlafaxine, or
mirtazapine) from the GP in the year 2001. The date
of the first antidepressant prescription that the patient
received, as registered by the GP, was defined as the
prescription date. First-time use was defined as
having no antidepressant prescriptions dispensed,
according to pharmacy dispensing data, in the
6 months before the prescription date of the study
antidepressant. In the Netherlands, guidelines call for

How this fits in
Initiation of drug taking is a complicated process, as it involves patients and
physicians making consecutive decisions. Often overlooked is the question of
whether the patient collects the drug at the pharmacy, and whether the patient
actually starts drug taking. This study found that over one in four patients who
receive a first-time antidepressant prescription decline treatment, that is, they
either do not initiate drug taking or do not persist with antidepressant use for
longer than 2 weeks. Declining a first-time antidepressant prescription is more
common in patients who consult their GP for a non-specific indication, in older
and in non-Western immigrants.
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a 14-day supply for new prescriptions, and
subsequent prescriptions are usually for a 30-day
supply.

Outcomes
Three mutually exclusive outcomes were identified:
patients who received an antidepressant prescription
from the GP, but did not fill that prescription at the
pharmacy (non-fillers); patients who filled only a single
antidepressant prescription at the pharmacy (single
Rx-fillers); and patients who filled at least two
consecutive antidepressant prescriptions (initiators).
Patients were defined as non-fillers when the first
prescription was not dispensed at the pharmacy
within 30 days of the prescription date. Patients were
defined as single Rx-fillers when the first prescription
was dispensed at the pharmacy, but not followed by a
second antidepressant dispensing within 30 days
after the theoretical end date of the first prescription.
All other patients were defined as initiators. The
theoretical end date equals the dispensing date of the
prescription plus the theoretical duration of drug use,
the latter being calculated by dividing the number of
units of dispensed drug by prescribed daily dose.

Determinants
To identify patient characteristics associated with
declining the first-time antidepressant prescription,
three different types of determinants were explored:
sociodemographic, health and morbidity, and
medication-related characteristics.

Sociodemographic characteristics
Next to age and sex, social status, ethnicity, and living
situation were included as sociodemographic
characteristics. As indicators for social status,
educational level (none/primary school versus
secondary school versus college/university), type of
health insurance (public versus private), and
employment status (employed or in school versus not
employed or in school), were included. Furthermore,
first- and second-generation immigrants from non-
Western countries were compared to the combined
population of Western immigrants and the indigenous
Dutch population. Finally, variables for living situation
(living alone versus living with partner and/or children)
and marital status (unmarried versus
married/registered partnership versus divorced versus
widowed) were included.

Health and morbidity characteristics
The physician–patient contact registration includes
information on the health problem for which the
patient consulted the GP during the study period in
the year 2001. The study assessed whether the
patient visited the GP during this period due to

specific indications for second-generation
antidepressants: anxiety/panic disorder (P74),
depression (P76), and obsessive-compulsive disorder
(OCD)/phobia (P79). These indications are the officially
approved indications for the second-generation
antidepressants in the Netherlands. The
antidepressant drug users could have more than one
indication registered in the contact file. If the patient
did not visit the GP for any of the specific indications
(P74, P76, or P79), the patient was considered as
having a non-specific indication for use, including,
among others, feeling anxious (P01), depressive
feelings (P03), and sleeping problems (P06). The
presence of chronic disease and the total number of
other chronic diseases for which the patient contacted
the GP during 6 months before the prescription date,
were also assessed. Furthermore, the total number of
contacts the patient had with the GP during the
6 months prior to prescription date, and whether the
patient consulted the GP within 28 days after the
prescription date, were investigated. Finally, a first
referral to a psychotherapist during the study period,
and information on self-perceived health (very
poor/poor versus moderate versus good/excellent),
were included.

Medication-related characteristics
Included as medication characteristics were type of
prescribed antidepressant, any use of psychotropic
co-medication (benzodiazepines or antipsychotics),
and the number of other co-medications during the
6 months before the prescription date. Co-medication
variables were obtained from the pharmacy
dispensing registration database.

Data analysis
For the analysis, non-fillers and single Rx-fillers, were
combined into a group of decliners, that is patients
who did not fill the prescription, patients who did fill
the prescription but did not start drug taking, and
patients who filled the prescription but did not persist
with antidepressant use for longer than 2 weeks. χ2

test (for the categorical measures) and independent-
samples t-test (for the continuous measures) were
used to compare the characteristics between
decliners and initiators, and between non-fillers and
single Rx-fillers. To control for covariates and identify
the risk factors for declining a first-time antidepressant
prescription, multivariate logistics regression analysis
was performed in the group of patients for which
consultation, dispensing, and patient census data
were available (n = 671). Covariates that were
significant in the univariate analysis at a P-value less
than 0.1, including patient sex, were included in the
logistic regression model. Data were analysed using
SPSS (version 14.0).
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RESULTS
Of all 965 patients receiving a first-time prescription
for a second-generation antidepressant in general
practice, 41 (4.2%) did not fill that prescription at the
pharmacy (non-fillers), and 229 (23.7%) filled only a
single prescription (single Rx-fillers). The mean age of

all patients was 48.5 years (± standard deviation
16.8 years) and 657 (68.1%) were female. Of all
patients, 517 (53.6%) were prescribed paroxetine, 98
(10.2%) fluvoxamine, 87 (9.0%) mirtazapine, 86 (8.9%)
fluoxetine, 74 (7.7%) citalopram, 74 (7.7%)
venlafaxine, and 29 (3.0%) sertraline.
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Declinersa, n = 270 (72.0%)

Non-fillersb, Single Rx-fillersc, Initiatorsd, n = 695 Decliners versus Non-fillers versus single
Measures n = 41 (4.2%) n = 229 (23.7%) (28.0%) initiators, P-valuee Rx-fillers, P-valuee

Sociodemographic characteristics

Female sex, n (%) 35 (85.4) 151 (65.9) 471 (67.8) 0.74 0.01

Age in years, n (%)
18–30 3 (7.3) 34 (14.8) 93 (13.4) 0.08 0.33
31–45 11 (26.8) 71 (31.0) 254 (36.5)
46–60 12 (29.3) 67 (29.3) 212 (30.5)
>60 15 (36.6) 57 (24.9) 136 (19.6)

Educational level,f n (%)
None/primary school 5 (20.0) 47 (31.1) 93 (19.4) 0.01 0.37
Secondary school 15 (60.0) 86 (57.0) 294 (61.3)
College/university 5 (20.0) 18 (11.9) 93 (19.4)

Employed or in school,f n (%) 9 (34.6) 69 (46.6) 248 (51.3) 0.14 0.26

Non-Western background,f n (%) 2 (7.7) 18 (11.8) 13 (2.6) <0.001 0.54

Marital status,f n (%)
Unmarried 8 (30.8) 32 (21.2) 114 (23.3) 0.33 0.43
Married/registered partnership 16 (61.5) 90 (59.6) 312 (63.8)
Divorced 1 (3.8) 9 (6.0) 27 (5.5)
Widowed 1 (3.8) 20 (13.2) 36 (7.4)
Living togetherf 21 (80.8) 114 (75.5) 398 (81.4) 0.14 0.56

Public health insurance, n (%) 30 (73.2 181 (79.0) 525 (75.5) 0.64 0.53

Health and morbidity-related characteristics

Specific indication for prescribing 24 (58.5) 128 (55.9) 506 (72.8) <0.001 0.75
antidepressant: depression, anxiety, panic,
or OCD, n (%)

Self-perceived health,f n (%)
Very poor/poor 0 (0) 20 (13.9) 30 (6.5) 0.06 0.02
Moderate 13 (52.0) 41 (28.5) 140 (30.2)
Good/excellent 12 (48.0) 83 (57.6) 293 (63.3)

Psychotherapy, n (%) 6 (14.6) 27 (11.8) 79 (11.4) 0.71 0.61

Other chronic diseases, n (%) 15 (36.5) 63 (27.5) 180 (25.9) 0.35 0.24

Number of other chronic diseases, mean (SD) 0.5 (0.7) 0.4 (0.8) 0.4 (0.7) 0.21 0.67

Number of contacts with GP in previous 5.1 (4.6) 5.1 (5.7) 4.8 (5.2) 0.44 0.99
6 months, mean (SD)

Contact with GP within 28 days after 25 (61.0) 107 (46.7) 487 (70.1) <0.001 0.09
prescription date, n (%)

Medication-related characteristics

Use of paroxetine (versus other 17 (41.5) 113 (49.3) 387 (55.7) 0.04 0.35
antidepressants), n (%)

Co-medication, n (%)
Benzodiazepines 14 (34.1) 89 (38.9) 279 (40.1) 0.57 0.57
Antipsychotics and lithium 1 (2.4) 9 (3.9) 18 (2.6) 0.36 0.64

Number of co-medicines, mean (SD) 3.2 (2.9) 3.9 (4.1) 3.5 (3.8) 0.35 0.33

aDecliners: patients who do not fill or only fill a single prescription at the pharmacy (the combined group of non-fillers and single Rx-fillers). bNon-fillers: patients who do not fill
their first-time antidepressant prescription at the pharmacy. cSingle Rx-fillers: patients who only fill a single antidepressant prescription at the pharmacy. dInitiators: patients
who fill at least two consecutive antidepressant prescriptions at the pharmacy. eχ2 test was used to compare categorical measures; independent samples t-test was used to
compare the continuous measures. fVariables obtained from the patient census which included questions regarding education, personal situation, and self-perceived health.
Of all patients included in the study, 671 (69.5%) responded to the census. OCD = obsessive compulsive disorder. Rx = prescription. SD = standard deviation.

Table 1. Characteristics of patients who receive a first-time antidepressant prescription in general
practice: non-fillers, single Rx-fillers, and initiators.
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Table 1 shows the sociodemographic, health and
morbidity, and medication-related characteristics for
the non-fillers, single Rx-fillers, and initiators. Non-
fillers and single Rx-fillers were combined into a group
of decliners, and compared with the group of initiators.
For 671 patients (69.5% of all), census data were
available.
The results of the multivariate logistic regression

analysis for the association between patient
characteristics and declining the prescription are
shown in Table 2. Patients who consulted their GP for
a non-specific indication, rather than for depression,
anxiety, panic, or OCD, were almost three times more
likely (odds ratio [OR] = 2.67, 95% confidence interval
(CI) = 1.82 to 3.91) to decline the antidepressant
prescription. In half of the cases, the decliners were
not diagnosed with either depression, anxiety, panic,
or OCD; 24.4% consulted the GP for the indications
feeling depressed, feeling anxious or sleeping
problems, and 19.3% for other non-specific
indications, such as fatigue, weight loss and
relationship problems. Of all patients diagnosed with
the indications feeling depressed, feeling anxious, or
sleeping problems, 33.8% declined treatment, and of
all patients considered having any other non-specific
indications, 46.4% did so. In addition, the risk of
declining treatment was almost five times higher (OR
4.80, 95% CI = 2.05 to 11.3) in non-Western
immigrants, and almost two times higher (OR = 1.81,
95% CI = 1.18 to 2.78) in patients >60 years of age.
Overall, the decliners were less likely to consult the GP
within 4 weeks after the prescription date, compared
to the initiators. However, comparing the non-fillers
and single Rx-fillers, there was a trend that non-fillers
were more likely to consult the GP within 4 weeks after
the prescription date.

DISCUSSION
Summary of main findings
The study findings demonstrate the importance of the

initiation phase of antidepressant therapy, which has
often been overlooked in previous research. Over one
in four patients receiving a first-time antidepressant
prescription from their GP decline treatment: 4.2% do
not fill the prescription at the pharmacy, and 23.7% fill
only a single prescription. Declining the first-time
antidepressant prescription is more common in
patients who consult their GP for a non-specific
indication, such as feeling depressed, sleeping
problems, fatigue, or relationship problems, rather
than for the specific indications depression, anxiety,
panic, or OCD. In addition, non-Western immigrants
and patients >60 years of age were more likely to
decline treatment.

Strength and limitations of the study
The strength of this study is the availability of the
population-based dataset, which combines GP-
consultation, drug-dispensing, and patient-census
data, thereby providing more patient-specific
information. Linking GP-prescribing and pharmacy-
dispensing data enabled determination of the
incidence of patients who do not fill their first-time
antidepressant prescription. Studies on drug
adherence often measure persistence, defined as the
time between the first and last taken dose. These
studies, however, often exclude patients who do not
fill or fill only a single prescription. In view of the
considerable number of patients concerned, namely
over one in four patients receiving a prescription for a
new treatment, the findings from previous studies
need to be placed in a different perspective.
Furthermore, in contrast to most regular dispensing
databases, this study had information on the
indications for which the patient consulted the GP,
which have been shown to be very relevant.
The main weakness of the study is the lack of

insight into the decision-making process in the clinical
encounters, and into the patients’ decision to decline
treatment. The study does not provide information on

ECG van Geffen, H Gardarsdottir, R van Hulten, et al

Crude OR 95% CI Adjusted ORb 95% CI

Non-specific indication for prescribing antidepressant 2.61 1.80 to 3.78 2.67 1.82 to 3.91
(rc indication of depression, anxiety, panic, or OCD)

Non-Western immigrants (rc Western origin) 3.67 1.63 to 8.25 4.80 2.05 to 11.3

Age >60 years (rc all other ages) 1.75 1.17 to 2.63 1.81 1.18 to 2.78

Female (rc male) 0.96 0.65 to 1.42 0.92 0.61 to 1.39

Educational level precollege (rc college/university) 1.53 0.93 to 2.52 1.40 0.83 to 2.36

Self-rated health poor/ moderate (rc good/excellent) 1.33 0.93 to 1.91 1.11 0.76 to 1.63

Paroxetine prescribed (rc other antidepressants) 0.72 0.51 to 1.03 0.78 0.53 to 1.13

aMultivariate logistics regression analysis was performed in the group of patients for which GP consultation, drug dispensing, and patients’ census data were
available (n = 671). bOdds ratios adjusted for the variables shown in this table, that is, the covariates that are significant in the univariate analysis at a P-value
less than 0.1, including patient sex. rc= reference category. OCD = obsessive compulsive disorder. OR = odds ratio.

Table 2. Characteristics associated with declining the GP’s prescription: patients who do not fill the first-
time antidepressant prescription or fill only a single antidepressant prescription at the pharmacy.a
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the reasons for not filling or filling only a single
prescription, and on whether decline of treatment was
intentional or unintentional. Furthermore, it is not
known whether the GP was involved or informed of
patients’ decision to decline treatment. It is, however,
unlikely that patients who do not fill their prescription
at the pharmacy or fill only a single prescription
discuss their decision to decline the prescription with
the GP. Previous studies showed that more than half of
the patients discontinuing antidepressant treatment in
an early stage do not feel the need to inform their GP
of stopping.7,20,24

Comparison with existing literature
Patients with non-specific psychological symptoms
are more likely to decline the first-time antidepressant
prescription. In clinical practice, antidepressants are
prescribed for a broad range of indications, including
mental and psychological problems other than
depression or anxiety.12,25,26 Antidepressants used for
indications other than depression and anxiety have
been shown to be correlated with discontinuation of
drug taking.12,26 The present study shows that the
indication is an important factor during the initiation
phase of treatment as well.
There may be several reasons for patients declining

antidepressant drug therapy. First, the patient and GP
may not have a shared understanding of the problem
and its treatment, so the patient does not have the
prescription dispensed. There seems to be a disparity
between patients’ attitude towards antidepressant
treatment and GPs’ perceptions of their attitudes.27,28

GPs generally see the depressive symptoms against a
background of the patient’s family history, physical
illness, life events, and degree of disability.29,30 They
seem to use non-specific clinical cues such as
distress and impairment, as well as their knowledge of
the patient, in diagnosing the illness.31 Mild depressive
symptoms and psychological emotional problems can
be associated with significant functional impairment,
which physicians may feel inclined to address.30

Patients, however, may not all expect to receive a
prescription when consulting the physician.32 Studies
have shown that the majority of patients in general
practice prefer treatment approaches for emotional
problems that go beyond antidepressant
medication.33–35 Most of them just expect the GP to
listen to their problems and hope for an understanding
attitude.36 Second, the patient may agree with the
decision to prescribe treatment, but changes his or
her mind in the light of further information or
conversations with others. These patients may either
not dispense the prescription or not initiate
antidepressant drug taking. Finally, the patient may
start taking antidepressants, but stop them quickly. In
a previous study in patients filling only a single

prescription of an SSRI, it was shown that fear of side-
effects and the actual occurrence of side-effects are
the main reasons for not filling a second prescription.20

Antidepressant side-effects may occur immediately
after starting to take the drug, while it usually takes
some weeks before patients experience recovery of
symptoms.37 The side-effects from the drug treatment
can make people feel worse at first. An aversion
towards medicine use, and feeling better in the
meantime, were considerable reasons for not taking
the medication for longer than 2 weeks.20

This study also showed that non-Western
immigrants and patients aged >60 years were more
likely to decline the antidepressant prescription. In both
groups, declining the prescription might be attributed
to a lack of understanding about the illness and
treatment. Non-Western immigrants may have
difficulties communicating in Dutch, but cultural factors
may also influence patients’ attitude towards drug
taking.38 A study in the same Dutch population found
non-Western immigrants to be more vulnerable for
non-adherence in a later stage of treatment as well.12

Both the mentioned study and a study by Hansen et al,
however, do not observe an influence of age on early
discontinuation.12,18 However, the greater proportion of
patients included in these studies used the medication
for longer than 14 days, which was the maximum
duration of use for the majority of patients in this study.
The Dutch study further showed that women were less
likely to be early dropouts. The present study found in
the same population an effect of patient sex only in the
group of non-fillers, that is women were more likely not
to fill their prescription at the pharmacy. Finally, in
contrast to the results from the Danish study, which
reported a higher risk for early discontinuation in
patients of low socioeconomic status, the present
study did not find a clear effect of sociodemographic
characteristics on declining the first-time prescription.

Implications for clinical practice and future
research
The present findings imply that initiation of
antidepressant therapy deserves more attention in
research and clinical practice. Over one in four
patients who receive a first-time antidepressant
prescription decline treatment. More research is
needed into the implications of declining
antidepressant treatment. In addition, the decision-
making process in clinical encounters, especially
considering the perspective of the patient, requires
attention. In practice, GPs could be more aware of the
possibility of patients declining a first-time
antidepressant prescription. They need to engage with
patients’ priorities and concerns, and could ask
patients whether they believe an antidepressant would
be helpful in treating their symptoms.
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