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Abstract

Background: Anxiety comorbidity is common in bipolar disorder and is associated with worse treatment
outcomes, greater risk of self harm, suicide and substance misuse. To date however there have been no
psychological interventions specifically designed to address this problem. The primary objective of this trial is to
establish the acceptability and feasibility of a new integrated intervention for anxiety in bipolar disorder designed in
collaboration with individuals with personal experience of both problems.

Methods and design: Single blind randomised controlled trials to assess the feasibility and acceptability of a time
limited CBT informed psychological intervention for anxiety in bipolar disorder (AIBD) compared with treatment as
usual. Participants will be recruited from across the North West of England from specialist mental health services
and through primary care and self referral. The primary outcome of the study is the feasibility and acceptability of
AIBD assessed by recruitment to target and retention to follow-up, as well as absence of untoward incidents
associated with AIBD. We will also estimate the effect size of the impact of the intervention on anxiety and mood
outcomes, as well as calculate preliminary estimates of cost-effectiveness and investigate potential mechanisms for
this (stigma, self appraisal and stability of social rhythms).

Trial registration number: ISRCTN84288072

Discussion: This is the first trial of an integrated intervention for anxiety in bipolar disorder. It is of interest to
researchers involved in the development of new therapies for bipolar disorder as well as indicating the wider
potential for evaluating approaches to the treatment of comorbidity in severe mental illness.

Background
Bipolar disorder is a serious public health problem which
affects 1-2% of the UK population. It is characterised by
periods of high and low mood (depression and mania)
and has potentially lifelong impact on the individual,
carers and wider society [1,2]. It is the sixth leading cause
of disability among people aged 15—44 years [3] and costs
the UK £2 billion per annum [4]. Provision of psycho-
logical treatment is a key NICE recommendation for BD
and is cost effective by preventing hospitalisation [1,5].
Psychological treatment to delay the onset or minim-
ise the severity of episodes and optimise function is
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efficacious, cost effective and popular with service users
[1] but none of the established treatments are designed
to specifically address anxiety, despite strong evidence
for the effectiveness of psychological interventions for
anxiety not specific to bipolar disorder [6]. This is even
more of a concern as anxiety is highly comorbid (93%
lifetime [7] and 32% current comorbid anxiety [8]) with
bipolar disorder. Comorbid anxiety is an important
issue in bipolar disorder due to the distress it causes
patients and specifically due to the negative impact it
can have on the course and outcome of the condition.
Challenges asssociated with anxiety cormorbidity in bi-
polar disorder include; poor treatment response [9],
increases in suicidality [10], earlier age of onset of BD
[11], which is also associated with higher levels of
suicidality [12], and greater relapse risk [8]. Effective
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time-limited interventions for anxiety already exist and
would therefore have the potential to improve a range
of adverse outcomes in BD.

Provencher and colleagues [13] recently reviewed
treatment studies that included individuals with bipolar
disorder and anxiety (either symptomatic or as specific
anxiety diagnosis). They reported promising results, a
number of small scale single case and case series studies
of psychological treatment of anxiety in bipolar disorder
producing a reduction of anxiety symptoms. However,
they also highlighted the absence of randomised con-
trolled trials specifically designed to evaluate an inte-
grated approach to the treatment of anxiety in bipolar
disorder. A key question in developing approaches to
anxiety comorbidity is whether to target specific anxiety
diagnostic categories or anxiety symptoms. The latter
course was chosen for this study for several reasons.
Firstly, anxiety disorders themselves tend to be highly
comorbid especially in bipolar disorder [13], suggesting
a risk that large numbers of parallel interventions might
be required making the therapy unwieldy to develop, de-
liver and assess. Secondly, there is evidence from our
own team and other researchers that a substantial pro-
portion of individuals with bipolar disorder experience
significant distress associated with anxiety without fit-
ting neatly within a single anxiety diagnostic category.
Thirdly, although the detailed manifestations of anxiety
disorders differ, they typically share key elements in
common including subjective feelings of anxiety, worry
and tension and interference with functioning. Fourthly,
our findings from interviews and focus groups with ser-
vice users and the advice of our service user reference
group was that this approach would open the trial to the
widest possible range of individuals with bipolar disorder
who might potentially benefit from it. Consistent with
their proposal that there is an urgent need for studies of
this type, the present study is an RCT feasability study of
a new psychological treatment for the reduction of anx-
iety in bipolar disorder.

This study constitutes the third and final phase in a
treatment development study. The preceding phases in
preparation for this study were: i) qualitative interviews
conducted with bipolar individuals concerning their ex-
periences of anxiety and their views about psychological
treatment; and ii) a series of focus groups conduc-
ted with services users and health professionals to de-
velop and refine the treatment manual employed here.
The findings of both previous phases have informed the
content and presentation of the therapy evaluated here,
consistent with wider recogntion of the crucial import-
ance of involving service users in treatment develop-
ment, planning and provision [14]. There is an increas-
ing recognition that qualitative methods are better suited
to understanding the perspectives of service users and
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capitalizing on their insights [15]. The present study draws
on qualitative methods in the earlier phases as a founda-
tion to understand the service user perspective from which
the intervention being tested has been developed, alongside
the current evidence base. Provencher has argued that the
strongest evidence to date is for the benefits of cognitive
behavioural treatments in addressing anxiety in bipolar dis-
order without negatively impacting on affective symptoms.
The present therapeutic approach is based on an integra-
tion of structured psychological therapy for bipolar dis-
order with effective anxiety therapies as identified in the
NICE bipolar and anxiety guidelines respectively [1,16]. In
this study we evaluate the feasibility and acceptability of
delivering an integrated time limited anxiety intervention
to individuals with bipolar disorder (AIBD). As a feasibility
study we primarily evaluate recruitment into the study
and consent to participate, adherence to the intervention,
retention within both arms across assessment, intervention
and follow-up periods and outcome parameter estimates.
From this we will be able to assess the acceptability of the
intervention to service users. In addition, this trial will also
provide initial evidence of the clinical impact of the inter-
vention with respect to anxiety, mood symptoms and re-
lapse as potential primary outcomes for a definitive clinical
randomised controlled trial in the future.

Method

This RCT is conducted by a multidisciplinary team of
researchers, clinicians, statisticians and therapists across
academic institutions and NHS Trusts in the North
West of England. This study was reviewed and approved
by the UK NHS Ethics Committee process (REC ref: 10/
H1015/83).

Objective
To determine the feasibility and acceptability of an
integrated cognitive behaviour therapy intervention for
anxiety in the context of bipolar disorder compared with
treatment as usual.

Main research questions:

e To demonstrate feasibility of recruitment and
consenting procedures, adherence to protocol and
retention to both arms of the trial across assessment,
intervention and 4 month follow-up periods
extending up to 20 months post randomisation.

e To provide parameter estimates of clinical outcomes
with respect to bipolar relapse, mood and anxiety
symptoms, suicidality, recovery, cognitive style,
quality of life and cost effectiveness.

Trial design
A rater-blind randomised controlled trial which compares:
i) 10 sessions of integrated CBT for anxiety in the context
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of bipolar disorder with; ii) treatment as usual. The trial is
based in the North West of England with recruitment
across this region sampling individuals across rural and
urban areas and a wide range of settings with respect to
sociodemographic status and ethnic mix.

Randomisation is carried out using randomly sized
permuted blocks, by the independent Clinical Trials Unit
at The Christie NHS Foundation Trust, Manchester.
Minimisation is used with respect to gender, number of
previous bipolar episodes (mania, hypomania or depres-
sion) and level of current anxiety. These were selected as
there is evidence that clinical outcomes from psycho-
logical therapy are typically better for females [17] and for
those with lower anxiety [13] and to a lesser extent there
is evidence for better outcomes in bipolar disorder for
individuals with fewer previous episodes [18,19].

Sample

Sample size

As the primary purpose of the study is to evaluate the
feasibility and acceptability of delivering the proposed
intervention a formal power calculation is not appropri-
ate. It has been estimated that 30 participants per group
will be sufficient to be able to reliably determine primary
feasibility outcomes. The recruitment target is set at 72
participants to allow for expected attrition rates and
measures of clinical outcome will be recorded at baseline
and follow-up to provide an indication of the effective-
ness of the intervention in decreasing anxiety, regulating
mood and its impact on other clinical outcomes. This
number will also allow us to evaluate the secondary ob-
jective of the trial; to estimate the potential treatment ef-
fect size as the basis and justification for a further, more
definitive trial.

Recruitment

Seven NHS Trusts in the North West UK are taking part
in this study; Manchester Mental Health and Social Care
Trust, Lancashire Care NHS Foundation Trust, North
Lancashire Primary Care Trust, Cumbria Partnership
NHS Foundation Trust, Cumbria Primary Care Trust,
Blackpool Primary Care Trust and Merseycare NHS
Trust. Community mental health teams, out-patient
clinics, GP surgeries, primary care mental health teams
and voluntary services are approached to identify poten-
tial participants. Care co-ordinators, research nurses and
research development officers are encouraged to contact
potential participants to introduce the trial. When
recruiting in community mental health teams and volun-
tary services, a member of the research team presents an
outline of the study and provides written material about
it. Potential participants are given a participant informa-
tion sheet by their care co-ordinators or the research
team, outlining the study and their role should they wish
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to take part. The study is also advertised in local media
and posters and leaflets distributed in both NHS and non
NHS sites to maximise participant access. Care co-
ordinators and other relevant health professionals are
informed of a participant’s involvement in the study with
the participant’s consent. If a participant does not wish
their GP or care coordinator to be informed about their
involvement in the study, this does not prevent their par-
ticipation although contact details of all health pro-
fessionals involved in their care are still required in the
case of any clinical adverse events during the study.
Participants are made aware on entry to the study that
their care co-ordinator will be contacted should they be a
significant risk to themselves or others during the study.
Figure 1 gives an outline of the design of the study.

Inclusion/exclusion criteria
Potential participants must meet the inclusion criteria of:

e SCID DSM-IV diagnosis of primary bipolar disorder
(20],

e Current HADS-A score of 8 or more [21],

o Sufficient understanding of written and spoken
English to engage with interviews and use the
intervention material.

e Aged 18 or over.

Exclusion criteria

e Manic, hypomanic, depressed or mixed episode
currently or in the last four weeks

e Current suicidal ideation with intent

e Unable or unwilling to provide informed consent

Outcome measures

In order to evaluate the feasibility and acceptability of
delivering this time limited anxiety intervention to
individuals with a diagnosis of bipolar disorder the
following data will be evaluated:

Levels of recruitment into the trial, retention of
participants in both arms of the study and adherence to
and completion of the intervention. At baseline the
Structured Clinical Interview for DSM-IV is completed
to confirm bipolar diagnosis and to provide information
on anxiety disorder diagnoses as well as information on
sociodemographic variables. Measures of clinical out-
come will be recorded at baseline and follow-ups to pro-
vide an indication of the effectiveness of the intervention
in decreasing anxiety, regulating mood and its impact on
other clinical outcomes.

Primary clinical outcomes
Hypotheses for primary clinical outcomes are that AIBD
will i) reduce anxiety symptoms assessed by means of the
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Participant recruited through CMHT's, service user groups and
local media

Participants assessed for
eligibility

Excluded or refused

nted and baselined
(n=72)

Participants conse

Participants
randomised

Participants allocated to the AIBD Intervention
(n=36)

Particpants allocated to TAU (n=36)

Follow-Up assessment face to face at 16 weeks

Follow-Up assessment face to face at 16 weeks

Follow-Up assessment over telephone 32weeks

Follow-Up assessment over telephone at 32 weeks

Follow-Up assessment face to face at 48 weeks

Follow-Up assessment over telephone 64 weeks

Follow-Up assessment face to face at 48 weeks

Follow-Up assessment over telephone 64 weeks

Follow-Up assessment face to face at 80 weeks

Follow-Up assessment face to face at 80 weeks

Figure 1 Diagram showing the design of the study.

observer rated Hamilton Anxiety and Depression Rating
Scale (HAM-AD) [22] and by the self report State-Trait
Anxiety Inventory for Adults (STAI) [23]; ii) increase time
to relapses of mood episodes as measured by Structured
Clinical Interview for Diagnosis: Research Version (SCID
DSM-1V: SCID Life) [20]; and iii) reduce mood symptoms
as measured by Hamilton Anxiety and Depression Rating
Scale (HAM-AD) [22] and Bech-Rafaelsen Mania Scale
(MAS) [24].

Secondary clinical outcome measures

Hypotheses for secondary outcomes are that AIBD will
improve i) Quality of life and social functioning as
measured by EuroQol scale (EQ-5D) [25], Quality of Life
in Bipolar Disorder Questionnaire (QoL.BD) [26], and
the observer rated Personal and Social Performance
Scale (PSP) [27]; ii) Recovery as measured by the Bipolar

Recovery Questionnaire (BRQ ) [28]; iii) Medication ad-
herence measured by Stephenson Medical Adherence
Questionnaire (MEDAD) [29]. It is also hypothesised
that AIBD will cost no more than TAU as assessed
by Client Service Receipt Inventory (CSRI) [30], the
Economic Patient Questionnaire (EPQ) (Davies, pers
comm.) and informed by EQ-5D as a measure of health
status.

Process measures

Hypotheses for process measures are that AIBD will im-
prove clinical outcomes through; i) reducing tendency
towards positive self appraisals as measured by the
Hypomanic Interpretations Questionnaire (HIQ) [31]; ii)
Stabilising activity and sleep patterns as measured by
The Social Rhythm Metric (SRM-T) [32]; and iii) redu-
cing experiences of stigma measured by the Hayward
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Stigma Questionnaire - Revised Version (HSQ) [33] —
self-report questionnaire measuring the experiences of
stigma.

Measures to assess therapeutic alliance and adherence to
treatment protocol

Engagement in therapy will be assessed by means of the
Work Alliance Inventory (short-form, therapist and client
versions: WAI-S) [34]. Treatment fidelity will be assessed
by both the Cognitive Therapy Scale Revised version and
the AIBD Fidelity Scale specifically designed for the
current study.

Participants are assessed on all measures at baseline,
no more than 2 weeks prior to randomisation and,
where applicable, the start of therapy and at 4, 12 and
20 month follow-up appointments administered in per-
son. A sub-set of follow-up measures (SCID life, includ-
ing the MAS, the HAM-D and the HAM-A, and the
MEDAD) are also to be carried out by telephone at 8
and 16 months. Table 1 shows the timeframe for the
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measures. Assessments are recorded with consent from
the participant (Table 1).

The AIBD intervention

Development

The intervention combines current knowledge and evi-
dence for the effectiveness of CBT in reducing anxiety
with data collected in phases 1 and 2 of this study in col-
laboration with individuals with a diagnosis of bipolar
disorder. In line with suggestions that it would be useful
to adapt the CBT protocol to include modules based on
a client’s clinical anxiety profile [8], this has been done
with the current intervention. The intervention takes
into account the views from service users who par-
ticipated in the focus groups and individual interviews of
the first two phases of this study, as well as explicitly
recommended by the National Institute for Health and
Clinical Excellence (NICE) guidelines for bipolar disorder
and anxiety. The importance of the therapeutic alliance
and the flexibility of appointments and trustworthiness of
the therapist were highlighted as paramount during the

Table 1 Schedule of quantitative assessments for service users

Assessment Initial Baseline 12 weeks 36 weeks 48 weeks 60 weeks 72 weeks
interview (telephone) (telephone)
Primary Outcome Measures
Hamilton Anxiety and Depression Rating Scale - + + + + + +
(Ham-AD)
State-Trait Anxiety Inventory for Adults (STAl) - + + - + + +
Structured Clinical Interview for Diagnosis + - - - - - ,
(SCID-IV)
SCID-Life - + + + + + +
Bech-Rafaelsen Mania Scale (MAS) - + + + + + +
Secondary Outcome Measures
Euroquol Scale (EQ5D) - - + _
Quality of Life in Bipolar Disorder - - + - +
Questionnaire (QOL-BD)
Personal and Social Performance Scale (PSP) - + + - + - +
Bipolar Recovery Questionnaire BRQ - + + - + +
Stephenson Medication Adherence (MED-AD) - + + + + + +
Economic Patient Questionnaire (EPQ) - + + - + - +
Client Service Receipt Inventory (CSRI) - + + - + +
Process Measures
Hypomanic Interpretations Questionnaire - + + - + - +
(HIQ)
Social Rhythm Metric (SRM-T) - + + - + - +
Hayward Stigma Questionnaire (HSQ) - + + - n _
Potential Confounds
Demographics + - - - - - -
Clinical Data* + + + + + + +

Note: + indicates that the assessment will be used at the specified interview and - indicates that it will not.
*Clinical Data includes start and end date of last episode and total number of episodes.
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individual interviews and later validated by the focus
groups, and so were included. The intervention includes
the elements recommended by the NICE guidelines as
being useful in addressing anxiety with CBT, namely i) im-
proving awareness of symptoms, ii) mental imagery [35],
iii) relaxation techniques and iv) gradual exposure to, and
mastery of, anxiety provoking situation [36]. These in turn
reflect the methods used in previous studies approved by
NICE guidelines [37,38]. As the intervention is aimed at
reducing anxiety in those with bipolar disorder, the inter-
vention pays particular attention to the dynamic interplay
between anxiety and mood instability. By drawing on
existing evidence, the therapist will also work with the
service user to improve stability of mood by using mood
monitoring techniques, regularisation of routine and im-
proving problem solving techniques where appropriate.
The exact balance of therapy approaches is determined in-
dividually based on client's primary therapy goals and a
formulation of their anxiety issues in relation to bipolar
disorder. Other important considerations emerging from
the service user perspective are the need for more infor-
mation about bipolar disorder in general and the need for
an awareness of different levels of anxiety and the subse-
quent ability to implement new skills learnt in therapy. As
a result, and also in line with research evidence that self-
help material contributes towards better clinical outcome
[39], participants are provided with both service user
manuals and access to a web page to provide personal
access to all information used in therapy online.

Analysis

Feasibility

As the primary purpose of the study is to evaluate the
feasibility and acceptability of delivering the proposed
intervention a formal power calculation comparing treat-
ment groups is not essential. With 72 subjects in total
the study will estimate a follow-up rate of 75% with pre-
cision +/- 10%.

Clinical outcomes

Quantitative outcomes (primary, secondary and process)
will be analysed using a linear model analysis of covari-
ance adjusting for baseline values of the outcome measure
as well as gender, current anxiety and number of prior
episode as pre-specified in the statistical analysis plan.
Ordered categorical outcomes will be analysed using or-
dinal logistic regression which estimates the odds of a par-
ticipant being in a higher category in the intervention
compared to the control.

A longitudinal analysis will also be carried out using a
linear and ordinal logistic regression mixed model in-
cluding all data from follow-up time points with baseline
values as a covariate so as to maximize the power to de-
tect differences between treatment groups.
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Cost effectiveness

The EQ-5D scores at each assessment will be converted
into a single index value, using published utility weights.
These will be used to estimate quality adjusted life years
(QALYs), which will be the outcome measure for the
economic analysis [40].

Descriptive and regression analyses will be used to
identify key elements of service use and cost to inform
the design of data collection for the economic evaluation
integrated into the future clinical trial. Descriptive and
regression analysis will also be used to explore the po-
tential impact of baseline participant and service cha-
racteristics on the costs and QALYs. This will be used to
identify potential covariates that may be important to in-
clude in the analysis of cost effectiveness. The analysis
will also be used to identify possible mediators that may
influence the cost effectiveness of therapy. The eco-
nomic analysis will estimate the costs of health and so-
cial care and quality adjusted life years (QALYs) from a
broadly societal perspective. The primary and secondary
economic analyses, controlled for confounds, will esti-
mate incremental cost effectiveness ratios, cost effective-
ness acceptability curves and net benefit statistics of
CBT compared to TAU. This uses a Bayesian approach
to estimate the likelihood that CBT is cost effective
without hypothesis testing and risk of a Type II error.
Secondary and sensitivity analysis will be used to further
assess the robustness of the results.

Effect size

A significance level of 25% will be used instead of the
usual 5% in this circumstance as the current study is a
pilot study [41]. With 36 participants in each treatment
group, the study would have 75% power to detect a
standardised effect size of 0.5 across anxiety symptoms
as measured using the HAM-A, matching related studies
[18,42-44], assuming 75% follow-up and a 25% two-
sided significance level. Power will be increased by ad-
justment for baseline values of outcome measure in the
statistical analysis using a linear model.

Discussion

This study will provide feasibility information and pre-
liminary effect size estimates to inform the development
and evaluation of a definitive CBT intervention for anx-
iety in bipolar disorder. The AIBD intervention was
developed in partnership with individuals with lived ex-
perience of bipolar consistent with UK Mental Health
Research Network Good Practice Guidelines [45], in-
cluding service user oversight of preparatory qualitative
work on experiences of anxiety and wishes for anxiety
therapy in bipolar disorder and the structure and format
of the therapy. This level of engagement of individuals is
also consistent with wider research on the importance of
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collaborative approaches to improving outcomes for
clinical interventions [46-48]. AIBD is also informed by
evidence based components of effective therapy for anx-
iety and bipolar disorder derived from the respective
guidelines [1,6]. AIBD has a strong emphasis on formu-
lation permitting client and therapist to negotiate the
relative balance of anxiety and bipolar specific therapy
elements on an individual basis.

Strengths of the study include targeting a clearly defined
sample who to date have received little help with their
anxiety problems and expressed great enthusiasm for the
type of treatment described here in both qualitative and
focus group works preparatory to this trial. By recruiting
from across NHS primary and secondary care settings and
through self referral findings should be more representa-
tive than those that solely focus on specialist mental
health settings, as only a subset of individuals with bipolar
disorder are in such settings long term [49].

There are weaknesses to the study which would need
to be addressed in a definitive trial. Firstly, there is no
active treatment control group so that any indications of
effectiveness need to be interpreted with caution as we
will not know whether possible benefits are a function of
this specific treatment or structured treatment in gen-
eral. Secondly, the scale of the study allows us to follow
participants for up to 12 months following therapy com-
pletion. Longer follow-ups would be helpful to indicate
more definitively whether this intervention impacts on
relapse and the duration of impact on anxiety. Thirdly,
the very individualised nature of the intervention means
that it was necessary to devise a new measure specific-
ally to explore fidelity to a very individualised therapy
protocol. As we are uncertain how this will perform we
have also used the established CTS-R which might
underestimate fidelity in a flexible therapy of this type.

Despite these challenges, if the current study indicates
that AIBD is feasible and has potential clinical benefits it
will be an important step towards developing integrated
approaches to anxiety comorbidity interventions for
people with bipolar disorder that have been lacking until
now.

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

Authors’ contributions

SJis the Chief Investigator for the PARADES Programme, principal
investigator for this study, responsible to the conduct of the study and
wrote the first draft of the paper. EM and KH contributed to recruitment and
follow-up of study participants and contributed to protocol design and write
up of the current paper. RO & LR co-ordinated the study in the context of
the wider PARADES Programme. CR is the trial statistician and is a grant
holder. LD leads the economic analysis and is a grant holder. DM leads the
analysis from a service user perspective and is a grant holder. All authors
contributed to the design of the study, revised the manuscript and gave
final approval to the manuscript.

Page 7 of 8

Acknowledgements

This report presents independent research commissioned by the National
Institute for Health Research (NIHR) under its Programme Grants for Applied
Research funding scheme (RP-PG-0407-10389). Further support was received
from primary care trusts, mental health trusts, the Mental Health Research
Network and Comprehensive Local Research Networks in North West
England. We thank all individuals who participated in the focus groups and
qualitative work which have informed the current trial.

The views expressed in this publication are those of the authors and not
necessarily those of the NHS, the NIHR or the Department of Health.

Funding
National Institute for Health Research, England.
Programme Grant for Applied Research (PGFAR).

Author details

'Spectrum Centre for Mental Health Research, School of Health and
Medicine, Lancaster University, Lancaster, UK. 2Spectrum Centre for Mental
Health Research, School of Health and Medicine, Lancaster University &
Manchester Mental Health and Social Care Trust, Lancaster, UK. *Manchester
Mental Health and Social Care Trust, Manchester, UK. “Manchester Mental
Health and Social Care Trust and University of Manchester, Manchester, UK.
*School of Medicine, University of Manchester, Manchester, UK.

Received: 28 September 2012 Accepted: 9 January 2013
Published: 15 February 2013

References

1. NICE: Bipolar disorder: The management of bipolar disorder in adults, children
and adolescents in primary and secondary care. London: National Institute for
Clinical Excellence; 2006.

2. Perlick DA, Hohenstein JM, Clarkin JF, Kaczynski R, Rosenheck RA: Use of
mental health and primary care services by caregivers of patients with
bipolar disorder: a preliminary study. Bipolar Disord 2005, 7(2):126-135.

3. Woods SW: The economic burden of bipolar disease. J Clin Psychiatry
2000, 61(Suppl 13):38-41.

4. Das Gupta R, Guest JF: Annual cost of bipolar disorder to UK society.

Br J Psychiatry 2002, 180:227-233.

5. Morriss R, Mohammed F, Bolton C, McCarthy J, Williamson P, Jones A:
Interventions for helping people recognise early signs of recurrence in
bipolar disorder: full review. Cochrane Collaboration 2007, 24(1):.CD004854.

6. NICE: Clinical guidelines for the management of anxiety. London: National
Institute for Clinical Excellence; 2004.

7. Mcdintyre RS, Soczynska JK, Bottas A, Bordbar K, Konarski JZ, Kennedy SH:
Anxiety disorders and bipolar disorder: a review. Bipolar Disord 2006,
8(6):665-676.

8. Otto MW, Simon NM, Wisniewski SR, Miklowitz DJ, Kogan JN, Reilly-
Harrington NA, Frank E, Nierenberg AA, Marangell LB, Sagduyu K, et al:
Prospective 12-month course of bipolar disorder in out-patients with
and without comorbid anxiety disorders. Br J Psychiatry 2006, 189:20-25.

9. Feske U, Frank E, Mallinger AG, Houck PR, Fagiolini A, Shear MK,
Grochocinski VJ, Kupfer DJ: Anxiety as a correlate of response to the
acute treatment of bipolar | disorder. Am J Psychiat 2000, 157(6):956-962.

10. Rucci P, Frank E, Kostelnik B, Fagiolini A, Mallinger AG, Swartz HA, Thase ME,
Siegel L, Wilson D, Kupfer DJ: Suicide attempts in patients with bipolar |
disorder during acute and maintenance phases of intensive treatment
with pharmacotherapy and adjunctive psychotherapy. Am J Psychiat
2002, 159(7):1160-1164.

11, Bellivier F, Golmard JL, Henry C, Leboyer M, Schurhoff F: Admixture analysis
of age at onset in bipolar | affective disorder. Arch Gen Psychiatry 2001,
58(5):510-512.

12. Perlis RH, Ostacher MJ, Patel JK, Marangell LB, Zhang H, Wisniewski SR,
Ketter TA, Miklowitz DJ, Otto MW, Gyulai L, et al: Predictors of recurrence
in bipolar disorder: primary outcomes from the systematic treatment
enhancement program for bipolar disorder (STEP-BD). Focus 2006,
4(4):553-561.

13. Provencher MD, Hawke LD, Thienot E: Psychotherapies for comorbid
anxiety in bipolar spectrum disorders. J Affect Disord 2011, 133(3):371-380.

14.  Hodgetts A, Wright J: Researching clients” experiences: a review of
qualitative studies. Clin Psychol Psychother 2007, 14(3):157-163.



Jones et al. BMC Psychiatry 2013, 13:54
http://www.biomedcentral.com/1471-244X/13/54

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

35.

36.

37.

38.

39.

McManus F, Peerbhoy D, Larkin M, Clark DM: Learning to change a way of
being: an interpretative phenomenological perspective on cognitive
therapy for social phobia. J Anxiety Disord 2010, 24(6):581-589.

NICE: Generalised anxiety disorder and panic disorder (with or without
agoraphobia) in adults: Management in primary, secondary and community
care. London: National Institute for Clinical Excellence; 2011.

Burt VK, Rasgon N: Special considerations in treating bipolar disorder in
women. Bipolar Disord 2004, 6(1):2-13.

Gaudiano BA, Miller IW: Anxiety disorder comobidity in bipolar | disorder:
relationship to depression severity and treatment outcome.

Depress Anxiety 2005, 21(2):71-77.

Scott J, Colom F, Vieta E: A meta-analysis of relapse rates with adjunctive
psychological therapies compared to usual psychiatric treatment for
bipolar disorders. Int J Neuropsychoph 2007, 10:123-129.

First MB, Gibbon M, Spitzer RL, Williams JBW, Benjamin LS: Structured Clinical
Interview for DSM-IV Axis | Disorders, Research Version. Patientth edition.
Washington DC: American Psychiatric Press, Inc; 1997.

Zigmond AS, Snaith RP: The hospital anxiety and depression scale.

Acta Psychiatr Scand 1983, 67(6):361-370.

Hamilton M: A rating scale for depression. J Neurol Psychiatry 1960,
23:59-62.

Spielberger CD: State-Trait Anxiety Inventory (Form Y). Palo Alto, CA, US:
Consulting Psychologists Press; 1983.

Bech P, Rafaelsen OJ, Kramp P, Bolwig TG: The mania rating scale: scale
construction and inter-observer agreement. Neuropharmacology 1978,
17(6):430-431.

EuroQol: EuroQol-a new facility for the measurement of health-related
quality of life. The EuroQol group. Health Policy 1990, 16(3):199-208.
Michalak EE, Murray G, Crest BD: Development of the QoL.BD: a disorder-
specific scale to assess quality of life in bipolar disorder. Bipolar Disord
2010, 12(7):727-740.

Morosini PL, Magliano L, Brambilla L, Ugolini S, Pioli R: Development,
reliability and acceptability of a new version of the DSMIV social and
occupational functioning assessment scale (SOFAS) to assess routine
social funtioning. Acta Psychiatr Scand 2000, 101:323-329.

Jones S, Mulligan LD, Higginson S, Dunn G, Morrison AP: The Bipolar
Recovery Questionnaire: Psychometric Properties of a Quantitative
Measure of Recovery Experiences in Bipolar Disorder. J Affect Disord 2012.
doiorg/10.1016/jjad.2012.10.003.

Stephenson BJ, Rowe BH, Haynes RB, Macharia WM, Leon G: The rational
clinical examination. Is this patient taking the treatment as prescribed?
JAMA 1993, 269(21):2779-2781.

Beecham J, Knapp M: Costing Psychiatric Interventions, Measuring Mental
Health Needs. London: Royal College of Psychiatrists; 1992:163-183.

Jones S, Mansell W, Waller L: Appraisal of hypomania-relevant
experiences: development of a questionnaire to assess positive self-
dispositional appraisals in bipolar and behavioural high risk samples.

J Affect Disord 2006, 93(1-3):19-28.

Monk TH, Flaherty JF, Frank E, Hoskinson K, Kupfer DJ: The social rhythm
metric: an instrument to quantify the daily rhythms of life. J Nerv Ment
Dis 1990, 178(2):120-126.

Hayward P, Wong G, Bright JA, Lam D: Stigma and self-esteem in manic
depression: an exploratory study. J Affect Disord 2002, 69(1-3):61-67.
Tracey TJ, Kokotovic AM: Factor structure of the working alliance
inventory. Psychol Assess 1989, 1:207-210.

Holmes EA, Geddes JR, Colom F, Goodwin GM: Mental imagery as an
emotional amplifier: application to bipolar disorder. Behav Res Ther 2008,
46(12):1251-1258.

Wells A: Cognitive therapy of anxiety disorders: A practice manual and
conceptual guide. Hoboken, NJ, US: John Wiley & Sons Inc; 1997.

Milrod B, Busch F, Leon AC, Aronson A, Roiphe J, Rudden M, Singer M,
Shapiro T, Goldman H, Richter D, et al: A pilot open trial of brief
psychodynamic psychotherapy for panic disorder. J Psychother Pract Res
2001, 10(4):239-245.

[to LM, De Araujo LA, Tess VLC, De Barros-Neto TP, Asbahr FR, Marks I: Self-
exposure therapy for panic disorder with agoraphobia - Randomised
controlled study of external v. interoceptive self-exposure. Br J Psychiatry
2001, 178:331-336.

Carlbring P, Westling BE, Ljungstrand P, Ekselius L, Andersson G: Treatment
of panic disorder via the internet: a randomized trial of a self-help
program. Behav Therapy 2001, 32(4):751-764.

40.

41.

42.

43.

45.

46.

47.

48.

49.

Page 8 of 8

Brooks R: EuroQol: the current state of play. Health Policy 1996,
37(1):53-72.

Schoenfeld D: Statistical considerations for pilot-studies. Int J Radiat Oncol
Biol Phys 1980, 6(3):371-374.

Mueser KT, Rosenberg SD, Xie H, Jankowski MK, Bolton EE, Lu W, Hamblen JL,
Rosenberg HJ, McHugo GJ, Wolfe R: A randomized controlled trial of
cognitive-behavioral treatment for posttraumatic stress disorder in severe
mental illness. J Consult Clin Psychol 2008, 76(2):259-271.

Tohen M, Kryzhanovskaya L, Carlson G, DelBello M, Wozniak J, Kowatch R,
Wagner K, Findling R, Lin D, Robertson-Plouch C, et al: Olanzapine versus
placebo in the treatment of adolescents with bipolar mania.

Am J Psychiat 2007, 164(10):1547-1556.

Sheehan DV, McElroy SL, Harnett-Sheehan K, Keck PE, Janavs J, Rogers J,
Gonzalez R, Shivakumar G, Suppes T: Randomized, placebo-controlled trial
of risperidone for acute treatment of bipolar anxiety. J Affect Disord 2009,
115(3):376-385.

Morgan L: Brief Guide to Involving Mental Health Service Users in Research.
London: Mental Health Research Network; 2006.

Berk M, Berk L, Castle D: A collaborative approach to the treatment
alliance in bipolar disorder. Bipolar Disord 2004, 6(6):504-518.

Henderson C, Flood C, Leese M, Thornicroft G, Sutherby K, Szmukler G:
Effect of joint crisis plans on use of compulsory treatment in psychiatry:
single blind randomised controlled trial. BMJ 2004, 329(7458):136.

Simon D, Willis CE, Harter M: Shared decision-making in mental health. In
Shared decision-making in health care: Achieving evidence based patient
choice. Edited by Edwards A, Elwyn G. New York: Oxford University Press;
2009:269-272.

Merikangas KR, Jin R, He JP, Kessler RC, Lee S, Sampson NA, Viana MC,
Andrade LH, Hu CY, Karam EG, et al: Prevalence and correlates of bipolar
spectrum disorder in the world mental health survey initiative. Arch Gen
Psychiatry 2011, 68(3):241-251.

doi:10.1186/1471-244X-13-54

Cite this article as: Jones et al: A randomised controlled trial of time
limited CBT informed psychological therapy for anxiety in bipolar
disorder. BMC Psychiatry 2013 13:54.

~
Submit your next manuscript to BioMed Central
and take full advantage of:
¢ Convenient online submission
¢ Thorough peer review
* No space constraints or color figure charges
¢ Immediate publication on acceptance
¢ Inclusion in PubMed, CAS, Scopus and Google Scholar
* Research which is freely available for redistribution
Submit your manuscript at ( -
www.biomedcentral.com/submit BiolVed Central
J



http://dx.doi.org/org/10.1016/j.jad.2012.10.003

	Abstract
	Background
	Methods and design
	Discussion
	Trial registration number

	Background
	Method
	Objective
	Trial design
	Sample
	Sample size
	Recruitment
	Inclusion/exclusion criteria

	Outcome measures
	Primary clinical outcomes
	Secondary clinical outcome measures
	Process measures
	Measures to assess therapeutic alliance and adherence to treatment protocol

	The AIBD intervention
	Development

	Analysis
	Feasibility
	Clinical outcomes
	Cost effectiveness
	Effect size


	Discussion
	Competing interests
	Authors’ contributions
	Acknowledgements
	Funding
	Author details
	References

