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Abstract

Background: Psychotherapy for borderline personality disorder is often extensive and resource-intensive.
Mentalisation-based therapy is a psychodynamically oriented treatment option for borderline personality disorder,
which includes a case formulation, psychoeducation, and group and individual therapy. The evidence on short-term
compared with long-term mentalisation-based therapy is currently unknown.

Methods/design: The Short-Term MBT Project (MBT-RCT) is a single-centre, parallel-group, investigator-initiated,
randomised clinical superiority trial in which short-term (20 weeks) will be compared with long-term (14 months)
mentalisation-based therapy for outpatients with subthreshold or diagnosed borderline personality disorder.
Outcome assessors, data managers, the data safety and monitoring committee, statisticians, and decision-makers
will be blinded to treatment allocation. Participants will be assessed before randomisation and at 8, 16, and 24
months after randomisation. The primary outcome will be the severity of borderline symptomatology assessed with
the Zanarini Rating Scale for Borderline Personality Disorder. Secondary outcomes will be functional impairment
(Work and Social Adjustment Scale), quality of life (Short-Form Health Survey 36—mental component), global
functioning (Global Assessment of Functioning), and proportion of participants with severe self-harm. In this paper,
we present a detailed statistical analysis plan including a comprehensive explanation of the planned statistical
analyses, methods to handle missing data, and assessments of the underlying statistical assumptions. Final statistical
analyses will be conducted independently by two statisticians following the present plan.
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Discussion: We have developed this statistical analysis plan before unblinding of the trial results in line with the
Declaration of Helsinki and the International Conference on Harmonization of Good Clinical Practice Guidelines,
which should increase the validity of the MBT-RCT trial by mitigation of analysis bias.

Trial registration: ClinicalTrials.gov NCT03677037. Registered on 19 September 2018

Background

Mentalisation-based therapy (MBT) is a long-term, psy-
chodynamically oriented psychotherapy developed spe-
cifically to treat patients with borderline personality
disorder [1]. Even though more randomised clinical tri-
als at low risk of bias are still needed, long-term MBT is
considered one of the most evidence-based interventions
currently available for patients with borderline personal-
ity disorder [2]. However, the optimal duration of MBT
for borderline personality disorder is currently unclear.

The Short-Term MBT Project (MBT-RCT) is a single-
centre, parallel-group, investigator-initiated, randomised
clinical superiority trial with the objectives to assess the
beneficial and harmful effects of short-term (20 weeks)
compared with long-term (14 months) MBT for outpa-
tients with subthreshold or diagnosed borderline person-
ality disorder [3]. The Helsinki Declaration [4] and the
International Conference on Harmonization of Good
Clinical Practice (ICH-GCP) [5] Guidelines recommend
that clinical trials should be analysed according to a pre-
specified plan to prevent selective outcome reporting
bias and data-driven analysis results [6—8].

In this publication, we describe the pre-planned statis-
tical analyses of the primary and secondary outcomes in
the MBT-RCT trial. The main publication of the trial re-
sults will adhere to this statistical analysis plan as ap-
proved by the steering group.

Methods

The design of the MBT-RCT trial has been described in
detail previously [3]. The trial population will be adults
(18 years of age or older) with subthreshold or diagnosed
borderline personality disorder assessed with the Struc-
tural Clinical Interview for DSM-5 Personality Disorders
(SCID-5-PD). Participants will be eligible for enrolment

Table 1 Inclusion and exclusion criteria

if they meet all of the following inclusion criteria and
none of the exclusion criteria as presented in Table 1.

The MBT-RCT trial is registered at ClinicalTrials.gov
(identifier: NCT03677037), is carried out in compliance
with the Declaration of Helsinki [4], and is approved by
the Danish Data Protection Agency (approval number:
6553) and by the Regional Research Ethics Committee
of the Capital Region of Denmark (approval number: H-
18023136).

Randomisation and blinding

Copenhagen Trial Unit, a Danish centre for clinical
intervention research, will be responsible for the central
randomisation. Randomisation will be performed with a
1:1 allocation according to a computer-generated alloca-
tion sequence with permuted blocks of various sizes.
The allocation sequence will be concealed from all trial
investigators. The randomisation is stratified by (1) sex
and (2) high/low baseline scores on the primary out-
come measure, the Zanarini Rating Scale for Borderline
Personality Disorder (ZAN-BPD) [9].

Outcome assessors, data managers, statisticians, the
data safety and monitoring committee, and decision-
makers will be blinded to treatment allocation [10]. Trial
participants and therapists will not be blind to the treat-
ment allocation. This is due to the difficulties of imple-
menting an efficient blinding procedure in trials
assessing psychological interventions [10].

Trial interventions

Experimental intervention

The short-term MBT programme is organised as a 20-
week programme consisting of 20 weeks of group ther-
apy in closed groups commencing with five sessions of
psychoeducative introduction to MBT [11] followed by
15 sessions of group MBT group therapy accompanied

General criteria of the outpatient clinic

Criteria exclusive to the trial

Inclusion criteria + Aged 18-60

- Personality disorder(s) considered to be the primary diagnosis

Exclusion criteria + Learning disability (IQ < 75)

« A full diagnosis of schizotypal personality disorder or antisocial personality disorder

+ A minimum of four confirmed DSM-5
diagnostic criteria for borderline
personality disorder

- Written informed consent

- Unable to understand Danish
- Lack of informed consent

« Presence of a comorbid psychiatric disorder that requires specialist treatment
- Current (past 2 months) substance dependence including alcohol
« Concurrent psychotherapeutic treatment outside the clinic
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by conjoined individual sessions every second week. All
participants are furthermore invited to two psychoedu-
cative meetings with other participants and their rela-
tives. The participants will be treated by two group
therapists, one of them also being the individual therap-
ist. Both group and individual therapies are manualised
by Bateman and Fonagy [1].

Control intervention

Long-term MBT is organised as a 14-month programme
and has been implemented at the clinic for the past 10
years. All participants randomised to long-term MBT
will initially enter a 6-week psychoeducative introduc-
tion to MBT [11]. New psychoeducative MBT groups
commence every time new participants are recruited and
randomised to long-term MBT. When the psychoeduca-
tive group finishes, participants will be allocated to one
of eight slow-open MBT treatment groups. Treatment is
then organised as 12 months of weekly group therapy
sessions combined with individual therapy every second
week. All participants are furthermore invited to two
psychoeducative meetings with other participants and
their relatives. The participants will be treated by two
group therapists and a third individual therapist. Both
group and individual therapies are manualised by Bate-
man and Fonagy [1].

Baseline characteristics

The baseline characteristics will be assessed from inclu-
sion in the trial. A mock table of the complete pre-
defined baseline table can be found in Supplementary
Material 1. The baseline characteristics will be as
follows:

1. Demographic characteristics:

(a) Age

(b) Sex

(c) Civil status

(d) Living situation (alone/with others)

(e) Education level

() Employment status

2. Clinical characteristics:

(a) Psychiatric comorbidity, e.g. a diagnosis of an
anxiety disorder, major depressive disorder,
post-traumatic stress disorder (reported if the
frequency is above or equal to 10% in any of the
intervention groups)

(b) Proportion of participants with subthreshold
borderline personality disorder

(c) Mean number of borderline personality disorder
diagnostic criteria

(d) Personality disorder comorbidity (reported if the
frequency is above or equal to 10% in any of the
intervention groups)
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(e) Proportion of participants with one or more
suicide attempts 8 months prior to
randomisation

(f) Proportion of participants with severe self-harm
incidents defined as deliberate acts of self-harm
resulting in visible tissue damage 8 months prior
to randomisation

(g) Proportion of participants on
psychopharmacological medication (e.g.
antidepressants, antipsychotics) at baseline

3. Mean (SD) number of days from randomisation to
assessment time point for all time points (8, 16, and

24 months post-randomisation)

Outcomes

The outcomes were predefined as primary, secondary,
and exploratory [3]. This publication describes the statis-
tical analysis plan of the primary and secondary out-
comes only.

Primary outcome

e Severity of borderline symptomatology assessed with
the Zanarini Rating Scale for Borderline Personality
Disorder [9]

Secondary outcomes

e Functional impairment (assessed with the Work and
Social Adjustment Scale (WSAS) [12])

o Quality of life (assessed with the Short-Form Health
Survey (SF-36) mental component) [13]

e Global functioning (assessed with the Global
Assessment of Functioning scale (GAF)) [14]

o Severe self-harm (defined as the proportion of par-
ticipants with one or more deliberate acts of self-
harm resulting in visible tissue damage)

Exploratory outcomes

e Symptom distress (assessed with the Symptom
Checklist 90 (SCL-90)) [15]

o Quality of life (assessed with the Short-Form Health
Survey (SF-36) physical component [13])

Assessment time points

All outcomes will be assessed at baseline and at 8, 16,
and 24 months after randomisation. Investigator-
administered outcomes (severity of borderline symptom-
atology, severe self-harm, and global functioning) will be
assessed by blinded assessors at all time points. We will
use the 16-month time point as the primary time point
of interest, as it is the time point closest to the end of

treatment in the long-term MBT group. In an
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exploratory analysis, we will consider reporting the re-
sults of the comparison between the end of treatment in
both groups (i.e. data from the 8 months time point in
the short-term group compared with data from the 16
months time point in the long-term group). Data from
the 24-month time point, as well as results of the ex-
ploratory outcomes, will be analysed using the same
principles as described in this statistical analysis plan
and published in a separate publication.

Safety

We will report the proportion of participants with one
or more serious adverse events in both groups. We will
use the International Conference on Harmonisation of
technical requirements for registration of pharmaceuti-
cals for human use—Good Clinical Practice (ICH-GCP)
definition of a serious adverse event, which is any unto-
ward medical occurrence that resulted in death, was life-
threatening, required hospitalisation or prolonging of
existing hospitalisation, and resulted in persistent or sig-
nificant disability or jeopardised the participant [5]. Two
investigators will independently go through the partici-
pants’ medical journals and assess possible serious ad-
verse events at the 16 and 24 months time point of
assessment according to the ICH-GCP definition.

Sample size and power estimations

The sample size estimation was based on the primary
outcome, and our primary conclusions will be based on
the results of the primary outcome. The outcomes in
our outcome hierarchy were ranked according to clinical
relevance, and we estimated the power of each non-
primary outcome to ensure that we had sufficient power
to confirm or reject minimally important intervention
effects [16].

Sample size estimation

The sample size was determined by the predicted change
in the primary outcome measure, ZAN-BPD. We con-
sidered a 3.5-point superiority margin to be the minimal
important difference. Consistent with previous trials that
have used ZAN-BPD as an outcome measure for a group
of participants similar to ours [17, 18] we expect a
standard deviation of 8. With power set at 80% and
alpha set at 5% two-tailed, a sample size of 83 partici-
pants will be needed in each intervention group, corre-
sponding to a total of 166 participants.

We did not adjust the sample size according to miss-
ing data. We plan to have as close to 0% missing data as
possible. However, if missing data occur, we will use
multiple imputations which will limit the loss of power
(please see the ‘Handling of missing data’ section).

Page 4 of 8

Power estimation for secondary outcomes
For the secondary outcomes, we have performed power
calculations as presented in Tables 2 and 3 [16].

General analysis principles

Statistical analyses will be performed in Stata [24]. All
analyses will be conducted according to the intention-
to-treat principle (ITT). The intention-to-treat popula-
tion will include all randomised participants, regardless
of missing data, lost to follow-up, or adherence to the
intervention. Thus, by performing an intention-to-treat
analysis, we will assess the effects of being randomised
to the interventions. We will consider performing a per-
protocol analysis, if the number of participants who pre-
maturely drops out of treatment exceeds 5% of the total
trial population. By performing a per-protocol analysis,
we will assess the effects of adhering to the intervention,
which must be considered hypothesis-generating only.

It is generally recommended that regression analyses
should be adjusted for the stratification variables used in
the randomisation [25-27]. Thus, all analyses will pri-
marily be adjusted for the stratification variables used in
the randomisation (and the baseline value of the out-
come of interest when assessing continuous outcomes).
We will secondly adjust all analyses for the following ad-
justment variables: age (18—30/31-60), baseline global
functioning as assessed with the GAF score (0-48/49—
100), baseline proportion of participants with severe self-
harm 8 months prior to randomisation (participants
with one or more events/participants with no events),
and proportion of participants who had their group ther-
apy temporarily paused due to COVID-19 in March
2020 and January 2021 compared to the proportion of
participants who did not have their group therapy tem-
porarily paused.

We will perform the following subgroup analyses (test
of interaction):

e Baseline severity of borderline symptomatology
(ZAN-BPD scores 0-11/12-36)

e Sex (male/female)

o Age (18-30/31-60)

e Baseline global functioning (GAF scores 0—48/49—
100)

e Baseline proportion of participants with severe self-
harm incidents 8 months prior to randomisation
(participants with one or more events/participants
with no events)

e Proportion of participants who had their group
therapy temporarily paused due to COVID-19 in
March 2020 and January 2021 compared to partici-
pants who did not have their group therapy tempor-
arily paused
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Table 2 Power estimations for the secondary continuous outcomes
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Outcome Minimal clinically important Expected standard Alpha Sample size Power Reference
difference deviation
[ o a n 1-B
Functional impairment (WSAS) 45 10 5 166 82 Phillips et. al. [19]
Quality of life (SF-36—mental component) 5 1 5 166 83 Rollman et al. [20]
Global functioning (GAF) 4 85 5 166 85 Jorgensen et al. [21]

GAF Global Assessment of Functioning, SF-36 Short-Form Health Survey 36, WSAS Work and Social Adjustment Scale

We will present the results of the subgroup analyses in
forest plots.

Trial profile

The flow of trial participants will be displayed in a Con-
solidated Standards of Reporting Trials (CONSORT)
diagram [28]. The number of screened patients who
were assessed for eligibility, and the number included in
the primary and secondary analyses, as well as all rea-
sons for exclusions in the primary and secondary ana-
lyses, will be reported.

Statistical analyses

Analysis of continuous data

Continuous outcomes will be presented as means and
standard deviations for each group together with 95%
confidence intervals for the means of the groups and the
mean differences between the groups. We will analyse
the continuous outcomes using linear regression. All
variables will be included as fixed effects.

Analysis of dichotomous data

Dichotomous outcomes will be presented as proportions
of participants in each group with the event, together
with risk ratios with 95% confidence intervals. We will
analyse the dichotomous outcomes using logistic regres-
sion. All variables will be included as fixed effects. Odds
ratios will be transformed to risk ratios estimating mar-
ginal effects using the NLCOM command in Stata [24].

Level of significance
The threshold for significance will be assessed according
to a five-step procedure, suggested by Jakobsen and col-
leagues [29].

The first step will be to calculate and report confi-
dence intervals and p-values for the primary and second-
ary outcomes. All confidence intervals will be 95% and

Table 3 Power estimations of secondary dichotomous outcomes

two-sided. We will use a p-value of less than 0.05 as the
threshold for statistical significance for our primary out-
come (see the ‘Sample size estimation’ section) since we
plan to report on only one primary outcome. Since our
primary conclusions will be based on one outcome result
at one time point (16 months post-randomisation), we
will limit problems associated with multiple testing due
to multiple outcome comparisons [30, 31]. All remaining
outcome results and assessment time points will be con-
sidered hypothesis-generating only.

The second step will be to calculate and report the
Bayes factor [32] for primary and secondary outcomes.
The Bayes factor is the ratio between the probability of
the results given that the null hypothesis (Hp) is true di-
vided by the probability of the results given that the al-
ternative hypothesis (H,) is true [32]. Calculating and
reporting the Bayes factor will allow us to interpret the
results of the primary outcome in relation to former trial
results [17, 18].

The third step will be to use Lan-DeMets monitoring
boundaries if the trial is stopped before the sample size
is reached [33]. This is done to avoid a potential false re-
jection of the null hypothesis caused by an insufficient
sample size [34].

The fourth step regarding adjustment of p-values
based on multiple testing of the primary outcome is not
applicable to our trial. We only have one single primary
outcome, primarily assessed at one time point (16
months post-randomisation) [29].

The fifth step is the assessment of the clinical signifi-
cance. The assessment of the clinical significance of our
trial results will be based on the intervention effects we
predefined in the sample size and power estimations.

Interim analyses
We have pre-planned one interim analysis, which will be
conducted after half of the trial participants have been

Outcome Expected proportion in

the control group

Alpha significance level

Power Reference

Severe self-harm incidents? 15% 5

14% Simonsen et al. [22]; Bateman and Fonagy [23]

?Even though the expected power is only 14%, we define severe self-harm incidents as a secondary outcome, because it is considered very important for

this population
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assessed at the 8 months post-randomisation time point.
The timing and prevalence of any additional interim
analyses will be decided exclusively by the members of
the data monitoring and safety committee. The role of
the data monitoring and safety committee will be to
make recommendations to the steering group to either
continue, change, hold, or terminate the trial. This rec-
ommendation will primarily be based on safety consider-
ations. The data monitoring and safety committee will
be provided with the following trial data: number of par-
ticipants randomised, number of participants per inter-
vention group, baseline ZAN-BPD scores for all
participants, ZAN-BPD scores at the 8-month post-
randomisation time point for participants in both inter-
vention groups with available data at that time point,
proportion of participants with one or more deliberate
acts of self-harm at the 8-month post-randomisation
time point, and serious adverse events. Based on evalua-
tions of these data, the data monitoring and safety com-
mittee will decide whether they want further data from
the principal investigator and when next to perform ana-
lyses on data.

Handling of missing data

Missing data will be handled according to the recom-
mendations of Jakobsen and colleagues [35]. In short, if
we experience missing data, we will consider to use mul-
tiple imputations and use best-worst/worst-best case
scenarios to assess the potential impact of the missing
data [35].

All randomised participants (the intention-to-treat
population) will be included in the primary analysis of
all outcomes. If it is not valid to ignore missing data
(that is, if the missing data exceeds 5%), we will consider
using multiple imputations and use best-worst/worst-
best case scenarios to assess the potential impact of the
missing data [35]. Best-worst and worst-best case sce-
narios assess the potential range of impact of the missing
data for the trial results [35]. In the ‘best-worst’ case sce-
nario, it is assumed that all participants lost to follow-up
in the short-term group have had a beneficial outcome
(e.g. had no self-harm incidents), and all those in the
long-term group have had a harmful outcome (e.g. had
one or more self-harm incidents). Conversely, in the
‘worst-best’ case scenario, it is assumed that all partici-
pants who were lost to follow-up in the short-term
group have had a harmful outcome and that all those
lost to follow-up in the long-term group have had a
beneficial outcome [35]. When continuous outcomes are
used, a ‘beneficial outcome’ will be defined as the group
mean plus two SDs of the group mean (fixed imput-
ation), and a ‘harmful outcome’ will be defined as the
group mean minus two SDs of the group mean (fixed
imputation) [35]. We do not expect any missing baseline
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data, as participants will only be randomised once they
have a complete baseline dataset.

Assessments of underlying statistical assumptions

We will assess the underlying statistical assumptions for
all statistical analyses [36, 37]. We will test for major in-
teractions between each covariate and the intervention
variable for all regression analyses. We will, in turn, in-
clude each possible first-order interaction between in-
cluded covariates and the intervention variable. For each
combination, we will test if the interaction term is sig-
nificant and we will assess the effect size. We will only
consider concluding that there is evidence of an inter-
action if (1) the interaction is statistically significant fol-
lowing the Bonferroni-adjusted thresholds (0.05 divided
by the number of possible interactions) and (2) if the
interaction shows a clinically significant effect. If we
conclude that the interaction is statistically significant,
we will consider both presenting a separate analysis for
each interaction as well as an overall analysis including
the interaction term in the model [36].

Assessments of underlying statistical assumptions for linear
regression

We will visually inspect quantile-quantile plots of the re-
siduals [38, 39] to assess if the residuals are normally
distributed, and we will use residuals plotted against co-
variates and fitted values [38, 39] to assess for homogen-
eity of variances. If the plots show deviations from the
model assumptions, we will consider transforming the
outcome, i.e. by using log transformation or square root
and/or use robust standard errors [38, 39].

Assessments of underlying statistical assumptions for
logistic regression

We will assess if the deviance divided by the degrees of
freedom is significantly larger than 1 to assess for rele-
vant overdispersion. If that is the case, we will consider
using a maximum likelihood estimate of the dispersion
parameter.

Statistical reports

Two independent statisticians will analyse blinded data
on all outcomes with intervention groups concealed as,
e.g., ‘A’ and ‘B. Two independent statistical reports will
be delivered to the principal investigator (S]) and will be
shared with the steering group. If there are discrepancies
between the two primary statistical reports, these will be
identified and we will then consider which is the most
correct result. A final statistical report will be prepared,
and all two (or three, if anything is to be corrected) stat-
istical reports will be published as a supplementary ma-
terial. Mock tables are presented in Supplementary
material 1.
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Discussion

The primary aim of this paper is to minimise the risks of
bias associated with selective outcome reporting and er-
roneous data-driven results. We therefore present a pre-
defined statistical analysis plan for the MBT-RCT trial.

Strengths

Our methodology has several strengths. First, our meth-
odology is pre-defined, and our analyses will adhere to
this statistical analysis plan. Second, we have limited
problems with multiplicity because we only assess one
primary outcome, and our conclusions will primarily be
based on the results of the primary outcome [29]. Third,
all analyses will be conducted according to the
intention-to-treat principle, and, if necessary, we will use
multiple imputations and best-worst/worst-best case
scenarios to assess the potential impact of missing data
[35]. Furthermore, we plan to systematically assess if the
underlying statistical assumptions are fulfilled for all
statistical analyses.

Limitations

A potential limitation of the MBT-RCT trial is that no
systematic review of the effects of short-term compared
to long-term psychotherapy for borderline personality
disorder, or for psychiatric disorders in general, was
available prior to planning of this trial. Hence, estima-
tions of anticipated intervention effects, estimations of
variances used in our sample size, and power estima-
tions, etc. may be erroneous. We are currently perform-
ing such a review, which will be submitted for
publication prior to completion of this trial [40]. Second,
we expect a significant amount of missing data, due to
the instability of the trial population. Even though we
plan to handle missing data appropriately, no statistical
method can guarantee the validity of trial results if the
missingness is substantial. Third, even though the trial
will be sufficiently powered to confirm or reject inter-
vention effects on the primary and secondary outcomes,
the relatively small number of randomised participants
may result in a risk of baseline differences which also
may bias the trial results especially on non-primary out-
comes. However, we will carefully consider the low sam-
ple size when interpreting the trial results. Fourth, as
participants are not blinded to the allocated treatment,
results from all participant-reported outcomes are at risk
of bias [10]. Fifth, therapists are likewise not blinded to
the allocated treatment and may have an allegiance to
one of the interventions. Sixth, we have planned several
subgroup analyses. However, subgroup analyses are per
definition underpowered, and will be considered
hypothesis-generating only. We will carefully consider
these limitations when interpreting the results.

Page 7 of 8

Conclusion

We have developed this statistical analysis plan in line
with the Declaration of Helsinki and the International
Conference on Harmonization of Good Clinical Practice
Guidelines, which should increase the validity of the
MBT-RCT trial by mitigation of analysis bias.

Supplementary Information
The online version contains supplementary material available at https://doi.
0rg/10.1186/513063-021-05450-y.

Additional file 1: Table S1. Baseline characteristics of the trial
population. BPD; Borderline Personality Disorder; MINI: Mini International
Neuropsychiatric Interview; No.: Number; SCID-5-PD: Structured Clinical
Interview for DSM-5 Personality Disorders; SD: Standard Deviation. Table
S2. Primary and secondary outcome results (ITT Population). GAF: Global
Assessment of Functioning; ITT: Intention To Treat; SF-36: Short Form
Health Survey — 36; SD: Standard Deviation; WSAS: Work and Social Ad-
justment Scale; ZAN-BPD: Zanarini Rating Scale for Borderline Personality
Disorder.

Acknowledgements

We are grateful to the participants and to our colleagues at the Outpatient
Clinic for Personality Disorders at Stolpegaard Psychotherapy Centre for their
hard work and good cooperation.

Authors’ contributions
SJ drafted this protocol update, receiving ongoing supervision from JCJ. All
authors amended and approved the final manuscript.

Funding

The MBT-RCT trial is funded by research grants from TrygFonden and from
the Mental Health Services Research Foundation, Capital Region of Denmark.
Funding applications have undergone anonymous peer review. Neither the
funding bodies nor the sponsor will be involved in the collection, analysis, or
interpretation of the data, or in writing the manuscripts. The grants will be
administered by the head of administration at Stolpegaard Psychotherapy
Center. At the end of the trial, the budget will undergo external auditing
independently of the trial sponsor and investigators.

Availability of data and materials

Trial investigators, the steering committee, and statisticians at the
Copenhagen Trial Unit will have access to the data. After the end of the trial,
approval for making the final dataset publicly available in a depersonalised
format in the Danish Data Archive will be applied for through the Danish
Data Protection Agency.

Declarations

Ethics approval and consent to participate

There are no ethical concerns regarding this trial. Both the experimental
intervention and control intervention follow the treatment guidelines
published by the National Institute for Health and Care Excellence and the
Danish Health and Medicines Authority. Any participants can, at any time,
withdraw their consent without any implications for future treatment at the
clinic. Prior to commencing the trial, ethical approval was obtained from the
regional research ethics committee (ID number H-18023136), and approval
was obtained from the Danish Data Protection Agency (I-suite number
6553). During the trial period, data on serious adverse events will be col-
lected and will be reported to the regional research ethics committee.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.


https://doi.org/10.1186/s13063-021-05450-y
https://doi.org/10.1186/s13063-021-05450-y

Juul et al. Trials (2021) 22:497

Author details

'Stolpegaard Psychotherapy Centre, Mental Health Services in the Capital
Region of Denmark, Stolpegdrdsvej 20, 2820 Gentofte, Denmark.
“Department of Psychology, University of Copenhagen, Copenhagen,
Denmark. *Copenhagen Trial Unit, Centre for Clinical Intervention Research,
Department 7812, Rigshospitalet, Copenhagen University Hospital,
Copenhagen, Denmark. *Anna Freud Centre, Kantor Centre of Excellence,
London, UK. SDepartment of Regional Health Research, The Faculty of Health
Sciences, University of Southern Denmark, Odense, Denmark.

Received: 15 January 2021 Accepted: 12 July 2021
Published online: 28 July 2021

References

1. Bateman A, Fonagy P. Mentalization-based treatment for personality
disorders: a practical guide. Oxford, England: Oxford University Press; 2016.
https://doi.org/10.1093/med:psych/9780199680375.001.0001.

2. Storebg OJ, Stoffers-Winterling JM, Vollm BA, Kongerslev MT, Mattivi JT,
Jorgensen MS, et al. Psychological therapies for people with borderline
personality disorder. Cochrane Database Syst Rev. 2020;5:CD012955. https.//
doi.org/10.1002/14651858.CD012955.pub2.

3. Juul'S,Lunn 'S, Poulsen S, Sgrensen P, Salimi M, Jakobsen JC, et al. Short-term
versus long-term mentalization-based therapy for outpatients with subthreshold
or diagnosed borderline personality disorder: a protocol for a randomized clinical
trial. Trials. 2019;20(1):196. https//doi.org/10.1186/513063-019-3306-7.

4. World Medical Association. World Medical Association Declaration of
Helsinki: ethical principles for medical research involving human subjects.
JAMA. 2013;310(20):2191-4.

5. International Conference on Harmonisation of Technical Requirements for
Registration of Pharmaceuticals for Human Use. ICH Harmonised Guideline:
Integrated Addemdum to ICH E6(R1): Guideline for Good Clinical Practice
(ICH-GCP). 2015. Available at: https:/ichgcp.net/da [Accessed July 9, 2021]

6. Dwan K, Gamble C, Williamson PR, Altman DG. Reporting of clinical trials: a
review of research funders' guidelines. Trials. 2008,9(1):66. https://doi.org/1
0.1186/1745-6215-9-66.

7. Thomas L, Peterson ED. The value of statistical analysis plans in
observational research: defining high-quality research from the start. JAMA.
2012,308(8):773-4. https://doi.org/10.1001/jama.2012.9502.

8. Gabriel SE. Getting the methods right--the foundation of patient-centered
outcomes research. New Engl J Med. 2012;367(9):787-90. https://doi.org/1
0.1056/NEJMp1207437.

9. Zanarini MC. Zanarini Rating Scale for Borderline Personality Disorder (ZAN-
BPD): a continuous measure of DSM-IV borderline psychopathology. J
Personal Dis. 2003;17(3):233-42. https://doi.org/10.1521/pedi.17.3.233.22147.

10. Juul S, Gluud C, Simonsen S, Frandsen FW, Kirsch |, Jakobsen JC. Blinding in
randomised clinical trials of psychological interventions: a retrospective
study of published trial reports. BMJ Evid Based Med. 2021,26(3):109. https.//
doi.org/10.1136/bmjebm-2020-111407.

11. Karterud S, Bateman A. Manual for mentalization based psychoeducational
group therapy (MBT-I). Oslo: Gyldendal Akademisk; 2011.

12. Pedersen G, Kvarstein EH, Wilberg T. The Work and Social Adjustment Scale:
psychometric properties and validity among males and females, and
outpatients with and without personality disorders. Personal Ment Health.
2017;11(4):215-28. https//doi.org/10.1002/pmh.1382.

13. Brazier JE Harper R, Jones N, O'cathain A, Thomas K, Usherwood T, et al. Validating
the SF-36 Health Survey Questionnaire: new outcome measure for primary care.
BIVU. 1992,305(6846):160-4. https//doiorg/10.1136/bmj.305.6846.160.

14.  Hall RC. Global assessment of functioning: a modified scale. Psychosom.
1995;36(3):267-75. https://doi.org/10.1016/50033-3182(95)71666-8.

15.  Derogatis LR, Lipman RS, Covi L. SCL-90: an outpatient psychiatric rating
scale-preliminary report. Psychopharmacol Bull. 1973;9(1):13-28.

16.  Jakobsen JC, Ovesen C, Winkel P, Hilden J, Gluud C, Wetterslev J. Power
estimations for non-primary outcomes in randomised clinical trials. BMJ
Open. 2019,9(6):e027092. https.//doi.org/10.1136/bmjopen-2018-027092.

17.  Gratz K, Tull M, Levy R. Randomized controlled trial and uncontrolled 9-month
follow-up of an adjunctive emotion regulation group therapy for deliberate
self-harm among women with borderline personality disorder. Psychol Med.
2014:44(10):2099-112. https;//doi.org/10.1017/50033291713002134.

18.  Priebe S, Bhatti N, Barnicot K, Bremner S, Gaglia A, Katsakou C, et al. Effectiveness
and cost-effectiveness of dialectical behaviour therapy for self-harming patients

20.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33

34.

35.

36.

37.

38.

39.
40.

Page 8 of 8

with personality disorder: a pragmatic randomised controlled trial. Psychother
Psychosom. 2012;81(6):356-65. https.//doiorg/10.1159/000338897.

Phillips R, Schneider J, Molosankwe |, Leese M, Foroushani PS, Grime P, et al.
Randomized controlled trial of computerized cognitive behavioural therapy for
depressive symptoms: effectiveness and costs of a workplace intervention.
Psychol Med. 2014/44(4):741-52. https//doi.org/10.1017/50033291713001323.
Rollman BL, Belnap BH, LeMenager MS, Mazumdar S, Houck PR, Counihan
PJ, et al. Telephone-delivered collaborative care for treating post-CABG
depression: a randomized controlled trial. JAMA. 2009;302(19):2095-103.
Jorgensen CR, Freund C, Boye R, Jordet H, Andersen D, Kjolbye M. Outcome
of mentalization-based and supportive psychotherapy in patients with
borderline personality disorder: a randomized trial. Acta Psychiatr Scand.
2013;127(4):305-17. https;//doi.org/10.1111/j.1600-0447.2012.01923 x.
Simonsen S, Heinskou T, Serensen P, Folke S, Lau M. Personality disorders:
patient characteristics and level of outpatient treatment service. Nordic J
Psychiatry. 2017;71(5):325-31.

Bateman A, Fonagy P. Randomized controlled trial of outpatient
mentalization-based treatment versus structured clinical management for
borderline personality disorder. Am J Psychiatry. 2009;166(12):1355-64.
https://doi.org/10.1176/appi.ajp.2009.09040539.

StataCorp. Stata Statistical Software: release 16. College Station, TX:
StataCorp LLG; 2019.

Kahan BC, Morris TP. Improper analysis of trials randomised using stratified
blocks or minimisation. Stat Med. 2011;31:328-40.

Kahan BC, Morris TP. Reporting and analysis of trials using stratified
randomisation in leading medical journals: review and reanalysis. BMJ. 2012;
345(sep14 1):5840. https://doi.org/10.1136/bmj.e5840.

Montgomery AA, Peters TJ, Little P. Design, analysis and presentation of
factorial randomised controlled trials. BMC Med Res Methodol. 2003;3(1):26.
https.//doi.org/10.1186/1471-2288-3-26.

Schulz KF, Altman DG, Moher D. CONSORT 2010 statement: updated
guidelines for reporting parallel group randomised trials. BMC Med. 2010;
8(1):18. https://doi.org/10.1186/1741-7015-8-18.

Jakobsen JC, Gluud C, Winkel P, Lange T, Wetterslev J. The thresholds for
statistical and clinical significance - a five-step procedure for evaluation of
intervention effects in randomised clinical trials. BMC Med Res Methodol.
2014;14(34):120-133.

Zhang J, Quan H, Ng J, Stepanavage ME. Some statistical methods for
multiple endpoints in clinical trials. Control Clin Trials. 1997;18(3):204-21.
https.//doi.org/10.1016/50197-2456(96)00129-8.

Amrhein V, Greenland S, McShane B. Scientists rise up against statistical
significance. Nature. 2019;567(7748):305-7. https://doi.org/10.1038/d41586-
019-00857-9.

Goodman SN. Introduction to Bayesian methods I: measuring the strength
of evidence. Clin Trials J Soc Clin Trials. 2005;2(4):282-90. https://doi.org/1
0.1191/1740774505cn0980a.

Demets DL, Lan KG. Interim analysis: the alpha spending function approach.
Stat Med. 1994;13(13-14):1341-52. https://doi.org/10.1002/sim.4780131308.
Guyatt GH, Briel M, Glasziou P, Bassler D, Montori VM. Problems of stopping
trials early. BMJ. 2012;344(jun15 1):23863. https://doi.org/10.1136/bmj.e3863.
Jakobsen JC, Gluud C, Wetterslev J, Winkel P. When and how should
multiple imputation be used for handling missing data in randomised
clinical trials—a practical guide with flowcharts. BMC Med Res Methodol.
2017;17(1):162. https.//doi.org/10.1186/512874-017-0442-1.

Nielsen EE, Norskov AK, Lange T, Thabane L, Wetterslev J, Beyersmann J,

et al. Assessing assumptions for statistical analyses in randomised clinical
trials. BMJ Evid Based Med. 2019;24:185-9.

Narskov AK, Lange T, Nielsen EE, Gluud C, Winkel P, Beyersmann J, et al.
Assessment of assumptions of statistical analysis methods in randomised
clinical trials: the what and how. BMJ Evid Based Med. 2020:26(3):121-6.
Frydenberg SIM. An introduction to Stata for health researchers, Fourth
Edition: Stata Press; 2014.

Oliveira AG. Biostatistics decoded: Wiley; 2013.

Juul S, Poulsen S, Lunn S, Sarensen P, Jakobsen JC, Simonsen S. Short-term
versus long-term psychotherapy for adult psychiatric disorders: a protocol
for a systematic review with meta-analysis and trial sequential analysis. Sys
Rev. 2019;8(1):169. https://doi.org/10.1186/513643-019-1099-0.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.


https://doi.org/10.1093/med:psych/9780199680375.001.0001
https://doi.org/10.1002/14651858.CD012955.pub2
https://doi.org/10.1002/14651858.CD012955.pub2
https://doi.org/10.1186/s13063-019-3306-7
https://ichgcp.net/da
https://doi.org/10.1186/1745-6215-9-66
https://doi.org/10.1186/1745-6215-9-66
https://doi.org/10.1001/jama.2012.9502
https://doi.org/10.1056/NEJMp1207437
https://doi.org/10.1056/NEJMp1207437
https://doi.org/10.1521/pedi.17.3.233.22147
https://doi.org/10.1136/bmjebm-2020-111407
https://doi.org/10.1136/bmjebm-2020-111407
https://doi.org/10.1002/pmh.1382
https://doi.org/10.1136/bmj.305.6846.160
https://doi.org/10.1016/S0033-3182(95)71666-8
https://doi.org/10.1136/bmjopen-2018-027092
https://doi.org/10.1017/S0033291713002134
https://doi.org/10.1159/000338897
https://doi.org/10.1017/S0033291713001323
https://doi.org/10.1111/j.1600-0447.2012.01923.x
https://doi.org/10.1176/appi.ajp.2009.09040539
https://doi.org/10.1136/bmj.e5840
https://doi.org/10.1186/1471-2288-3-26
https://doi.org/10.1186/1741-7015-8-18
https://doi.org/10.1016/S0197-2456(96)00129-8
https://doi.org/10.1038/d41586-019-00857-9
https://doi.org/10.1038/d41586-019-00857-9
https://doi.org/10.1191/1740774505cn098oa
https://doi.org/10.1191/1740774505cn098oa
https://doi.org/10.1002/sim.4780131308
https://doi.org/10.1136/bmj.e3863
https://doi.org/10.1186/s12874-017-0442-1
https://doi.org/10.1186/s13643-019-1099-0

	Abstract
	Background
	Methods/design
	Discussion
	Trial registration

	Background
	Methods
	Randomisation and blinding
	Trial interventions
	Experimental intervention
	Control intervention

	Baseline characteristics
	Outcomes
	Primary outcome
	Secondary outcomes
	Exploratory outcomes

	Assessment time points
	Safety
	Sample size and power estimations
	Sample size estimation
	Power estimation for secondary outcomes

	General analysis principles
	Trial profile
	Statistical analyses
	Analysis of continuous data
	Analysis of dichotomous data

	Level of significance
	Interim analyses
	Handling of missing data
	Assessments of underlying statistical assumptions
	Assessments of underlying statistical assumptions for linear regression
	Assessments of underlying statistical assumptions for logistic regression

	Statistical reports

	Discussion
	Strengths
	Limitations

	Conclusion
	Supplementary Information
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Declarations
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

