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Wbp Personal Data Protection Act (in Dutch: Wet Bescherming Persoonsgevens)

WMO Medical Research Involving Human Subjects Act (Wet Medisch-wetenschappelijk
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SUMMARY

Rationale: Nowadays, many mental health care organizations measure their patient's
progress through routine outcome monitoring. The way that progress is measured and the
way therapists are provided with feedback on their patient's progress strongly differs between
organizations. The question is whether all methods are as effective, and there is surprisingly
little research on the effectiveness of routine outcome monitoring available.

Research in the United States shows that providing feedback to therapists based on a
prediction model, can improve patient outcome, especially for those patients that are not
progressing well in treatment (0.a. Lambert, 2007). The prediction model that was used in the
studies by Lambert was calculated based on the initial severity in patient disfunctioning,
measured with the Outcome Questionnaire (OQ). Lambert and colleagues conducted five
randomized controlled trials on the effectiveness of feedback based on the prediction model
en found that in the 'not on track' group (patients that were not progressing well) treatment
outcomes were significantly better in the experimental group than in the no feedback control
condition. In the 'on track' group, the feedback did not have an effect on outcome.

In the Netherland, a prediction model for Dutch patients was predicted, based on almost
2000 patients in four mental health care organizations. Our model uses the initial severity of
patients disfunction, as well as patients' expectancies on treatment outcome as predictors for
progress. Results showed that this was also a significant predictor for progess in the data
that was collected.

Objective: In this study, two forms of feedback and one control condition are compared:

* Control group: the therapist gets no feedback.

* Outcome monitoring feedback: the therapist gets feedback on the patients progress in a
progress chart.

* Complex feedback based on the Dutch prediction model: the therapist gets a progress
chart that compares the patient's actual progress with the expected treatment response.
Main questions:

1. Does providing feedback to therapists improve treatment outcome?

2. Does providing feedback based on the prediction model lead to better outcomes than
progress feedback alone?

Secundary questions:

1. How well can therapists predict their patient's progress?

2. Are there differences between therapists in treatment outcomes and is this related to the
way they use the feedback?

Study design: A 2-year randomized controlled clinical trial on the effectiveness of feedback
interventions for therapists

Study population: The study population consists of psychiatric patients between 18 and 65
years that apply for outpatient individual psychiatric treatment in one of the three participating
treatment facilities. Patients with psychotic disorders, a current crisis, a high risk of
decompensation, a current severe manic episode or insufficient mastery of the Dutch
language in reading and speaking are excluded from participating in the study. Patients can
have supplement treatments beside the individual treatment and stay in the study, as long as
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the individual treatment remains the main treatment. Patients are excluded from the study if
individual treatment is not their main treatment.

Intervention (if applicable): The intervention consists of providing feedback to therapists on
their patients' progress. In the outcome monitoring feedback condition the therapist gets
feedback on patient progress in progress charts and tables. The progress of the patient can
be viewed by the therapist at all times, by logging on to the feedback system (RequestXL),
but is also actively provided by e-mail at session 1, 3, 5, 10 and 15.

In the complex feedback condition with prediction model the actual treatment course (based
on the OQ scores) of the patient is compared with the predicted treatment course. The
expected treatment course is calculated by a formula. The progress of the patient can be
viewed by the therapist at all times, by logging on to the feedback system (RequestXL), but is
also actively provided by e-mail when the patient is not progressing well. The therapist then
receives an e-mail with high urgency.

In the complex feedback condition feedback is also provided on the ASC. The ASC is
administered when the patient goes off track (through the 75% negative bound of the
confidence interval around the predicted treatment course) and measures the therapeutic
alliance, motivation, social support and life events. The ASC is combined with so called
Clinical Support Tools, a set of Microsoft Word documents that provide practical tips on
improving the therapeutic alliance, motivation and social support. The practical tips are
based on a literature review on these topics.

Main study parameters/endpoints: The primary outcome measure of the study is patients'
disfunctioning on the Outcome Questionnaire. Mores specifically, the progress that the
patient makes during treatment. The results will be analysed using multilevel analysis, which
has the advantage of being able to handle missing data really well. Therefore, data from all
patients, including those that dropped out of treatment or dropped out of the study can be
used in analysis.

Nature and extent of the burden and risks associated with participation, benefit and
group relatedness:

Burden: The burden for the patient consists of completing a 5 minute questionnaire before
each treatment session, for a maximum of 15 times. After the research period (end of
treatment or after 15 session) they will get two follow-up measures after 3 and 6 months. The
average treatment duration for outpatient indivual treatment was around 9 sessions in a
previous study at one of treatment settings. If patients go off track, they are asked to
complete an addition questionnaire, that also takes about 5 minutes to complete.

In addition to the self-report questionnaires, patients are getting a diagnostic interview that
takes approximately 1 hour.

The burden for the therapist consist of completing brief questionnaires during the treatment
of a participating patient (total burden around 10 minutes) and completing a longer
questionnaire once every 6 months (about 20 minutes per adminstration, total of 5
administrations).

Risks: The risks for both the patient and the therapist are minimal.
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1. INTRODUCTION AND RATIONALE

A large body of research, performed over 40 years, has demonstrated the general
effectiveness of psychological treatments (Lambert & Ogles, 2004). However, while
treatment is beneficial for many patients, not all patients profit from therapy. In randomized
controlled clinical trials, where treatment is provided under more or less optimal conditions,
an average of 67% of patients is statistically reliably improved at the end of treatment. In
clinical practice, the success rates are much lower: in an American national database of
more than 6000 patients, only 35% of the patients was improved (Hansen, Lambert, &
Forman, 2002).

Riemer & Bickman (2003) consider feedback interventions a promising approach to
improve clinical practice. According to them, clinicians need to have more systematic and
reliable information about the status of their patients, so that they are capable of adjusting
their treatment. Literature from psychology, educational science and medicine shows the
effectiveness of feedback interventions (e.g. Kluger & DeNisi, 1996, 1998; Jamtvedt et al.,
2006; Hattie & Timperley, 2007; Veloski et al., 2006). A general meta-analysis by Kluger &
DeNisi (1996) showed an average effect size of 0.38 for feedback interventions. More
specifically tailored to the effectiveness of health status feedback to professionals, a meta-
analysis by Sapyta (2004, in Sapyta, Riemer, & Bickman, 2005) found an average effect size
of 0.21. Further analysis showed that feedback on ‘flagged patients’ (those not progressing
well in treatment) had an average effect size of 0.31, while there was no significant feedback
effect for the ‘non-flagged‘ samples.

In psychotherapy the research group of Michael Lambert has published five controlled
studies in which therapists received feedback about a patient’s improvement through the use
of progress charts and warnings about patients who were not demonstrating the expected
treatment response (Hawkins, Lambert, Vermeersch, Slade, & Tuttle, 2004; Lambert, et al.,
2002; Lambert, et al., 2001; Whipple, et al., 2003)Harmon et al., 2007. Results showed that
patients at risk for treatment failure in the feedback condition showed significantly more
improvement than at risk-patients in the no-feedback control condition. This effect was even
stronger when feedback was combined with a clinical support tool. The effect sizes for the
difference between patients at risk in the various feedback conditions and control conditions
ranged from 0.34 to 0.92. Feedback had no significant effect in the non-flagged samples
(Lambert, 2007). Other research groups have focused mainly on calculating an expected
treatment response to signal patients at risk for treatment failure (Lueger, et al., 2001; Lutz,
et al.,, 2006)(e.g. Lutz, Martinovich & Howard, 1999), but in psychotherapy Lambert and
colleagues are the only ones that have studied the effect of feedback in a controlled design.

In order to get an idea as to why providing therapist with feedback works, Hannan et
al (2005) performed a study in which therapists were asked to rate their patients’ progress
and predict patient outcome in a period of three weeks. The therapist’s predictions were
compared with a statistical prediction model and with actual outcome. Therapists tended to
overestimate the percentage of positive outcomes and underestimate the percentage of
patients that did not change or deteriorated during treatment. In 332 patients, 26 patients
actually deteriorated, of which the statistical procedure identified 77% correctly, while
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therapists identified only 0.04% of the patients correctly as a treatment failure. This study
shows that therapists might not be very good in predicting their patients’ progress, when it
comes to predicting poor outcomes. By contrast , in a randomized controlled trial comparing
two treatments for borderline personality disorders Spinhoven, Giesen-Bloo, Van Dyck &
Arntz (2008) found that therapists and assessors could accurately predict indices of outcome
above and independent of patient characteristics. Surprisingly few studies have been
performed in this area, but the two available studies seem to show mixed results.

The studies performed by the research group of Lambert are not without limitations. Most
of the studies have been conducted in the university counseling center, where students are
the main treatment population (Lambert, 2007). Only one of the studies has been conducted
in a community outpatient setting (Hawkins et al., 2004). Another critique has been that
hardly any replications were outside the research group of Lambert; the only one being in a
30-day inpatient treatment in Switzerland (Berking, Orth & Lutz, 2006). Part of the reasons
there have been so few replications outside of Lambert’s group is that in order to replicate
the studies by Lambert, one needs a prediction model to identify the off-track patients. If
patients deviated too from the expected treatment response predicted by the model, and
exceed the error bound around this prediction, they are considered to be off-track.
Developing a prediction model for expected treatment response takes a substantial amount
of effort and most research groups have either not invested in that, or have not been able to
get enough data yet to develop a model. Fortunately, there is a prediction model available for
Dutch mental health care (de Jong et al, in preparation).

One of the issues that is important in feedback studies is whether merely providing the
therapist with feedback is enough. According to general theories of feedback, when a person
receives feedback a comparison is made between the content of the feedback and a goal or
standard (Kluger & DeNisi, 1996). In clinical practice, therapists are usually motivated to
achieve improvement or recovery in their patients. When presented with feedback, for
instance patient progress charts, a comparison is made between the goal (progress towards
recovery) and the feedback (progress so far). The result of this feedback-standard
comparison creates a feedback sign — a positive or negative evaluation of one’s performance
relative to the goal. When a discrepancy is noted, people are motivated to reduce it.
Following this line of thinking, it makes sense that feedback does not work in non-flagged
case, as there is no discrepancy in these cases, so therapists are not motivated to change
their behavior.

The effects of feedback are complex and there are numerous factors that influence the
impact of feedback. In feedback studies in clinical practice, especially the factors associated
with the recipient of the feedback, the therapist, seem important. If a therapist does not look
at the feedback, or does not take it seriously, the feedback intervention might loose its effect.
Feedback is more likely to be accepted if it comes from a source that has credibility, a
combination of expertise and trustworthiness, and has personal relevance to the receiver
(Clairborn & Goodyear, 2005; Sapyta, et al., 2005). Another variable that seems important in
whether external feedback will be accepted by the recipient is the feedback preference or
propensity of that person. Herold and colleagues (Herold & Fedor, 2003)(Herold, Parsons &
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Rensvold, 1996; Herold & Fedor 1998) report that some people have greater preference for
externally mediated feedback than others. They refer to this preference as having an external
feedback propensity. Sapyta et al. (2005) stress that goal commitment is another important
recipient variable. Goal commitment is the amount of interest a person has in accomplishing
a goal, even if it requires time and effort. Self-regulation theories propose that a discrepancy
between a current actual and a desired goal state causes a person to change behavior only if
the person is both committed to the goal and aware of the discrepancy. A person is
committed to a certain goal mainly if the goal is attractive to him and if he believes it is
reasonable for him to accomplish the goal.

2. OBJECTIVES

Primary Objectives:

1) Does providing therapists with feedback about their patients improve patient
outcomes?

2) Does providing feedback based on an expected treatment response result in better
outcomes than routine outcome monitoring feedback?

Secondary Objectives:

1) Can therapists accurately predict their patient’s progress, with or without getting
feedback?

2) Are therapists’ feedback propensity and goal commitment predictive of better
outcomes in the feedback conditions?

3. STUDY DESIGN

A two-year randomized controlled, single-blinded design in three outpatient non-academic
settings within two mental health care organizations.

4. STUDY POPULATION
4.1 Population (base)

Patients. Approximately 800 patients between 18 and 65 years, that apply for individual
psychotherapy or psychological treatment at one of the three research locations
(Schagen, Deventer, Twello), will be asked to participate in the study.

Therapists. Therapists are psychotherapists, psychologists or psychiatric nurses that work
at the three research locations. Trainees will be excluded from the study. Approximately
50 therapists will be included in the study.
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4.2 Inclusion criteria

Patients that apply for outpatient individual psychiatric treatment in one of the three
research locations.

4.3 Exclusion criteria

Exclusion criteria are: having a psychotic disorder as main diagnosis, having a current
severe manic episode, a high risk of decompensation, insufficient language skills in Dutch
reading and speaking. Patients will be randomly allocated to one of the three research
conditions.

4.4 Sample size calculation

Performing an a priori power analyses for multilevel analysis is complicated, because one
has to have a good estimate of the variance components in advance and these are
usually unknown, especially for three level models and three research conditions (de
Jong, Moerbeek & Van der Leeden, 2009). An a priori power analysis was performed for
two research conditions, based on the variance components of previously collected data,
which resulted in approximately 4 patients per therapist, and 50 therapists participating for
a power of 0.80, which is generally considered to be sufficient. However, this analysis was
performed with an intended moderate effect (Cohen’s d = 0.50), whereas feedback meta-
analysis shows a small effect (Cohen’s d=0.30). Also, in the current study we have three
research conditions, which is considerably more complicated to model. The difference
between the two feedback conditions is most likely smaller than d=0.30. Another thing that
needs to be considered is that the effect only applies to the “not on track” group. As this
group consists of approximately 25% of the total patient group and we cannot identify this
group beforehand, the number of patients that need to be included in the study needs to
be four times as large as the results from the a priori power analysis.

A traditional a priori power analysis was performed in G*Power 3.0.10 for F tests
with repeated measures, three research groups, three repeated measures, a power
coefficient of 0.80, an a of 0.05, and a correlation of 0.70 between the repeated measures.
This resulted in a needed sample size of 90 not on track patients. The total sample size
needed would then be 360 patients. This analysis does not take into account that patients
are nested within therapists and therapists will explain part of the variance. We know from
a previous study that the intraclass correlation was 0.18 at the therapist level. A rule of
thumb to correct for the variance at the therapist level is to use the formula for the design
effect: 1 + (k-1)*icc, with k being the number of patient per therapist and the icc is the
intra-class correlation. In our case, having 4 patients per therapist, we would get a design
effect of: 1 + 3 *0.18 = 1,54. This means that 1.54*360 = 554 patients need to be included
in the study. As we expect that some of the data will not be valid, the number of 600
patients was chosen as targeted N.

The patient flow in the three research locations is large enough to make that
number in the inclusion period, that is set at 6 months. Intermediate power analysis will be
performed after six months. Based on the observed variance and estimated power for the

Version number: 3, 29 September 2010 11 of 24



NL30987.058.09 Efficacy of ETR feedback

included number of patients, the inclusion period may be prolonged. This will influence
study duration.

5. TREATMENT OF SUBJECTS

5.1 Investigational product/treatment

In the ETR feedback condition, the therapist will receive feedback about the patient’s
progress, bases on an expected treatment response model. The ETR model is based on
data collected in three different mental health care organizations in the Netherlands (de
Jong et al, in preparation). Therapists receive an alert when the patient deviates from the
expected track. An error bound around the expected treatment response for the patient
indicates when the therapist is signals. If 75% failure boundary is crossed by the patient,
the therapist receives an orange warning signal, indicating that the patient has an
increased chance of treatment outcome. If the 95% failure boundary is crossed, the
therapist receives a red warning signal, indicating that the patient is most like to have poor
treatment outcome if he or she continues on the current track. When the patient signals
orange or red, the Assessment for Signal Clients questionnaire will be administered to the
patient, and the therapist will receive feedback about the scores on the ASC, in addition to
the scores on the OQ-45.

In the ROM feedback condition, feedback is given in the form that most routine outcome
monitoring feedback is being provided. The therapist gets a graph of the patient’s
progress after session 1, 3, 5, 10 and 15. In the graph, the patient’s progress on the OQ-
45 is monitored. The therapist receives feedback on the OQ total score, the subscale
scores and the critical items.

In the control condition, therapists will receive no feedback about their patient’s progress.
All therapists can be in all three conditions, as randomization takes place at the patient’s
level.

5.2 Use of co-intervention

Patients are not excluded for getting co-interventions that supplement the individual
treatment. Pharmacological treatment, as well as other treatment forms are allowed.
However, if individual treatment is no longer the main treatment, patients are excluded
from the study (e.g. a patient starts out with individual treatment and is referred to group
therapy. He or she might still see the individual therapist, but on a low frequency, the
study is stopped for this patient then. Data collected up until then will still be used in
analysis) .

6. METHODS
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6.1 Study parameters/endpoints

6.1.1 Main study parameter/endpoint

The main study parameter is the level of the patient’s dysfunctioning, measured by
the Outcome Questionnaire-45 (0Q-45). Data from session-to-session
measurements will be analysed using multilevel modelling. A maximum of 15
sessions was chosen to be analysed. The average amount of sessions is around 9
in the participating centers, but ranges from 1 to more than 100 sessions. If patients
are measured until the end of treatment, the longer treatments will have too much
influence in the model (because they have more measurement points). As a result,
the model is no longer representative for brief treatments. Approximately % of
treatments are done in 15 sessions, and that is why this number was chosen as a
basis for data analysis.

6.1.2 Secondary study parameters/endpoints

Two follow-up measures are included in the study design: one at three months and
one at six months after treatment termination or 15 sessions of treatment.

Another secondary study parameter includes the percentage of treatment drop-outs
in each reseach condition.

6.1.3 Other study parameters
Other study parameters include initial severity on the OQ-45 at start of treatment,

diagnosis on Axis | and Il of the DSM-IV, gender, age and previous treatment for
patients. Therapist factors that are studied are: gender, age, years of experience,
use of the feedback, therapist expectation of outcome, internal and external

feedback propensity and therapist’s attitude towards using the feedback.

6.2 Randomisation, blinding and treatment allocation

Patients are randomly assigned to one of the three research conditions. The
randomization procedure is build in the software used to provide feedback and is
completely random. The researcher is aware of the treatment condition of the patients,
but cannot influence it. By the nature of the intervention, therapists are aware of the
research condition of their patients.

6.3 Study procedures

Patient measurements

Outcome Questionnaire-45 item version (OQ-45). The Dutch translation of the Outcome
Questionnaire-45 item version (OQ-45) is used to measure patient progress during
treatment. The OQ-45 is a self-report instrument and has 45 items, 9 of which are
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reversed, asking how the respondent has felt over the last week on a 5 point rating scale,
ranging from O (never) to 4 (almost always). The OQ-45 consists of three subscales that
are aimed at assessing different domains of client functioning: Symptom Distress,
Interpersonal Relations and Social Role. The Symptom Distress domain consists 25 items
relating to psychological symptoms that are common in highly prevalent mental disorders.
The Interpersonal Relations domain consists of 9 items that assess the functioning of the
patient in interpersonal relationships, and the Social Role domain assesses the patients
functioning in social roles, such as work and school. The Dutch OQ-45 has appropriate
psychometric properties. The internal consistency for the Total score ranges between 0.92
and 0.96 in university, community, patients and community and patients combined
samples. For the subscales the international consistency is 0.90-0.95 for the Symptom
Distress scale, 0.74-0.84 for the Interpersonal Relations subscale and 0.53-0.72 for the
Social Role subscale (de Jong, Nugter, Lambert & Burlingame, 2008). An additional factor
that measures Anxiety and Somatic Distress was found, that can be used as separately
from the three factor structure. This factor had an internal consistency ranging from 0.79
to 0.89 (de Jong et al, 2007).

Mini International Neuropsychiatric Interview (MINI). The Mini International
Neuropsychiatric Interview (MINI) Plus 5.0.0.-R is used to screen for Axis-I disorders. The
MINI is a short clinical diagnostic interview developed to explore the presence of Axis-I
disorders according to the DSM-IV diagnostic criteria (Sheehan et al., 1998). The MINI-
Plus is an extended version of the original MINI. Lecrubier and colleagues (Lecrubier et
al., 1997) report sufficient reliability; inter-rater reliability ranged from k = 0.88 to 1.00, test-
retest reliability ranged from 0.76 to 0.93, validity was demonstrated by sufficient
concordance with the Composite International Diagnostic Interview (CIDI, WHO). In this
study the assessment of current psychopathology was used. The Dutch translation of the
MINI-Plus 5.0.0-R was used in an electronic version (Van Vliet et al., 2000). The MINI is
part of the standard intake procedure on all three research locations.

Assessment for Signaling Clients (ASC). The Assessment for Signaling Clients (ASC) is
used to measure the therapeutic alliance, motivation for treatment, social support and
stressful life events. The ASC consists of 40 items that are scored on a five point rating
scale, ranging from 1 (strongly disagree) to 5 (strongly agree). All subscales have a cutoff
score that indicates if that factor is problematic in the patient. In addition, each item has an
individual cutoff score indicating when the score on that item is problematic. The Alliance
subscale consists of 11 items that assess the alliance in the session with the therapist
prior to assessment. An example item is “l felt | could trust my therapist completely”. The
Social Support subscale consists of 11 items that assess the support that the patient felt
outside of therapy. An example item of this scale is “I could talk about problems with my
friends”. The motivation subscale consists of 9 items and assesses the patient’s
motivation for therapy. An example item is “| don’t think therapy will help me feel any
better”. The Life Events subscale assesses life events in the past week, that may have
influenced the patient’s functioning and consists of 9 items. An example item is “| felt
rejected or betrayed by someone”. The ASC has been translated into Dutch. A pilot study
to assess its psychometric properties is currently being performed.

Version number: 3, 29 September 2010 14 of 24



NL30987.058.09 Efficacy of ETR feedback

Demographic questionnaire. The demographic questionnaire is a 19-item self-constructed
questionnaire that assesses the demographic characteristics of the patient. It asks for the
patient’s date of birth, gender, postal area code, nationality, land of birth, land of birth of
the patient’s parents, marital status, living and working situation, educational level, prior
treatment, pretreatment use of medication, the main complaint and the duration of the
main complaint.

Therapist measurements

Feedback User Quesionnaire. A feedback user questionnaire will be administered to the
therapists every six months and consists of the External Feedback Propensity Scales and
an adaptation of the CFIT User Survey. The External Feedback Propensity Scale (EFPS;
Herold et al, 1996) is being used to measure external feedback propensity. External
feedback propensity reflects the preference for externally mediated feedback as well as
greater faith in information that one can self-generate. The scale consists of six items that
are answered on a five-point rating scale that varies from strongly disagree to strongly
agree. An item from the External Propensity scale is ‘It is very important to me to know
what people think of my work’. An adaptation of the CFIT User Survey, designed by the
Center for Evaluation and Program Improvement of Vanderbilt University, will be used to
measure goal commitment, therapy related self-efficacy and perceived validity of the
feedback. The items are scored on various five-point rating scales. The goal commitment
scale exists of seven items and is based on the Goal Commitment Scale (Hollenbeck &
Klein, 1987). A sample item is ‘It is hard to take the idea of using these measures in my
clinical practice seriously’. The therapy related self-efficacy scale consists of eight items
and was constructed according to Bandura’s guidelines of how to develop domain-specific
self-efficacy scales (Bandura, 1997). A sample item from that scale is ‘To what extend do
you feel confident in your ability to know what to do if a client is not progressing in
treatment’. Perceived validity of the feedback will be measured by a six-item scale, that
was self-constructed by Vanderbilt University. A sample item from that scale is: ‘I think
that feedback based on the OQ-45 will be helpful for my counseling’. In a previous study
amongst 47 therapists, internal consistency values were 0.90 for the goal commitment
scale, 0.87 for the perceived validity scale and 0.83 for the self-efficacy scale.

Expectation of Outcome Questionnaire (EOQ). A self-contructed questionnaire will be
used to measure therapist's expectation of their patient’s treatment outcome. This two
item questionnaire assesses 1) How much progress the therapist thinks the patient has
made since the start of treatment and 2) What treatment outcome the therapist expects for
this patient (deterioration, no change, improvement, recovery) at the end of treatment.

Use of Feedback (UOF). A self-constructed questionnaire assesses what the therapist
has done with the feedback. The first item assess to what extend the feedback was in
concurrence with what the therapist expected. The second item assesses if the therapist
discussed the feedback with the patient and the third item assesses what the therapist
has done with the feedback as a result of the feedback.

Procedure
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All patients that asked to participate in this study will be interviewed with the MINI Plus as
part of the standard intake procedure. After patients agree to participate the research
assistant will adminster the SCID-Il PQ. As from start of treatment, participants will be
asked to complete the OQ-45 before each session, for a maximum of 15 sessions and/or
one year. In addition, the OQ-45 will be administered 3 and 6 months after treatment (or
study) termination. In the ETR feedback condition, patients will fill out the ASC when they
are going off track. In the ROM feedback condition and control condition, patients will fill
out the ASC when they would have signalled, but the therapist will receive no feedback on
how the patient responded.

Therapists will be asked to complete the EOQ on each of their patients at sessions 1, 5,
10 and 15 or the end of treatment, if this is within 15 sessions. The UOF will be
administrated after sessions 5, 10 and 15 or the end of treatment. To measure therapists’
attitude towards getting feedback, the CFITUS will be administered before the start of the
study, after six months, after one year and after a year and a halve. At the first
administration, before the start of the study, the EFPS and GSE will be filled out by the
therapists as well.

6.4 Withdrawal of individual subjects

Subjects can leave the study at any time for any reason if they wish to do so without any
consequences. The investigator can decide to withdraw a subject from the study for
urgent medical reasons, or if the patients diagnosis or treatment is changed in such a way
that the patient no longer fits the inclusion criteria of the study.

6.5 Replacement of individual subjects after withdrawal

If patients withdraw from the study, the data used up until the moment of withdrawal will
be used in analysis. No additional subjects will be included.

6.6 Follow-up of subjects withdrawn from treatment

Patients that withdraw from treatment (drop-outs) will not be followed-up.

6.7 Premature termination of the study

Premature termination of the study is highly unlikely, but in case it will occur (for instance
if a reorganization in one of the treatment centers occurs) it will not have unwanted
effects for the patient. Patients will be informed of study termination and thanked for their

participation.
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7. SAFETY REPORTING

7.1 Section 10 WMO event

In accordance to section 10, subsection 1, of the WMO, the investigator will inform the
subjects and the reviewing accredited METC if anything occurs, on the basis of which it
appears that the disadvantages of participation may be significantly greater than was
foreseen in the research proposal. The study will be suspended pending further review
by the accredited METC, except insofar as suspension would jeopardise the subjects’

health. The investigator will take care that all subjects are kept informed.

7.2 Adverse and serious adverse events

Adverse events are defined as any undesirable experience occurring to a subject during a
clinical trial, whether or not considered related to the investigational intervention. All
adverse events reported spontaneously by the subject or observed by the investigator or

his staff will be recorded.

A serious adverse event is any untoward medical occurrence or effect that at any dose

results in death;

- s life threatening (at the time of the event);

- requires hospitalisation or prolongation of existing inpatients’ hospitalisation;

- results in persistent or significant disability or incapacity;

- is a congenital anomaly or birth defect;

- is a new event of the trial likely to affect the safety of the subjects, such as an
unexpected outcome of an adverse reaction, lack of efficacy of an IMP used for the
treatment of a life threatening disease, major safety finding from a newly completed

animal study, etc.

All SAEs will be reported to the accredited METC that approved the protocol, according to
the requirements of that METC.

7.2.1 Annual safety report

In addition to the expedited reporting of SUSARs, the sponsor will submit, once a
year throughout the clinical trial, a safety report to the accredited METC, competent
authority, Medicine Evaluation Board and competent authorities of the concerned
Member States.

This safety report consists of:
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— alist of all suspected (unexpected or expected) serious adverse reactions, along
with an aggregated summary table of all reported serious adverse reactions,
ordered by organ system, per study;

— areport concerning the safety of the subjects, consisting of a complete safety
analysis and an evaluation of the balance between the efficacy and the

harmfulness of the medicine under investigation.

7.3 Follow-up of adverse events
All adverse events will be followed until they have abated, or until a stable situation has
been reached. Depending on the event, follow up may require additional tests or medical

procedures as indicated, and/or referral to the general physician or a medical specialist.

8. STATISTICAL ANALYSIS

8.1 Descriptive statistics

Descriptive statistics will be provided for the OQ scores per session (mean scores and
standard deviations), the characteristics of the patient and therapist samples (proportions
of males/female, mean, range and standard deviation of age, mean years of experience,
proportion of patients with previous treatment) and patient diagnosis (proportion of

patients with comorbidity, frequency of diagnostic categories).

8.2 Multivariate analysis

The data will be analysed using a three-level random intercept, random slope multilevel
model, with repeated measures at level 1, patients within therapists at level 2 and
therapists at level three. Randomisation takes place at the patient level (level 2). The OQ-
45 total score is the dependent variable. The treatment conditions will be recoded into two
dummy variables. Initial severity on the OQ-45 at start of treatment will be included in the

model as a covariate for both the intercept and slope prediction.

8.3 Interim analysis
Interim power analysis will be performed after 6 months to test if an appropriate number

of patients is included.
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9. ETHICAL CONSIDERATIONS

9.1 Regulation statement
This study will be performed according to the Ethical Principles of Psychologists and

Code Of Conduct by the American Psychological Association (2002).

9.2 Recruitment and consent

Patients are informed about the study at the end of the intake by the intake therapist or
research assistant. Patients that are eligible for individuale treatment will receive the
study information through mail and are contacted a week later by one of the research
assistants or the researcher. On the phone they are asked if they have questions about
the study and if they are willing to participate. If they are willing to participate the
diagnostic interview is scheduled. This is usually planned one or two weeks in advance.

At the beginning of the diagnostic interview, the consent form is signed by tht patient.

9.3 Benefits and risks assessment

The purpose of this study is to test a feedback system for therapists, with which they will
be able to identify patients that are at risk for treatment failure earlier in treatment. From
the studies of Michael Lambert, it has been shown that outcomes are greatly improved for
the at risk patients when the feedback is used. So the potential benefit is that at risk
patients (approximately 25%) are identified earlier and might receive better care. The
risks of participating in the study are minimal. Patients are interviewed once and complete
questionnaires, with a maximum of 17 times. The maximum time investment of the patient
is 5 hours in total. Patients might experience unpleasant feelings while completing the
questionnaires or while participating in the interview. These feelings can be addressed in
treatment. If a patient experiences a great amount of distress during the diagnostic
interview and needs to see a therapist directly, the psychiatric nurse from the crisis team
that is on call at that moment, can always be asked to see the patient directly and the

psychiatrist that is on call can be consulted as well.

10. ADMINISTRATIVE ASPECTS AND PUBLICATION

10.1 Handling and storage of data and documents

Most of the data is collected through the web-based software RequestXL, which is hosted
online through a secure server. For the study, a specific module has been build, that is
not available in the current program. Therapists, patients, researchers and research

assistants are given access to relevant parts of the program by the principal investigator:
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e Patients can only log into the program for completing the OQ-45 and ASC. After
completing the questionnaire, they are logged out automatically. They cannot
access any data or scores.

e Therapists have access to their own patients, but not those of other therapists.
They can log in to view the feedback (if the patient is in one of the two feedback
conditions) and to complete their questionnaires.

e Research assistants have access to all patients in their own research location.
They can add new patients, erase patients and adapt patient information (not
questionnaires).

e The principal investigator has access to all patients in the study, at all research
locations and is the only person that can export the data. After study termination
the data stored in Request XL will be cleared and deleted.

Data is exported to an Excel file and will be imported into SPSS. The data file contains
patient number (which offers the opportunity to match the data with patient file data (e.g.
diagnosis), but patient name, date of birth and other personal details that may identify
the patient are removed. After matching the data the patient number will be removed.
Data is stored on the server of GGZ Noord-Holland-Noord. After the study, the datafile is
kept for 20 years, for the purpose of future data analysis.

The MINIPIus is administered through QuestManager, the questionnaire system
that is used by the collaborating mental health care institutions in the SynQuest
collaboration (GGZ Noord-Holland-Noord, Dimence, Rivierduinen, Reinier van Arkel
groep, GGZ Breburg, GGZ Delfland, LUMC). Data from this system will not be used
directly, but rather the diagnosis from the MINI is copied into the Electronisch Patient
File.

The SCID-II PQ is scored on paper. The scoring sheet is kept in a locked closet

and only contains the patient number as an identifier for the patient.

10.2 Amendments

Amendments are changes made to the research after a favourable opinion by the
accredited METC has been given. All substantial amendments will be notified to the
METC and to the competent authority. Non-substantial amendments will not be notified to
the accredited METC and the competent authority, but will be recorded and filed by the

sponsor.
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10.3 Annual progress report

The sponsor/investigator will submit a summary of the progress of the trial to the
accredited METC once a year. Information will be provided on the date of inclusion of the
first subject, numbers of subjects included and numbers of subjects that have completed
the trial, serious adverse events/ serious adverse reactions, other problems, and

amendments.

10.4 End of study report

The investigator will notify the accredited METC of the end of the study within a period of
8 weeks. The end of the study is defined as the last patient’s last six-months follow-up
measure with the OQ-45. In case the study is ended prematurely, the investigator will
notify the accredited METC, including the reasons for the premature termination.

Within one year after the end of the study, the investigator/sponsor will submit a final
study report with the results of the study, including any publications/abstracts of the study,
to the accredited METC.

10.5 Public disclosure and publication policy

Results will be published in an international peer reviewed journal, as well as in a national
journal. In addition, in both participating mental health care organizations the final report
will be distributed and results will be presented to the participating therapists. Patients will

be informed through the patient newsletter, for which they can subscribe.
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