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2CHAPTER 2
The clinical effectiveness of an algorithm-guided 
treatment program for depression in specialized 
mental healthcare: A comparison with efficacy trials
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ABSTRACT
Background: Doubts exist on whether effects found in randomized controlled 
trials (RCTs) are directly generalizable to daily clinical practice. This study aimed (a) 
to investigate the effectiveness of treatment options within an algorithm-guided 
treatment (AGT) program for depression and compare their effectiveness with 
outcomes of efficacy trials and (b) to assess the relation between treatment continuity 
and outcomes.
Methods: This naturalistic study linked treatment data from January 2012 to November 
2014 from a Dutch mental healthcare provider, to routine outcome monitoring (ROM) 
data (N=351). Effectiveness of the treatment options (pharmacotherapy, psychotherapy 
and their combination) was compared to the efficacy reported in the meta-analyses. We 
included treatment continuity as binary variable “early terminators versus completers 
of the recommended number of treatment sessions”.
Results: Remission rates for psychotherapy (38% [95% CI: 32-45]), pharmacotherapy 
(31% [95% CI: 22-42]) and combination therapy (46% [95% CI: 19-75]) were respectively 
lower, comparable, and comparable to those reported in the meta-analyses. Similarly, 
response rates were respectively lower (24% [95% CI: 19-30]), lower (21% [95% CI: 13-31]), 
and comparable (46% [95% CI: 19-75]) to meta-analyses results. A similar share of early 
terminators and completers achieved remission and response.
Limitations: A substantial proportion of patients had incomplete ROM data after data 
linkage. Limited set of patient characteristics to check for selection bias.
Conclusions: Despite the more heterogeneous patient population in clinical practice, 
the effectiveness of an AGT program, emphasizing strict guideline adherence, 
approached that found in RCTs. A fixed number of treatment sessions may not suit all 
individual patients.
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INTRODUCTION
To date, a large number of randomized controlled trials (RCTs) has investigated the 
efficacy of various interventions for depression. Meta-analyses have shown that 
different types of psychotherapy, pharmacotherapy and their combination are effective 
in the treatment of depression in adults1-3. Compared to efficacy trials, effectiveness in 
clinical practice settings indicate lower4,5 to similar results6,7. 

Various reasons explain the differences in outcomes between RCTs and clinical 
practice. First, only a minority of depressed patients in the “real-world” qualify for 
participation in efficacy trials8,9. Stringent inclusion and exclusion criteria result 
in relatively homogeneous patient groups. Second, RCTs apply strict protocols 
to ensure guideline adherence. In clinical practice, clinicians might deviate from 
practice guidelines, resulting in substantial treatment variance. Clinicians’ adherence 
to treatment guidelines and algorithm-guided treatment (AGT) of depression have 
been associated with improved treatment outcomes and better quality of care among 
patients with depression10-15. Third, in clinical practice the number of treatment sessions 
completed might vary, unlike in RCTs. Previous studies have shown inconclusive results 
on the association between the number of sessions and treatment outcomes16-22. Finally, 
efficacy trials place special emphasis on treatment adherence among patients, resulting 
in more favorable health outcomes23-25.

Several medication treatment algorithms studies, like the German Algorithm 
Project (GAP)13,26,27 and Texas Medication Algorithm Project (TMAP)28, investigated 
the effectiveness of algorithm-guided treatment decisions. In these studies, a more 
favorable outcome, in terms of symptom reduction, treatment response or remission, 
was found compared to treatment as usual.

In 2010, GGZ Friesland, a large specialized mental healthcare provider in the north of 
the Netherlands, introduced an AGT program for depression. One of its main objectives 
was to optimize guideline adherence by clinicians in clinical practice. The present study 
aimed to investigate the clinical effectiveness of the AGT program, consisting of both 
psychotherapeutic and pharmacological interventions, in a naturalistic setting. In 
contrast to RCTs, this study applied no inclusion or exclusion selection criteria, other 
than a primary depression diagnosis and availability of both pre-treatment and post-
treatment measurement scores. The effectiveness of the different treatments within the 
AGT program was compared to the efficacy reported in RCTs. Additionally, the present 
study aimed to assess the relation between treatment continuity and subsequent 
remission and response rates. We hypothesized that the AGT program leads to 
comparable effectiveness compared to the efficacy in RCTs due to improved clinician’s 
adherence to the algorithm. We expected that patients that completed their treatment 
had better treatment outcomes than patients that terminated treatment early.
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METHODS
Study Setting
Data for this naturalistic study were provided by GGZ Friesland, a specialized mental 
healthcare provider with twelve locations in the Netherlands. Data covered the period 
from January 2012 to November 2014. During this period, GGZ Friesland implemented 
various specialized mental healthcare programs, including an AGT program for the 
treatment of depressive disorders. The main objectives of the AGT program were (a) to 
improve the quality of care and (b) to optimize treatment effectiveness, by deployment 
of specialist psychiatric personnel and enhancement of guideline adherence by 
clinicians in daily clinical practice.

The AGT program for depression consisted of a combination of stepped care and 
matched care, based on the Dutch multidisciplinary guideline for depression treatment29, 
matching international guidelines on depression. To support decision-making in 
daily practice, electronic patient files contained a built-in decision tree reflecting the 
treatment algorithm, leading to a recommended treatment pathway (for more details 
on the AGT program and the treatment pathways, see the supplementary material). 
Treatment pathways were defined by (a) the type of treatment, (b) the frequency of 
treatment and (c) the maximum number of treatment sessions. Some treatment 
pathways combined different types of treatment, such as cognitive behavioral therapy 
and pharmacotherapy. 

Selection of Patients
All outpatients from GGZ Friesland with unipolar depression as primary diagnosis (≥5 
symptoms according to a clinical diagnostic interview based on DSM-IV30) at intake 
were selected for this study. Patients with bipolar disorder were excluded. Among those 
selected, only those patients with both pre-treatment and post-treatment routine 
outcome monitoring (ROM) scores available were included in the analysis (see Data 
Sources). ROM scores were considered appropriate if assessed at both the start and end 
of treatment (+/- 3 months). 

The Medical Ethics Review Board (METc UMCG) concluded that the current research 
was exempted from full review according to the Dutch Medical Research with Human 
Subjects Law (WMO) as data were taken from the medical files of a group of patients. 
Patients were given the opportunity to opt out of the use of their anonymized data in 
the research database.

Data Sources

Treatment data
Treatment data were obtained on 920 patients treated for unipolar depression. Patients 
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were offered one of the following treatments: psychotherapy alone, pharmacotherapy 
alone or a combination of both psychotherapy and pharmacotherapy. Psychotherapy 
consisted of cognitive behavioral therapy (CBT) or interpersonal psychotherapy 
(IPT). Pharmacotherapy consisted of treatment with antidepressants alone or with 
additional coaching and support. The combination therapy consisted of treatment 
with antidepressants and CBT or IPT. The available demographic variables were age 
and gender. The available treatment information consisted of treatment type, starting 
and ending dates of treatment, number of treatment sessions recommended and 
completed, and treatment duration.

Outcome data
GGZ Friesland used ROM questionnaires to evaluate treatment and measure patients’ 
progress. Within the AGT program for depression, the Inventory of Depressive 
Symptomatology (IDS-SR30) and the Outcome Questionnaire (OQ-45) were used. 

The Inventory of Depressive Symptomatology is a self-report instrument to assess the 
severity of depression symptoms31,32. The IDS-SR30 contains 30 questions; summing 
responses of the items yields a total score. A maximum score of 84 can be obtained, 
with scores at the high end indicating more severe depression (mild: 14-25; moderate: 
26-38; severe: 39-84). We used the cut-off score of the original English version to assess 
remission (scores <14), as the psychometric properties of the Dutch version have not 
been investigated.

The Outcome Questionnaire is a 45-item self-report instrument designed for 
repeated measurement of a patient’s status throughout a course of treatment and 
upon treatment termination33. It measures functioning in three domains (symptom 
distress, interpersonal functioning and social role) and has proved sensitive to changes 
in psychological distress over short periods of time. A higher total score indicates more 
psychological symptoms, difficulties in interpersonal functioning and inadequacy in 
tasks related to a patient’s employment, family roles or leisure. The OQ-45 was validated 
in the Dutch population; hence, we used the cut-off score for the Dutch OQ-45 to assess 
remission (scores <55).

Outcome Measures
The main outcome measures were remission rates and response rates for the three 
treatment types within the AGT program. Patients were remitted when they no longer 
met the clinical cut-off point of the relevant questionnaire upon treatment termination. 
Patients who experienced at least a 50% reduction in score compared to baseline were 
considered responders. The IDS-SR30 score was chosen as the preferred instrument. If 
no IDS-SR30 score was available, we used the total score of the OQ-45 questionnaire.

To compare the effectiveness of the AGT program for depression with the efficacy 
reported by meta-analyses, recent meta-analyses were identified. A graphical illustration 
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of the criteria used for the selection of studies for efficacy calculation is displayed in 
Figure 1. We searched for meta-analyses in PubMed, PsychINFO and the Cochrane 
database starting in 2012. We included studies on the following treatments: (a) the 
most frequently used pharmacological interventions of GGZ Friesland, that is, one of 
three classes of drugs (selective serotonin reuptake inhibitors, selective serotonin and 
noradrenalin reuptake inhibitors, and tricyclic antidepressants); (b) cognitive behavioral 
therapies; (c) interpersonal psychotherapies; and (d) combination therapies (CBT or IPT 
combined with pharmacotherapy). 

Many meta-analyses reported effects in terms of odds ratios (ORs) or standardized 
mean differences (Cohen’s d or Hedges’ g). We selected only meta-analyses that reported 
the proportion of remitters and/or responders as outcome, and in which the individual 
studies and their sample sizes were reported. To prevent overlap in studies, we removed 
all duplicate studies. For each treatment type, an overall remission and response rate 
was calculated using the total sample size of the studies found in the meta-analyses. 

Treatment continuity was included as the binary variable “early terminators versus 
completers of the recommended number of treatment sessions.” Patients were 
considered early terminators if they did not complete the recommended number of 
treatment sessions. Patients were considered completers if they had completed the 
recommended number of treatment sessions or more.

Statistical Analysis
Treatment data were linked to ROM data. The researchers received the anonymized 
dataset without personal identifiers. Remission and response rates were calculated 
as the percentage of patients achieving remission and response upon treatment 
termination. 95% Confidence intervals were calculated for the outcomes of the 
treatments within the AGT program and the outcomes found in the meta-analyses and 
we checked for overlap. To investigate possible selection bias, we first compared the 
baseline characteristics of the patients included in the study with those of patients with 
no or one ROM measurement available at the start or end of treatment. Independent 
t-tests, chi-squared tests or Mann Whitney two-sample tests were used to compare the 
groups. A two-sided test with a p value of <0.05 was considered statistically significant.

Second, we investigated whether the completers of the recommended number 
of treatment sessions had higher remission and response rates compared to the 
early terminators. The Kolmogorov-Smirnov test was used to determine whether 
the distribution of completers differed between the remitters/non-remitters and 
the responders/non-responders. All data were analyzed with STATA/SE version 14.1 
(StataCorp LLC, College Station, Texas, USA).
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RESULTS
Patient Characteristics
Of the 920 patients who were offered one of the three treatments, 351 patients had 
both pre-treatment and post-treatment ROM scores and could thus be included in our 
analyses. The baseline characteristics of the included group were compared with the 

Figure 1. Graphical illustration of the criteria used for the selection of studies for efficacy calculation

Figure 1. Graphical illustration of the criteria used for the selection of studies for efficacy calculation 
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baseline characteristics of the group with no or one ROM score (n = 569) (Table 1). The 
included group was on average younger (t(918)=2.37, p = 0.02) and had completed a 
significantly higher number of therapy sessions (t(768.42)=-5.56, p<0.01) compared 
to the group with incomplete ROM scores. Gender distribution, depression severity 
at baseline and treatment duration were comparable between the two groups. The 
average treatment duration was 232 days and the average time period between the 
assessment of the end of treatment scores and the actual end of treatment date was 33 
days.  

In the included group of patients, 71.5% received psychotherapy, 24.8% 
pharmacotherapy and 3.7% combination therapy, versus 57.8%, 36.6% and 5.6%, 
respectively, in the excluded group. These proportions differed significantly between 
the groups of patients (χ² (2, N = 920)=17.47, p<0.01).

Table 1. Baseline characteristics of patients with and without complete pre-treatment and post-
treatment measurements

Patients with complete 
pre-treatment and post-

treatment measurements

Patients without complete 
pre- treatment and post-
treatment measurements

p-value

N Mean (s.d.) Median N Mean (s.d.) Median
Age at study entry 351 40.3 (13.0) 42 569 42.5 (13.2) 45 0.02
Gender, % male, (n) 351 44.4 (156) 569 45.5 (259) 0.75
Baseline severity IDS-SR30 108 33.2 (12.7) 33.5 63a 31.7 (11.4) 34 0.43
Baseline severity OQ-45 243 89.3 (21.0) 90 237a 87.8 (21.8) 88 0.42
Number of sessions 351 13.4 (7.2) 13 569 10.6 (7.5) 9 <0.01
Treatment duration, days 351 232.4 (115.4) 219 569 246.3 (149.8) 220 0.11

IDS-SR30, Inventory of Depressive Symptomatology self-rated; OQ-45, Outcome Questionnaire
a. Of patients with an available baseline score

Effectiveness of the AGT Program and Efficacy derived from the Meta-Analyses
The overall effectiveness of the AGT program was 36.8% (95% CI: 31.7-42.0) in terms 
of remission and 23.9% (95% CI: 19.5-28.4) in terms of response. Table 2 presents the 
patient characteristics for each treatment type, and Table 3 compares the effectiveness 
of the AGT program to the overall efficacy derived from the meta-analyses. Nine meta-
analyses reported remission and/or response rates. Six studies focused on the efficacy 
of pharmacotherapy34-39. Four studies focused on the efficacy of psychotherapy39-42, and 
one study reported the efficacy of combination therapy39. To achieve a more reliable 
comparison for combination therapy, four additional meta-analyses were added dating 
from before 201243-46.

The remission rates for pharmacotherapy and combination therapy in the AGT 
program were comparable to the remission rates found in the meta-analyses: 31.0% (95% 
CI: 21.5-41.9) versus 41.6% (95% CI: 40.5-42.7) for pharmacotherapy and 46.2% (95% CI: 
19.2-74.9) versus 42.9% (95% CI: 40.2-45.7) for combination therapy. For psychotherapy, 
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we found a lower remission rate in the AGT program compared to the meta-analyses, 
that is, 38.3% (95% CI: 32.2-44.6) versus 52.7% (95% CI: 50.8-54.5). 

Table 2. Characteristics of patients in the three treatment groups (n=351)
Psychotherapy Pharmacotherapy Combination therapy

N 251 87 13
Age, mean (s.d.) 38.1 (12.9) 46.5 (11.3) 42.2 (12.0)
Gender, % male (n) 39.0 (98) 57.5 (50) 61.5 (8)
Baseline score IDS-SR30
   mean (s.d.)
   % mildly depressed
   % moderately depressed
   % severely depressed

33.2 (12.6)
27.9
33.7
38.4

31.1 (10.4)
36.8
42.1
21.1

47.0 (24.8)
33.3

0
66.7

Baseline score OQ-45a 

   mean (s.d.) 86.9 (19.8) 93.7 (22.1) 99.5 (26.7)
Treatment duration, days
   mean (s.d.)
   median

228.5 (106.8)
220

235.9 (137.4)
204

283.2 (109.3)
259

% recommended sessions 
completed (s.d.) 82.6 (41.4) 82.7 (40.7) 91.6 (49.5)

IDS-SR30, Inventory of Depressive Symptomatology self-rated; OQ-45, Outcome Questionnaire
a. If no baseline score of IDS-SR30 was available, the OQ-45 was used to assess baseline severity

Table 3. Effectiveness of the AGT program and the efficacy results derived from meta-analysesa

Effectiveness AGT program Efficacy meta-analyses

Remission 
rates (%) 95% CI Remission  

rates (%) 95% CI

Psychotherapy 38.3 32.2-44.6 52.7 50.8-54.5
Pharmacotherapy 31.0 21.5-41.9 41.6 40.5-42.7
Combination therapy 46.2 19.2-74.9 42.9 40.2-45.7

Effectiveness AGT program Efficacy from meta-analyses
Response 
rates (%) 95% CI Response  

rates (%) 95% CI

Psychotherapy 23.9 18.8-29.7 49.3 45.8-52.9
Pharmacotherapy 20.7 12.7-30.7 56.1 55.3-56.8
Combination therapy 46.2 19.2-74.9 50.8 44.7-56.8

a. Rates derived from all studies mentioned in the meta-analyses cited in section Effectiveness of the AGT 
Program and Efficacy derived from the Meta-Analyses

For all three treatments, the response rates in the AGT program were lower than the 
remission rates in the AGT program. For psychotherapy and pharmacotherapy, the 
response rates in the AGT program were lower than those reported in the meta-analyses: 
23.9% (95% CI: 18.8-29.7) versus 49.3% (95% CI: 45.8-52.9) for psychotherapy and 20.7% 
(95% CI: 12.7-30.7) versus 56.1% (95% CI: 55.3-56.8) for pharmacotherapy. The response 
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Figure 2. Frequencies and proportion of patients achieving remission and response among early 
terminators and among completers

34 
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rate for combination therapy in the AGT program was comparable to that found in the 
meta-analyses, that is, 46.2% (95% CI: 19.2-74.9) versus 50.8% (95% CI: 44.7-56.8). 

Treatment Continuity 
Figure 2 presents the frequencies and proportions of patients achieving remission/non-
remission and response/non-response among the early terminators and completers. 
The completers did not differ significantly from the early terminators in remission 
and response rates (χ²(1)=0.22, p = 0.64 and χ²(1)=0.84, p = 0.36, respectively). The 
Kolmogorov-Smirnov test showed no significant differences in the distribution of 
treatment continuity between the remitters/non-remitters group (D = 0.08, p = 0.61) 
and the responders/non-responders group (D = 0.09, p = 0.64).
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We investigated whether remitters differed in characteristics from the non-remitters 
within the groups of early terminators and completers (Table 4). Remitters in the early 
terminators group had a significantly lower baseline score compared to the non-
remitters in this group (IDS-SR30: t(77)=4.32, p<0.01; OQ-45: t(164)=3.26, p<0.01), while 
the distribution of age and gender were not significantly different. In the completers 
group, the remitters were on average younger (t(104)=2.27, p = 0.03) and had lower 
baseline severity scores (IDS-SR30: t(27)=2.50, p = 0.02; OQ-45: t(75)=1.50, p = 0.14) 
compared to the non-remitters.

Table 4. Characteristics of patients achieving remission/non-remission in the groups of early 
terminators and completers

Early Terminators Completers

Remission 
(n=92)

No 
Remission 

(n=153)
p-value Remission 

(n=37)
No remission 

(n=69) p-value

Age
   mean (s.d.) 38.3 (11.9) 41.1 (13.5) 0.10 37.2 (13.9) 43.1 (12.1) 0.03

Gender, % male 42.4 46.4 0.54 32.4 49.3 0.10

Baseline IDS-SR30 
severity
   mean (s.d.) 24.4 (10.3) 36.4 (12.0) <0.01 27.5 (14.4) 38.8 (9.9) 0.02

Baseline OQ-45 
severity 
   mean (s.d.) 81.7 (22.7) 92.1 (18.4) <0.01 87.6 (20.6) 95.2 (21.4) 0.14

Proportion of patients 
with very severe 
depression, % 

8.0 46.3 <0.01 20.00 52.63 0.13

IDS-SR30, Inventory of Depressive Symptomatology self-rated; OQ-45, Outcome Questionnaire

DISCUSSION
This study examined the effectiveness of an AGT program for depression in regular 
specialized care. The overall remission rate of the AGT program was 36.8%, and the 
overall response rate was 23.9%. Comparing these results with those of meta-analyses, 
we found lower to comparable treatment effects in clinical practice. Moreover, among 
both the early terminators and the completers of the prescribed number of treatment 
sessions, a similar proportion of patients achieved remission and response. 

In the current study, all patients were treated regardless of their depression severity, 
disease duration or other criteria that could make them ineligible for participation in 
RCTs. Patients in our sample might therefore not completely resemble patients in RCTs. 
In our study population, patients had moderate depression at baseline, while most 
meta-analyses reported a mean baseline score of moderate to severe depression. An 
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additional analysis of our data excluding patients with mild depression showed slightly 
lower remission (32.8%) and response rates (23.4%).

In comparison with another study in which ROM data were used to assess treatment 
effectiveness5, remission rates for the different treatments within the AGT program were 
higher in our population (31-46% vs. 17-27%), while response rates were comparable 
(21-46% vs. 29-32%). The AGT program put strong emphasis on guideline adherence, 
which might explain its higher remission rates. Our overall remission rate (37%) was 
comparable to the remission rate found in a clinical practice study (35%), where patients 
in a naturalistic setting were given their choice of treatment7.

The remission rate for pharmacotherapy found in this study corresponds to other 
algorithm-based studies. For instance, the Sequenced Treatment Alternatives to 
Relieve Depression (STAR*D) trial, using a randomized controlled design resembling 
clinical practice, found a 28-33% remission rate 6, which is comparable to the 31% for 
pharmacotherapy in this study. A naturalistic study reporting on a pharmacologic 
treatment algorithm, found an overall remission rate of 30%47.

Reasons are unclear for our finding of a lower remission rate for psychotherapy 
(38%) compared to the meta-analyses. For psychotherapy, the meta-analyses reported 
remission rates in the range of 33-59%. In general, we found lower response rates 
compared to remission rates for the treatment options within the AGT program. This 
was somewhat surprising, as response rates are usually higher than remission rates. We 
used the conventional response definition of a ≥ 50% change compared to the baseline, 
as this is best-known and widely used in trials48. However, in our study sample, response 
was relatively more difficult to achieve in patients with low to moderate baseline 
scores. This may explain why the response rates found were lower than remission rates. 
Remitted patients were not included in our definition of response, in accordance with 
the definition of response as the critical endpoint for defining improvement in acute 
treatment studies49. Including remitted patients in the definition of response resulted 
in a response rate of 38.5% (95% CI: 33.4-43.6). The use of different measurement scales 
for depression by GGZ Friesland and RCTs might complicate comparison, although 
studies show similar responsiveness between disorder-specific (and generic specific) 
instruments for depression50,51 and equal responsiveness of IDS-SR total score and OQ-
45 subscale 50.

Finally, we hypothesized that patients that completed their treatment sessions 
had better treatment outcomes than patients that did not complete their treatment 
sessions. In present study, some patients achieved remission/response with a lower 
number of recommended treatment sessions, while other patients extended their 
number of treatment sessions in order to achieve remission/response. This is in line with 
the previous dose-response literature, which indicates that responsiveness to treatment 
can differ for different groups of patients52,53.
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Limitations
The use of a naturalistic data sample has the advantage that it yields important 
information about real-world effectiveness. However, it is also accompanied by 
several limitations. First, the allocation to treatment was not randomized in this 
naturalistic sample. No inclusion or exclusion selection criteria were applied, other 
than a primary depression diagnosis and availability of both pre-treatment and post-
treatment measurement scores. Besides, there was a lack of medical histories and other 
demographic data, which made it difficult to control for confounding. This restricted our 
investigation of the comparability of patient characteristics, both between the included 
treatment groups and between the groups with and without both pre-treatment and 
post-treatment ROM scores. 

The second limitation concerns the substantial proportion of patients who were lost 
to follow-up and for whom no reason for treatment termination could be identified. 
We observed a higher proportion of patients receiving pharmacotherapy in the group 
with incomplete pre-treatment and post-treatment ROM measurements (36.6% vs. 
24.8%). This matches findings of a recent meta-analysis which reported that patients 
prescribed pharmacotherapy were more likely to drop out than those who received 
psychotherapy54. This is possibly a reason for the unavailability of ROM measurements 
upon treatment termination. 

A third limitation is the unavailability of data on antidepressant dosage and 
specification of drug type of patients receiving pharmacotherapy. Therefore, we could 
not investigate the effectiveness of drug dosages and combinations of drugs.

Finally, only a small group of patients received combination therapy. Therefore, 
these results should be interpreted with caution. In the AGT program, the majority of 
patients with unipolar depression were moderately depressed, and according to the 
algorithm, only patients with complicating factors (e.g., personality disorders and 
psychotic features) should receive combination therapy. Furthermore, most of the 
meta-analyses identified for combination therapy reported remission rates only, and 
few studies reported the response rate for combination therapy.

Clinical Implications
An AGT program with a strong emphasis on guideline adherence can approach the 
efficacy found in RCTs because it leads clinicians to choose the right treatment type for 
the patient concerned. By making use of treatment algorithms, inappropriate treatment 
variance between clinicians may be reduced and treatment outcomes enhanced. 

Linking ROM data to different types of treatment enables treatment outcomes to be 
assessed in a naturalistic setting and in a heterogeneous population, without exclusion 
of patients who might normally be ineligible for inclusion in RCTs. Acknowledging 
the value of ROM data in clinical practice is relevant for both clinicians and patients. 
After all, better monitoring practices can provide opportunities for improving care 
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and treatment outcomes55. Routinely collected administrative data can yield valuable 
results if collected in a structured and consistent way.

A fixed number of treatment sessions does not seem to suit all individual patients. 
Although the majority of treatment algorithms (and RCTs) are developed with a pre-
defined treatment duration for pragmatic reasons, the optimal treatment length can 
vary between patients. 

Overall, this study found that an AGT program for specialized treatment of depression 
in daily practice, combining stepped and matched care, and with an emphasis on 
guideline adherence by clinicians, can approach the efficacy reported in RCTs.
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SUPPLEMENTARY  MATER IAL
Supplemental information about the algorithm-guided treatment program for 
depression
In the algorithm-guided treatment (AGT) program for depression, patients diagnosed 
with depression were referred to small specialist outpatient teams consisting of a 
psychiatrist, one or two psychologists/psychotherapists, and several psychiatric nurses, 
all specialized in the treatment of depressive disorders. 

The AGT program for depression consisted of a combination of stepped care and 
matched care, based on the Dutch multidisciplinary guideline for depression (2nd 
revision)2, matching international guidelines for depression. The treatment algorithm 
derived from this guideline took into account several characteristics of the depressive 
disorder, including the number of previous episodes, treatment history, and the duration 
and severity of the current episode. For example, for a mild first onset depressive 
episode that has not responded to supportive interventions during the first three 
months, a short problem solving therapy of five sessions is recommended. In contrast, 
patients with a severe depression with psychomotor retardation receive a combination 
of pharmacotherapy and weekly coaching and support by a psychiatric nurse.

The treatment algorithm thus leads to a recommended treatment pathway. These 
treatment pathways were the main building blocks of the AGT program for depression 
and consisted of different treatments or combinations of treatments. Examples 
of treatment pathways are: stand-alone pharmacotherapy; stand-alone cognitive 
behavioral therapy; combination of pharmacotherapy and cognitive behavioral therapy. 
To optimize guideline adherence, deviation from the recommended treatment pathway 
was only allowed after consulting a senior team member.

Pharmacotherapy was based on the 5-step model from the above mentioned Dutch 
multidisciplinary guideline for depression. It recommends lithium addition after two 
consecutive non-successful 4-6 weeks trials with an antidepressant, switching to a 
nonselective MAO inhibitor as step 4, and electroconvulsive therapy as step 5.

2  Spijker J, Bockting CLH, Meeuwissen JAC, Vliet IM van, Emmelkamp PMG, Hermens MLM, 
Balkom ALJM on behalf of the Guideline Development Group Multidisciplinary guideline 
development for anxiety/depressive disorder. (2011). [Multidisciplinary guideline depression 
(second revision): Guideline for diagnostics and treatment of adults with a major depressive 
disorder]. Utrecht: Trimbos-instituut. ([in Dutch])
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