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Abstract

Background: Meta-analyses suggest that collaborative care (CC) improves symptoms of depression and anxiety. In
CC, a care manager collaborates with a general practitioner (GP) to provide evidence-based care. Most CC research
is from the US, focusing on depression. As research results may not transfer to other settings, we developed and
tested a Danish CC-model (the Collabri-model) for depression, panic disorder, generalized anxiety disorder, and
social anxiety disorder in general practice.

Methods: Four cluster-randomized superiority trials evaluated the effects of CC. The overall aim was to explore if
CC significantly improved depression and anxiety symptoms compared to treatment-as-usual at 6-months’ follow-
up. The Collabri-model was founded on a multi-professional collaboration between a team of mental-health
specialists (psychiatrists and care managers) and GPs. In collaboration with GPs, care managers provided treatment
according to a structured plan, including regular reassessments and follow-up. Treatment modalities (cognitive
behavioral therapy, psychoeducation, and medication) were offered based on stepped care algorithms. Face-to-face
meetings between GPs and care managers took place regularly, and a psychiatrist provided supervision. The control
group received treatment-as-usual. Primary outcomes were symptoms of depression (BDI-Il) and anxiety (BAI) at 6-
months’ follow-up. The incremental cost-effectiveness ratio (ICER) was estimated based on 6-months’ follow-up.
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lacking statistical power.

2016.

Results: Despite various attempts to improve inclusion rates, the necessary number of participants was not
recruited. Seven hundred thirty-one participants were included: 325 in the depression trial and 406 in the anxiety
trials. The Collabri-model was implemented, demonstrating good fidelity to core model elements. In favor of CC,
we found a statistically significant difference between depression scores at 6-months’ follow-up in the depression
trial. The difference was not significant at 15-months’ follow-up. The anxiety trials were pooled for data analysis due
to inadequate sample sizes. At 6- and 15-months’ follow-up, there was a difference in anxiety symptoms favoring
CC. These differences were not statistically significant. The ICER was 58,280 Euro per QALY.

Conclusions: At 6 months, a significant difference between groups was found in the depression trial, but not in the
pooled anxiety trial. However, these results should be cautiously interpreted as there is a risk of selection bias and

Trial registration: ClinicalTrials.gov, ID: NCT02678624 and NCT02678845. Retrospectively registered on 7 February
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Background
Depression and anxiety are common and disabling disor-
ders [1], and most people diagnosed with depression and
anxiety are treated in primary care [2]. Research suggests
that collaborative care can be a useful organizational
model for treating depression and anxiety disorders in this
setting [3-5]. In collaborative care interventions, a pri-
mary care provider and one or more professionals are in-
volved in providing care and proactive follow-up based on
structured and evidence-based care plans [3]. At the same
time, mechanisms to enhance communication between
providers are introduced [3]. A meta-analysis from 2012
found that collaborative care was associated with larger
short-, medium- and long-term improvements in symp-
toms compared with usual care for people with depression
and anxiety [3]. However, most trials were conducted in
the United States, and few included participants with anx-
iety disorders. The authors emphasized a need for more
research in collaborative care for anxiety disorders, and
that the findings should be interpreted more cautiously in
settings different from that of the United States [3]. A sub-
sequent systematic review and meta-analysis, including
depression trials in European countries, showed that col-
laborative care also seems to be more effective than usual
care in improving depression scores outside the United
States [4]. In 2016, a meta-analysis focusing solely on col-
laborative care for anxiety disorders also found that col-
laborative care showed greater effects than usual care [5].
Until recently, no collaborative care trials have been con-
ducted in Scandinavia. However, in 2018, a Swedish
cluster-randomized collaborative care trial for depression
showed a reduction in depression scores at 3- and 6-
months’ follow-up, which was significantly greater in the
intervention group vs. the control group when measured
by MADRS-S but not by BDI-II [6].

In order to evaluate the effects of collaborative care in
a Danish setting, the Collabri-model for collaborative

care was developed in 2014 and subsequently tested. In
this paper, we present results from 6- and 15-months’
follow-up of four cluster-randomized trials aiming at
people with depression, panic disorder, generalized anx-
iety disorder, and social anxiety disorder in general prac-
tice. The hypothesis was that collaborative care would
be superior to treatment-as-usual in reducing symptoms
of depression in the depression trial and reducing anx-
iety symptoms in the anxiety trials. Ultimately, the trials
failed because of failure to include participants and po-
tential selection bias, despite randomization. Thus, we
also provide insights into the lessons learned while con-
ducting these trials.

Methods

Design

The Collabri trials were designed as four cluster-
randomized, researcher-blinded, superiority trials evalu-
ating the effects of collaborative care according to the
Collabri-model compared to treatment-as-usual for pa-
tients with depression, generalized anxiety disorder,
panic disorder, and social anxiety disorder. The design is
described in more detail in two study design publications
[7, 8]. The study adheres to CONSORT guidelines, and
the Regional Ethics Committees in the Capital Region of
Denmark approved the trial protocol.

Recruitment of general practitioners and randomization

The random cluster allocation sequence was externally
computer-generated by The Research Centre for Preven-
tion and Health in the Capital Region of Denmark. One
cluster consisted of a provider number in general practice,
corresponding to one or more general practitioners (GPs).
Patients were allocated after cluster-randomization to the
same group as their GP/GPs. Cluster-randomization was
chosen to avoid the risk of contamination bias. GPs in the
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Capital Region of Denmark (except the island of Born-
holm) were invited to join the study through letters.

A total of 53 clusters were randomized during three
rounds using simple randomization and an allocation ra-
tio of 1:1 in the two first rounds, and an allocation ratio
of 3:1 (control:collaborative care) in the third, including
four clusters. The randomization was stratified by two
geographical areas in the first round and three in the
second. Randomization details are updated from previ-
ous descriptions [8]. A sub-study (nested study) investi-
gated two methods of depression detection within the
depression trial. Hence, GPs were additionally random-
ized into one of these detection methods. Findings from
this study will be presented elsewhere.

Recruitment of patients

GPs recruited participants and referred them to the study.
GPs were encouraged to identify participants with depres-
sion according to their detection allocation and to use as-
sessment tools in line with guidelines [9] when identifying
participants with anxiety. GPs provided written and verbal
information to patients and obtained oral and written con-
sent. The GPs’ referral diagnosis was validated by a re-
search assistant at a telephone interview with the patient
using the MINI International Neuropsychiatric Interview
(MINI) for DSM IV [10] and ICD-10 specific questions.
In-and exclusion criteria were assessed by the GP and/or
research assistant, and those included were sent a baseline
questionnaire. If written consent was not received before
the telephone interview, this was subsequently obtained.
In case of a discrepancy between referral diagnosis and
the research assistant’s assessment, the GP and project
psychiatrist reached an agreement based on a discussion.

Population
Patients were included in one of the four trial populations
if they were registered at a participating GP, met the Inter-
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Blinding

While conducting eligibility interviews and during the
data collection phase, researchers were blinded to the
participants’ and GP’s allocation. Researchers were also
supposed to be blinded in the analysis- and concluding
phase. However, due to a heavily skewed distribution be-
tween allocation groups, it was not possible to maintain
this blinding. Furthermore, intervention staff in the col-
laborative care group, patients and GPs could not be
blinded to the intervention, which is a general challenge
when investigating psychosocial interventions.

Interventions
The Collabri-model of collaborative care
While building on recommendations from a systematic
literature review [11], the Collabri intervention further
met four criteria often used to define collaborative care
[3], but originally proposed to describe complex system-
level interventions [12]: a multi-professional approach to
care; enhanced inter-professional communication;
scheduled follow-ups; and a structured management
plan. GPs collaborated with a team of mental health spe-
cialists, including two psychiatrists and eight care man-
agers employed by Mental Health Services in the Capital
Region of Denmark. The group of care managers had a
bachelor-level health care education and included nurses
and an occupational therapist. They all had experience
from working in mental health services and had taken a
one-year or equivalent education of cognitive behavioral
therapy (CBT). Care managers, psychiatrists, and GPs in
the collaborative care group were trained in the model
principles. Psychiatrists provided planned and ad hoc
supervision of care managers and GPs. CBT supervision
of care managers was introduced twice a month after
trial commencement, as care managers requested this.

In around half of the GP practices, care managers had

national Classification of Diseases 10th edition (ICD-10)access to a consultation room in the practice. If not, care

diagnostic criteria for depression (F32-33), generalized
anxiety disorder (F41.1), panic disorder (F41.0) or social
anxiety disorder (F40.1), were at least 18 years old, spoke
Danish and provided written consent. Patients were ex-
cluded if they had a dementia diagnosis or an unstable
medical condition. Further exclusion criteria were preg-
nancy, medical/psychological treatment for anxiety or de-
pression within the past 6 months, a pending disability
pension application, referral to secondary mental health
care, bipolar disorder, current psychotic condition,
obsessive-compulsive disorder, high suicide risk, post-
traumatic stress disorder, or substance abuse that would
hinder participation. Additionally, patients of GPs allo-
cated to the collaborative care intervention were excluded
if they preferred treatment through the publicly subsidized
psychologist program rather than collaborative care.

managers and patients met at facilities in the municipality
or at a mental health center. Care managers’ caseload was
predicted to be around 25; however, this was rarely reached
because of lacking referrals. Each care manager collabo-
rated with 3-5 GPs to provide appropriate treatment and
close follow-up to assess progress. Treatment modalities
(psychoeducation, CBT, and medication) were suggested
according to disease-specific stepped-care algorithms,
where care managers provided psychoeducation and CBT.
The GP had the overall treatment responsibility and pre-
scribed medication if this was indicated. For different rea-
sons, group-based psychoeducation was only available
initially in the trial period, whereas one-on-one psychoedu-
cation and psychoeducation as part of CBT were offered
throughout the trial period. A fidelity scale was developed
to ensure the internal validity of the Collabri-model, and
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Data collection method

6-months’ follow-up

15-months’ follow-up

Depression Anxiety

Depression Anxiety

trial trial trial trial
Primary outcomes
BDIII Self-reported X
BAI Self-reported X
Secondary outcomes
BDIII Self-reported X X
BAI Self-reported X X
SCL-90-R* [20] Self-reported X X X X
GAF [21] Research assistant X X X X
Explorative outcomes
BDII Self-reported X
BAI Self-reported X
The Diagnostic Apathia Scale [22] Research assistant X X X X
PSP [23] Research assistant X X X X
SDS [24] Self-reported X X X X
WHO-5 [25] Self-reported X X X X
Personal Control® [26] Self-reported X X X X
Control/Manage Depression® [27] Self-reported X X X X
Obtain Help from Community, Family, Self-reported X X X X
Friends® [27]
EQ-5D-3 L [28] Self-reported X X X X
PRISEY [29] Self-reported X X X X
CSQ-8 [30] Self-reported X X
INSPIRE-S [31] Self-reported X X
INSPIRE-R [31] Self-reported X X
Weeks on sick leave benefits DREAM register [32] X X X X
Proportion receiving sick leave benefits DREAM register [32] X X X X
Psychiatric outpatient contacts National Patient Register [33] X X X X
Safety measures and medication use
Deaths by suicide and other reasons Danish Register of Cause of Death [34]  x X X X
Life-threatening conditions® Charlson Comorbidity Index [35] X X X X
Somatic outpatient visits National Patient Register [33] X X X X
Somatic inpatient days and admissions National Patient Register [33] X X X X
Psychiatric inpatient days/admissions National Patient Register [33] X X X X
Use of medication Danish Register for Prescription X X

medicine [36]

Abbreviations: BDI-Il Beck Depression Inventory-Il, BAl Beck Anxiety Inventory, CSQ-8 Client Satisfaction Questionnaire, GAF-F Global Assessment of Functioning, EQ-
5D-3L EuroQol Five Dimensions Questionnaire with Three Levels, INSPIRE-S Recovery support from staff (Support), INSPIRE-R Recovery support from staff
(Relationship), PRISE Patient Rated Inventory of Side Effects, PSP Personal and Social Performance Scale, SCL-90-R Symptom Checklist-90-Revised, SDS Sheehan

Disability Scale, WHO-5 World Health Organization-5 Well-Being Index

2 SCL-90-R was modified slightly as a reference period of two weeks was used instead of one week. ® Subscale from the lliness Perception Questionnaire-Revised
(IPQ-R). © Subscale from the Chronic Disease Self-Efficacy Scales. 9 Side effects were reported for the proportion of participants who used medication. © Life-
threatening conditions defined by the Charlson Comorbidity Index were assessed using action diagnoses (ICD codes) from the National Patient Register [33]

Health economic evaluation

The collaborative care intervention’s cost-effectiveness
was assessed for a pooled group of participants with
anxiety and depression, consisting of participants who

had filled out the EQ-5D-3L questionnaire: 627 in the
collaborative care group and 80 in the control group.
We calculated costs from a public expense perspective

with a time horizon of 6 months.
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In both groups costs concerning healthcare usage and
social benefits were calculated using the following infor-
mation: hospital contacts and mental health outpatient
services obtained from the National Patient Registry
[33]; contacts with privately practicing health profes-
sionals in primary care obtained from the Danish Na-
tional Health Service Register [48]; use of prescription
drugs derived from the Danish National Prescription
Registry [36]; and use of social benefits obtained from
the DREAM database [32]. Collaborative care-related
costs were estimated using data from the trials.

The cost development in the collaborative care group
was calculated as the costs from baseline to 6-months’
follow-up minus the costs 6 months prior to inclusion. A
similar measure was computed for the control group. The
difference between the two differences was considered as
the additional cost of the collaborative care intervention.

The health-related effects of the groups were measured
in Quality Adjusted Life Years (QALYs). QALYs were
based on the EQ-5D-3L questionnaire [28] completed by
participants at baseline and 6-months’ follow-up. Means
were calculated using the Danish preference weighting
[49]. QALYs were estimated using complete case analysis
adjusted for baseline differences. Robust T-test was used
to assess differences between QALYs. Finally, the Incre-
mental Cost-Effectiveness Ratio (ICER) was calculated as
additional costs in the collaborative care group divided by
the difference in QALY between groups.
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Results

Characteristics of participating general practitioners

A total of 53 clusters (GPs) was recruited from May
2014 to July 2015. Most clusters were located in
Copenhagen or surrounding areas and had one GP par-
ticipating in the study. During the trial period, 7 clusters
dropped out without having referred any participants. A
total of 17 clusters did not refer patients included in the
depression trial, and 22 clusters did not refer patients in-
cluded in the anxiety trials (Fig. 1).

Characteristics of participating patients

Recruitment of patients was started in November 2014
and ended in January 2017. In the depression trial, 325
participants were included; 272 in the collaborative care
group and 53 in the control group. In the pooled anxiety
trial, 406 participants were included; 369 in the collab-
orative care group and 37 in the control group (Fig. 1).
Only around half of the expected total sample size was
achieved, especially in the control group participants
were lacking. Baseline assessment of the primary out-
come was completed for 90% (n =291) in the depression
trial and 95% (N =384) in the pooled anxiety trial. Most
of the participants were women, and the mean age was
39 years and 36years for participants with depression,
respectively, anxiety disorders. Baseline characteristics
are shown in Table 2.

Invited GPs, n=713
> | GPsnot replying, n=660
Randomized, n= 53

|

GPs allocated to treatment-as-usual, n=27
Referred patients, n=141

Patients unwilling to participate or couldn't be

contacted, n=23
Patients assessed for in-and
exclusion criteria, n=118

—

Clusters dropped out without referring patients, n=4
«—

Patients not meeting inclusion
criterialexcluded, n=28:

- Did ot provide written consent, n=7

+ Current treatment, treatment within the
past 6 months or referral to secondary
care, n=15

+ Other or no diagnosis acc. to MINI, n=5
+ Below 18 years, not registered at a
project GP or unspecified, n=1

Eligible patients, n=90:
Anxiety trials=37
Depression trial=53

'

Clusters allocated to collaborative care, n=26
Referred patients, n=765

Clusters dropped out without referring patients, n=3
—> | Patients unwiling to participate or couldn't be
contacted, n=30

Patients assessed for in-and
exclusion criteria, n=735

—

Patients not meeting inclusion criteria/excluded,
n=91

Did not provide written consent, n=11
« Current treatment, treatment within the past 6
months or referral to secondary care n=33

« Other or no diagnosis acc. to MINI, n=35
Pending pension case, unstable somatic
condition or pregnancy, n=7

Below 18 years, not registered at a project
GP or unspecified, n=5

Eligible patients, n=644:
Anxiety trial=372
Depression trial=272

Depression trial:
+ Patients lost to follow-up at 6
months (no BDI-I1), n=10

Anxiety trials:
+ Patients lost to follow-up at 6
months (no BAI), n=8

Patients lost to follow-up at
15 months (no BDI-II), n=19

« Patients lost to follow-up at
15 months (no BAI), n=14

F

Anxiety trials: Depression trial:

«  Patients analyzed according to ITT in the - Patients analyzed according to ITT in the
anxiety trials, n=37 depression trial, n=53

+ Analyzed clusters: n=8, average size=4.6 + Analyzed clusters: n=13, average size=4.1
(range 1-13) (range 1-13)

+ No of clusters excluded from primary = No of clusters excluded from primary
analyses (no included patients), =19 analyses (no included patients), =14

Fig. 1 Flow chart

dety trials:

Patients withdrawn consent, n=3

« Partients lost to follow-up at 6
months (no BAI), n=73

+ Participants lost to follow-up 15

months (no BAI), n=102

Depression trial:
Patients lost to follow-up at 6
months (no BDI-II), n=68

Patients lost to follow-up at 15
months (no BDI-II), n=94

Anxiety trials: Depression trial:

«  Patients analyzed according to ITT in the +  Patients analyzed according to ITT in the
anxiety trials, n=369 depression trial, n=272

- Analyzed clusters: n=23, average size=16.0 + Analyzed clusters: n=23, average size=11.8
(range 2-32) (range 3-18)

+ No of clusters excluded from primary + Clusters excluded from primary analyses (no
analyses (no included patients), n=3 included patients), n=3
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Table 5 Questionnaire-based outcomes in the depression trial
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6-months’ follow-up

15-months’ follow-up

CC(n=272) TAU (n=53) P Effect size CC(n=272) TAU(n=53) P

Primary outcome

BDHI 133 (120-146) 19.2 (156-22.7)  0.002 052 11.8 (105-13.1) 147 (11.0-184) 0.138
Secondary outcomes

BAI 11.0 (10.1-11.9) 145 (11.7-173) 0024 93 (83-10.2) 116 (87-144) 0132

SCL-90-R* 59.2 (53.5-65.0) 846 (63.4-1058) 0024 36.1 (30.1-42.2) 406 (16.8-644) 0719

GAF 680 (66.3-69.6) 652 (61.1-69.3)  0.228 712 (693-73.0) 663 (60.1-72.6) 0.149
Explorative outcomes

The Diagnostic Apathia Scale 34 (3.0-398) 43 (35-5.2) 0.062 3.1 (26-35) 39 (3.0-49) 0.095

PSP 68.7 (67.2-70.1) 669 (62.9-70.8) 0397 713 (69.7-729) 687 (632-74.2) 0383

SDS 9.5 (8.5-10.6) 11.0 (85-13.6) 0.291 6.7 (5.5-7.8) 9.1 (50-13.2) 0.266

WHO-5 542 (50.7-57.8) 46.7 (40.2-532) 0.044 543 (50.7-58.0) 526 (43.5-61.8) 0.738

Personal Control® 225(219-232) 205 (189-22.1) 0024 224 (21.8-23.1) 213 (199-227) 0.141

Control/Manage Depression® 6.3 (6.0-6.6) 53 (4.5-6.2) 0.033 6.2 (5.8-6.6) 59 (4.9-6.8) 0467

Obtain Help from Community, Family, Friends® 6.5 (6.2-6.8) 52 (4.3-6.1) 0.010 6.3 (6.0-6.7) 6.1 (53-7.0) 0.697

EQ-5D-3L 0.8 (0.8-0.8) 0.7 (0.6-0.8) 0.007 0.8 (0.8-0.9) 0.8 (0.7-0.8) 0.174

PRISEY 140 (12.2-159) 174 (13.5-213) 0.132 124 (10.5-144) 160 (11.1-209) 0.178

Remission, % 539 (47.1-60.7) 393 (252533) 0.069 61.9 (55.2-685) 535 (37.9-69.1) 0310

INSPIRE-S 1(70.1-78.1) 503 (37.9-62.7)  <0.001 - -

INSPIRE-R 84.7 (81.9-876) 608 (509-70.6) <0.001 - -

CSQ-8 26.7 (26.0-273) 216 (19.8-233) <0.001 - -

Abbreviations: BDI-Il Beck Depression Inventory-II, BAl Beck Anxiety Inventory, CC Collaborative care, CSQ-8 Client Satisfaction Questionnaire, GAF-F Global
Assessment of Functioning, EQ-5D-3L EuroQol Five Dimensions Questionnaire with Three Levels, INSPIRE-S Recovery support from staff (Support), INSPIRE-R
Recovery support from staff (Relationship), PRISE Patient Rated Inventory of Side Effects, PSP Personal and Social Performance Scale, SCL-90-R Symptom Checklist-
90-Revised, SDS Sheehan Disability Scale, TAU Treatment-as-usual, WHO-5 World Health Organization-5 Well-Being Index

Note: Means are estimated based on imputed data. In BDI-Il, BAI, SCL-90-R, SDS, The Diagnostic Apathia Scale, and PRISE, lower scores are associated with a better
outcome. In GAF, PSP, WHO-5, Personal control subscale from IPQ-R, Control/manage Depression subscale, Obtain Help from Community, Family, Friends subscale,
EQ-5D-3L, CSQ-8, INSPIRE-S, and INSPIRE-R higher scores are associated with a better outcome

2 SCL-90-R was modified slightly as a reference period of two weeks was used instead of one week.  Subscale from the lliness Perception Questionnaire-Revised

(IPQ-R). © Subscale from the Chronic Disease Self-Efficacy Scales. d

ensure that all eligible individuals were asked to partici-
pate. Different aspects of the design and its underlying
assumptions could have influenced the referral pattern: a
recruitment strategy resting solely on GPs to invite pa-
tients to participate, GPs’ different perceptions of obsta-
cles to refer, and lower than expected disease prevalence
or disease detection in GPs’ practices.

We chose the strategy of GPs referring patients to the
study as this was acceptable by GPs. However, other recruit-
ment strategies were considered in the design phase, such
as waiting room screening and implementation of pop-up
windows in GPs’ medical records to remind them of poten-
tially eligible participants. GPs objected to the method of
waiting room screening, and even though we worked on
making pop-up windows available, this strategy was at the
last minute made impossible due to reasons unrelated to
the project. While some cluster-randomized collaborative
care studies have used a similar recruitment strategy to ours
[50-52], other trials have recruited participants through an-
nual health screenings or searches in medical records [53—

Side effects were reported for the proportion of participants who used medication

55]. In our study, medical record screening would have re-
quired access to the GPs’ electronic record systems, which
unfortunately was not an opportunity. Muntingh et al. used
a combination of GP identification and medical record iden-
tification [56]. They found that participants in the collabora-
tive care group were more often selected for the trial by
their GP than in the control group, where a larger propor-
tion was recruited from medical records. This, similarly to
our study, suggests difficulties in recruiting participants
from GPs allocated to a control group.

During the trial period, we attempted to improve intake
rates by continuously encouraging GPs to refer to the pro-
ject and prolonged the recruitment period. GPs received
newsletters sharing updates and successes, posters were
hung in GP’s waiting rooms, and project information was
shared in newspapers. Primo 2016, we conducted an infor-
mal telephone survey with a sample of GPs across interven-
tion groups to assess perceived obstacles for referring
patients. Difficulties remembering to refer, concerns that it
would be stressful for patients to participate (e.g., in the
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Table 6 Explorative outcomes and measures of harms in the depression and pooled anxiety trial

6-months’ follow-up

15-months’ follow-up

IR IRR (95% Cl) P IR IRR (95% CI) P
Depression trial

Weeks on sick leave benefit TAU 1 (3.7-8.5) 1 8 (4.8-12.7) 1

CcC 1(5.0-7.1) 1.0 (0.7-1.5) 0.990 4 (78-11.1) 1.1 (0.7-1.7) 0.756
Psychiatric outpatient visits TAU 0.5 (0.0-1.1) 1 4 (0.0-3.0) 1

CcC 3 (0.2-04) 0.5 (0.2-1.7) 0.277 8 (1.1-2.5) 1.3 (04-4.1) 0.677
Psychiatric inpatient days TAU 7 (0.0-1.5) 1 7 (0.0-1.8) 1

CcC 0.1 (0.0-0.1) 0.1 (0.01-0.7) 0.019 0.2 (0.0-0.6) 04 (0.0-34) 0373
Psychiatric admissions TAU 0.02 (0.0-0.1) 1 0.04 (0.0-0.1) 1

cC 0.01 (0.0-0.03) 0.8 (0.1-5.5) 0.781 0.03 (0.0-0.1) 06 (0.1-4.2) 0.645
Somatic outpatient visits TAU 04 (0.1-0.8) 1 1.7 (0.5-2.9) 1

CcC 0.8 (0.6-1.1) 1.8 (0.7-4.4) 0.198 2.1 (1.5-26) 1.2 (0.6-2.5) 0.621

Pooled anxiety trial

Weeks on sick leave benefit TAU 14 (0.0-3.2) 1 8 (0.0-5.8) 1

CcC 34 (2.7-4.) 24 (0.7-8.7) 0.189 6 (4.2-7.0) 20 (0.6-64) 0.236
Psychiatric outpatient visits TAU 04 (0.0-0.8) 1 1.1 (00-2.3) 1

CcC 2 (0.1-03) 05 (0.1-1.5) 0.201 4 (0.8-2.0) 13 (04-44) 0663
Psychiatric inpatient days TAU 0.04 (0.0-0.1) 1 0.04 (0.0-0.2) 1

CC 0.1 (0.0-03) 26 (0.2-43.0) 0512 1(0.0-0.3) 27 (0.2-44.3) 0481
Psychiatric admissions TAU 0.03 (0.0-0.1) 1 0.04 (0.0-0.1) 1

CcC 0.02 (0.0-0.03) 0.6 (0.1-5.0) 0.608 0.03 (0.0-0.05) 0.7 (0.1-7.0) 0.785
Somatic outpatient visits TAU 0.3 (0.1-0.6) 1 1.1 (0.7-1.6) 1

CcC 0.6 (0.5-0.7) 1.7 (0.7-4.1) 0.213 1.8 (1.5-2.1) 1.6 (1.0-2.5) 0.052

Abbreviations: CC Collaborative care, TAU Treatment-as-usual, IR Incidence rate, IRR Incidence rate ratio

eligibility interview), issues related to the referral
process, and presence of specific exclusion criteria were
some of the obstacles mentioned. Similarly, other litera-
ture has found time constraints and clinicians’ concern
for their patients as barriers for recruitment [57]. Also,
narrow inclusion criteria have been reported to be

associated with poor recruitment [58]. While we sought
to respond to GPs’ needs and attempted to solve any
uncertainties affecting their referral pattern, queries
about removing exclusion criteria were not accommo-
dated as the associated methodological disadvantages
were considered larger than the anticipated benefits.

Table 7 Deaths, use of medication for anxiety/depression and sick leave benefits

6-months’ follow-up

15-months’ follow-up

Depression trial, n (%) CC(n=272) TAU (n=53) P CC(n=272) TAU (n=53) P
Deaths, suicide 0 0 0 0
Deaths, other reasons 0 0 0 0
Use of medication 126 (46.3) 30 (56.7) 0218
Proportion receiving sick leave benefits 35(129) 7 (13.2) 0.945 18 (6.6) <4? 0.770
Pooled anxiety trial, n (%) CC (n=369) TAU (n=37) P CC (n=369) TAU (n =37) P
Deaths, suicide 0 <42 0 0
Deaths, other reasons 0 0 0 0
Use of medication 96 (26.0) 14 (37.8) 0.008
Proportion receiving sick leave benefits 30 (8.1) <4? 0.258 13 (3.5) <4? 0.751

Abbreviations. CC Collaborative care, TAU Treatment-as-usual
@ Due to discretion the exact number is not shown
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Table 8 Questionnaire-based outcomes in the pooled anxiety trial
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6-months’ follow-up

15-months’ follow-up

CC (n =369) TAU(n=37) P Effect size CC (n =369) TAU(n=37) P

Primary outcome

BAI 11.5(106-124) 146 (99-193) 0206 033 11.0 (10.2-11.9) 127 (102-153) 0.209
Secondary outcomes

BDHI 9.2 (83-10.1) 113 (63-163) 0418 9.1 (8.3-9.9) 109 (7.7-140)  0.295

SCL-90-R* 486 (43.8-53.3) 649 (40.5-894) 0.200 474 (426-520) 427 (231-62.2) 0657

GAF 725 (709-74.1) 729 (688-77.0) 0.855 748 (73.3-763) 803 (71.6-89.0) 0224
Explorative outcomes

The Diagnostic Apathia Scale 2.5((22-298) 24 (1.3-35) 0.843 2.1 (1.9-24) 2.1 (1.0-33) 0.961

PSP 726 (71.2-74.1)  72.7 (69.3-762) 0951 753 (73.7-769) 821 (65.5-98.8) 0417

SDS 6.2 (54-7.0) 7.1 (46-9.7) 0485 55 (4.6-6.3) 7.1 (45-9.7) 0.243

WHO-5 59.1 (56.7-614) 592 (489-69.3) 0.995 61.7 (59.0-64.5) 530 (37.8-68.2) 0271

Personal Control® 233(228-238) 222 (202-242) 0282 199 (196-20.2) 203 (19.3-21.2) 0465

Control/Manage Depression® 7.1 (69-73) 6.0 (4.9-7.0) 0.031 7.2 (69-74) 7.1 (6.3-79) 0.885

Obtain Help from Community, Family, Friends® 7.2 (6.9-7.4) 6.9 (5.8-8.0) 0.637 74 (7.2-76) 73 (6.6-8.1) 0.848

EQ-5D-3L 0.84 (0.82-0.86) 0.78 (0.67-0.90) 0.294 0.8 (0.8-09) 09 (0.8-0.9) 0536

PRISE? 150 (13.0-169) 140 (53-227) 0828 12.1(99-143) 154 (0.8-306) 0662

Remission, % 45.7 (40.1-51.2)  39.2 (22.3-56.2) 0481 490 (43.2-549) 423 (246-600) 0442

INSPIRE-S 740 (70.7-773)  67.7 (50.0-854) 0.488 - -

INSPIRE-R 85.8 (83.6-88.0) 824 (69.7-95.1) 0.604 - -

CSQ-8 26.7 (26.2-274) 239 (175-30.2) 0368 - -

Abbreviations: BDI-Il Beck Depression Inventory II, BAl Beck Anxiety Inventory, CC Collaborative care, CSQ-8 Client Satisfaction Questionnaire, EQ-5D-3L EuroQol Five
Dimensions Questionnaire with Three Levels, GAF-F Global Assessment of Functioning, INSPIRE-S Recovery support from staff (Support), INSPIRE-R Recovery support
from staff (Relationship), PRISE Patient Rated Inventory of Side Effects, PSP Personal and Social Performance Scale, SCL-90-R Symptom Checklist-90-Revised, SDS

Sheehan Disability Scale, TAU Treatment-as-usual, WHO-5 World Health Organization-5 Well-Being Index

Note: Means are estimated based on imputed data. In BDI-Il, BAI, SCL-90-R, SDS, The Diagnostic Apathia Scale, and PRISE, lower scores are associated with a better
outcome. In GAF, PSP, WHO-5, Personal control subscale from IPQ-R, Control/manage Depression subscale. Obtain Help from Community, Family, Friends subscale,

EQ-5D-3L, CSQ-8, INSPIRE-S, and INSPIRE-R higher scores are associated with a better outcome

2 SCL-90-R was modified slightly as a reference period of two weeks was used instead of one week.  Subscale from the lliness Perception Questionnaire-Revised

(IPQ-R). < Subscale from the Chronic Disease Self-Efficacy Scales. ¢ Side effects were reported for the proportion of participants who used medication

Strengths and limitations

While many trials build their intervention on collabora-
tive care principles, models can differ in additional con-
tent. Strengths of this study are that we provide an
elaborate description of the collaborative care model
components [7, 8] to ensure transparency, and we report
on harms. Further, we developed a collaborative care
model including elements shown to be associated with
improved outcomes in previous studies [59, 60]. These
are elements such as specialist supervision of care man-
agers, recruiting care managers with experience from
working in mental health services, and integrating the
provision of a psychological intervention into the model
[59, 60]. Twice during the project period, we monitored
fidelity to the model to ensure that care managers, psy-
chiatrists, and GPs delivered the intervention as
intended. Other strengths were the externally conducted
computer-based cluster-randomization, which ensured
random and concealed allocation of GPs. The use of
blinded assessment of the secondary outcome Global

Assessment of Functioning and application of intention-
to-treat analyses also decreased the risk of biased effect
estimates.

Besides lacking statistical power and possible selection
bias, there are other limitations to this study. It is a limi-
tation that we have no information on the treatment
given by providers such as private practicing psycholo-
gists or psychiatrists in the control group. From this, we
could have assessed whether the type and amount of
treatment differed between the collaborative care- and
treatment-as-usual group. We were not able to blind
participants, care managers, psychiatrists, or GPs to the
allocation, and due to the skewed distribution between
groups, we could not blind researchers when analyzing
data or when writing the conclusion. Another limitation
was that primary outcomes were self-reported and,
therefore, not blinded, which could lead to overesti-
mation of treatment effects. However, self-report mea-
sures mirror participants’ own perceptions of symptoms,
which is also valuable seen from a recovery perspective.
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Although participants were recruited by GPs throughout
the Capital Region of Denmark, there may be reduced
external validity as GPs signed up voluntarily to partici-
pate. This could indicate an interest in common mental
disorders or inter-sectoral collaboration, which may not
be representative of the general GP population.

Implications for research and practice

Feasibility- or pilot testing of the trial prior to commence-
ment might have helped us identify recruitment problems
at an earlier stage. A feasibility study aims to provide in-
formation about different trial processes [61]. A pilot
study is frequently referred to as a small-scale version of
the study one wishes to conduct and seek to test how the
various processes work together [61]. Conducting pilot
studies is no guarantee that recruitment will proceed suc-
cessfully [62]. However, if we had completed pilot- or
feasibility studies, some of the theory-based assumptions
made while writing the protocol, such as prevalence esti-
mations, could have been empirically validated.

There are examples of successfully completed cluster-
randomized controlled trials [53, 63]; however, it is recog-
nized that many cluster-randomized trials and RCTs, in
general, have problems recruiting the predefined study
sample [62, 64—66]. This is a problem of concern, as re-
search questions consequently remain to be answered, or
there can be delays in demonstrating important effects
[67]. If data from unsuccessful trials are never published,
this can further lead to publication bias within the specific
research field. Because of the limitations of this study,
there is still a need to examine the effects of collaborative
care in a Danish setting. Therefore, two new trials, re-
ferred to as the Collabri Flex trials, have been initiated
[68], and recruitment goals are reached. The Collabri Flex
trials are based upon the knowledge gained from the Col-
labri Trials, and to achieve an equal distribution between
groups, we randomized at the individual level. The effect
results and a health economic evaluation of these trials
will be reported elsewhere.

Conclusion

Regrettably, due to limitations of the cluster-randomized
design, we failed to carry out the effect trials as planned.
For people with depression, we found a statistically sig-
nificant difference between collaborative care and
treatment-as-usual at 6-months’ follow-up in favor of
collaborative care. For people with anxiety disorders, a
non-significant difference between groups was found.
Nevertheless, these results are limited by a lack of statis-
tical power and possible selection bias. However, we suc-
ceeded in implementing the Collabri collaborative care
model to provide patients with evidence-based treatment
in line with guidelines in Danish general practices. Based
on the results, we cannot rule out that collaborative care
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may be an effective way of organizing treatment in the
Danish setting, but this hypothesis remains to be veri-
fied. Therefore, the Collabri trials act as the background
for the Collabri Flex trials, and hence for improvement
of future treatment of depression and anxiety disorders
in primary care in Denmark.
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