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Disclaimer

The recommendations in this guideline represent the view of NICE, arrived at after careful
consideration of the evidence available. When exercising their judgement, professionals are
expected to take this guideline fully into account, alongside the individual needs, preferences
and values of their patients or service users. The recommendations in this guideline are not
mandatory and the guideline does not override the responsibility of healthcare professionals
to make decisions appropriate to the circumstances of the individual patient, in consultation
with the patient and, where appropriate, their carer or guardian.

Local commissioners and providers have a responsibility to enable the guideline to be
applied when individual health professionals and their patients or service users wish to use it.
They should do so in the context of local and national priorities for funding and developing
services, and in light of their duties to have due regard to the need to eliminate unlawful
discrimination, to advance equality of opportunity and to reduce health inequalities. Nothing
in this guideline should be interpreted in a way that would be inconsistent with compliance
with those duties.

NICE guidelines cover health and care in England. Decisions on how they apply in other UK
countries are made by ministers in the Welsh Government, Scottish Government, and
Northern Ireland Executive. All NICE guidance is subject to regular review and may be
updated or withdrawn.
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Psychological therapy for chronic primary
pain

Review question: What is the clinical and cost
effectiveness of psychological therapy for the management
of chronic primary pain?

Introduction

Psychological factors are recognised to play a role in the experience of chronic pain. Chronic
pain has an impact on how we think, feel and behave. In turn various psychological factors
are thought to exacerbate or ameliorate wellbeing and improve or decrease functioning.
There are many pain-specific psychological factors that have attracted interest in the
literature, for example fear avoidance, pain catastrophizing, self-efficacy, psychological
flexibility and acceptance. As the limitations of a purely biomedical approach to chronic pain
were recognised, psychological interventions have been developed to improve functioning,
mood and quality of life. These approaches are widely used for chronic primary pain although
access to these interventions is still variable and there is uncertainty about their
effectiveness. Current practice tends to focus on Cognitive Behavioural Therapy (CBT) and
the “Third Wave” therapies including Acceptance and Commitment Therapy and
Mindfulness.

There are a range of psychological interventions included in this review. Psychodynamic
psychotherapy focuses on enabling the person to become conscious of their early
experiences and how they may impact on our reactions to the present. Behavioural therapy
focuses on the modification of learned behaviours which may be unhelpful. CBT incorporates
a focus on changing unhelpful or distorted beliefs and automatic thoughts which affect the
person’s emotional and behavioural response to events. There are CBT protocols which
focus on different aspects, for example managing chronic pain or focusing on sleep. More
recently there has been interest in “Third Wave” cognitive therapies which aim to help people
live a richer life in the presence of pain. These include a focus on developing psychological
flexibility enabling the person to move towards living in accordance with their values.

This evidence review sets out to determine the effectiveness of these interventions
specifically in people with chronic primary pain.

PICO table

For full details see the review protocol in appendix A.

Table 1: PICO characteristics of review question

Population People, aged 16 years and over, with chronic primary pain (whose pain
management is not addressed by existing NICE guidance) (chronic widespread
pain, complex regional pain syndrome, chronic visceral pain, chronic orofacial
pain, chronic primary musculoskeletal pain other than orofacial)

Intervention(s) | e Cognitive behavioural therapy (CBT)
e Cognitive analytic therapy (CAT)
e Behaviour therapy
¢ Solution-focused therapy
e Problem-solving therapy
o Acceptance and commitment therapy (ACT)

© NICE 2020. All rights reserved. Subject to Notice of rights.
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¢ Pain education

¢ Relaxation techniques

e Mindfulness

e Hypnosis

o EMDR (eye movement desensitisation reprocessing)
o Psychotherapy (psycho-dynamic and psycho-analytic)
o Sleep management/hygiene

o Biofeedback.

e Each other

e Usual care

o Attention control.

CRITICAL:

¢ Health related quality of life (including meaningful activity)

¢ Physical function (5 minute walk, sit to stand, Roland Morris Disability
Questionnaire, Oswestry Disability Index, Canadian Occupational Performance
Measure)

o Psychological distress (depression/anxiety) (preferably Hospital Anxiety and
Depression Scale)

¢ Pain interference (brief pain inventory interference subscale)
¢ Pain self-efficacy (pain self-efficacy questionnaire).

IMPORTANT:

e Use of healthcare services

e Sleep

¢ Discontinuation

¢ Pain reduction (any validated scale).

Outcomes will be extracted at the longest time point up to 3 months and at the
longest time point after 3 months.
Randomised controlled trials (RCTs) and systematic reviews of RCTs

Cross-over RCTs will be considered if no non-cross-over RCT evidence is
identified.

Clinical evidence

1.4.1 Included studies

Forty-seven studies were included in the review;® 7 1. 12,1415, 18, 29, 30, 38, 41, 44, 56, 92, 94, 96, 146, 165,
166, 170, 187, 201, 215, 216, 233, 245, 247, 260, 265, 289-291, 294, 299, 300, 304, 310, 314, 315, 319, 445, 452, 453, 455, 477, 480, 494, 500
520,522, 538, 549, 551, 556, 564, 570, 577 thege are summarised in Table 2 below. Evidence from these
studies is summarised in the clinical evidence summary tables below (Table 3, Table 4,
Table 5, Table 6, Table 7, Table 8, Table 9, Table 10, Table 11, Table 12, Table 13, Table
14, Table 15, Table 16, Table 17, Table 18, Table 19, Table 20, Table 21).

See also the study selection flow chart in appendix C, study evidence tables in appendix D,
forest plots in appendix E and GRADE tables in appendix F.

1.4.2 Excluded studies

Nine potentially relevant Cochrane reviews'42144. 163, 192, 254,324,519, 567 \ygre identified and
assessed for eligibility, but none were included. This was mainly due to the included
populations being too broad (i.e. all types of chronic pain or chronic, subacute and acute
pain), differences in the analysis methods (for example combining all types of psychological

© NICE 2020. All rights reserved. Subject to Notice of rights.
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interventions for analysis) and incorrect comparators (for example non-psychological
interventions). All included studies were cross-checked for inclusion in this review as
relevant.

See the excluded studies list in appendix .

© NICE 2020. All rights reserved. Subject to Notice of rights.
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1 1.4.3 Summary of clinical studies included in the evidence review

2 Table 2: Summary of studies included in the evidence review

Study

Alda 20116
(Garcia-
campayo
2009170,
Luciano
2014289)

Alonso-
fernandez
20167

Intervention

and comparison Details

Cognitive
behavioural
therapy (CBT)

Vs.
Usual care

Acceptance and
commitment
therapy (ACT)

Vs.
Usual care

CBT (n=57)

10 x 90 minute group (max. 8 patients) sessions
delivered by trained therapists and consisting of 2
major components: cognitive restructuring, which
focuses on reducing pain-specific dysfunctional
cognitions and coping, which focuses on teaching
cognitive and behavioural coping strategies.
Sessions included e.g. evaluation of automated
thoughts, expressive writing, coping with
ruminations, obsessions and worrying. Duration
10-12 weeks.

Vs.

Standard care (n=56)

Offered by general practitioners at their health
centres. To improve this groups' treatment, the
doctors received the ‘Guide for the Treatment of
Fibromyalgia in Primary Care', which is edited and
distributed by the Aragonese Health Service.
Treatment as usual implies that doctors selected a
pharmacological treatment as well as the
frequency of patient visits that they considered
adequate. However, the treatment recommended
in the guide matched that of the recommended
pharmacological intervention arm of the trial.

ACT (n=53)

9 x 120-min weekly group sessions, max. 8
participants led by a psychologist. Intervention
based on Acceptance and Commitment Therapy
and Selective Optimization with Compensation
model. Program sets out to promote the use of

Population
Fibromyalgia

N=169 (113 in

groups relevant to
this protocol)

Age - Mean (SD):
CBT 46.35 (6.71)
years, usual care
47.04 (6.53) years

Duration of pain
not reported/

All female

Chronic MSK pain

N=101

Outcomes

At post
intervention (9
weeks) and 6
month follow up:

o Quality of life

e Psychological
distress

e Discontinuation
e Pain reduction

At post

intervention (9

weeks):

e Psychological
distress

Comments

Serious indirectness
of the usual care
arm: GPs received a
treatment guide

3 armed ftrial, third
arm:
pharmacological
treatment not
extracted

Serious indirectness
of usual care: 2 hour
education session
not considered
sufficient for an
education

ured Asewd oluoayo 1oy Adelsyy [ea160joyoAsd
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Study

Amer-Cuenca
2019 "

Intervention

and comparison Details

Pain education
Vs.
Attention control

SOC strategies and reduce efforts to struggle with
pain. The general session structure was: a) review
of the task carried out during the week, b)
therapeutic training, and c) explanation of a new
between-session assignment. Duration 9 weeks
approx.

Vs.

Usual care (n=48)

Minimal support group: 2 h educational group
session about factors that can influence pain
conditions and pain perception and information
about selective optimisation and compensation
strategies. The MS group did not receive any type
of psychological training.

Pain education (n=84)

Pain neuroscience education by physiotherapists,
provided in accordance with published guidelines
in groups of 4-6 patients. PowerPoint addressed
the following topics: physiology of the nervous
system, characteristics of acute vs. chronic pain,
the purpose of acute pain, how acute pain
originates in the nervous system, how pain
becomes chronic and potential sustaining factors
of central sensitization such as illness, emotions,
stress, perceptions, pain cognitions, and pain
behaviour. Information presented in an
understandable way, using pictures, examples
and metaphors. Also explained how various
treatment components are likely to contribute to
decreasing the hypersensitivity of the central
nervous system. All participants asked to read the
Spanish translation of the book 'Explain Pain'.
After each session, therapists answered questions
from patients, patients asked if they had applied

Population
Age - Mean (SD):
83.04 (6.82) years

Duration of pain,
at least 6 months,
mean ACT 21.30
(20.91), usual
care 25.34
(20.36) years

Fibromyalgia
N=103

Age — Mean (SD):
high dose 54.75
(10.14), low
concentrated 55.2
(8.19), diluted low
dose 51.67 (7.38),
control 51.27
(10.57) years

Duration of pain
12.64 — 23.53
years

Gender (M:F):
6/71

Outcomes

e Pain
interference

e Discontinuation

At post

intervention

(unclear duration)

and 3 month

follow up:

e Quality of life

o Psychological
distress

e Discontinuation

e Pain reduction

Comments
intervention but may
be more than usual
care.

Three trial arms: 1)
high dose (6 x 45
minute sessions), 2)
low concentrated
dose (2 x 45 minute
sessions), 3) diluted
low dose (6 x 15
minute sessions).
Content identical but
adapted to the
different
doses/durations.
Arms combined for
analysis.

ured Asewd o1uoayo 1oy Adelsyy [eo160joyoAsd
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Study

Amirova 201712

Intervention

and comparison Details

Relaxation
Vs.
Usual care

learning in daily life and what their experiences
were and coached to apply insights to daily life.

Vs.
Attention control (n=19)

Biomedical education 2 x 45 minute sessions by
physiotherapists in groups of 4-6 patients.

Relaxation (n=67)

Written instructions of the Mitchell Method
Relaxation Technique and a short audio recording
of the guided technique to use every day for 1
month. Participants sat at a desk/in a chair/laid on
the floor and were given verbal orders to engage
in a series of muscle relaxation exercises,
followed by deep breathing and finally an imagery
task, recalling a pleasant occasion or
concentrating on a pleasant repetitive sequence
for 1 minute. Duration 4 weeks.

Vs.
Usual care (n=58)
Waiting list.

Population

Fibromyalgia

N=191 (125
relevant to this
protocol)

Age - Mean (SD):
MMRT 48.1
(11.08) years,
waiting list 48.95
(10.13) years

Duration of pain,
at least 3 months,
mean for
relaxation 11.61
(6.99) and usual
care 10.97 (6.77)
years.

Gender (M:F):
12/179

Outcomes

At post
intervention (4
weeks):

o Quality of life

e Psychological
distress

e Sleep
e Discontinuation
e Pain reduction

Comments

3 arm trial. Third arm
— attention control of
recording of white
noise. Excluded from
this analysis
(inappropriate
attention control).

Follow up for 8
weeks but full results
only reported at 4
weeks.

HRQOL — only one
SF36 sub scale
reported, FIQ
extraction instead.

Study reports
selected subscales
of the MOS and the
Sleep Problems
Index, which
summarizes
responses using an
abbreviated six-item
index, containing
questions from the
sleep disturbance,
sleep inadequacy,
respiratory

ured Asewd oluoayo 1oy Adelsyy [ea160joyoAsd
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Study

Amutio 20154
Amutio 2018 15

Ang 201018

Intervention
and comparison

Mindfulness
Vs.
Usual care

Telephone CBT
Vs.
Usual care

Details

Mindfulness (n=20)

7 x weekly 2 hour sessions. Participants’
reflections about their mindfulness meditation
exercise practice during the week, practice of
body scan for 10 minutes, presentation of
metaphors through different animations and
stories and also some exercises for each of the
sessions (observing physical sensations of
different body parts, breathing, observing
thoughts, accepting uncomfortable private
events), practice of mindfulness, attending to the
breath for 30 minutes. Requested to practice body
scan for 10 minutes and mindfulness breathing for
30 minutes and record the practice using a
register sheet. Duration 7 weeks.

Vs.

Usual care (n=19)

Waiting list.

Telephone CBT (n=17)

6 x weekly 30-40 minute sessions of CBT over the
telephone by a single trained therapist
(psychology graduate student under supervision
of a clinical psychologist) and a companion
workbook to encourage active participation.
Components of CBT included time-contingent
activity pacing, pleasant activity scheduling,
relaxation, automatic thoughts and pain, cognitive
restructuring and stress management. Duration 6
weeks.

Population

Fibromyalgia

N=39

Age - Mean (SD):

51.82 (10.18)
years

Duration of pain
not stated

All female

Fibromyalgia

N=32

Age - Mean (SD):

49 (11) years

Duration of pain
CBT: 11.8 (4.6),
usual care 12.3
(7.9) years

Outcomes

At post
intervention (7
weeks) and 3
month follow up:

e Psychological
distress

e Discontinuation
e Sleep

At post
intervention (6
weeks) and 12
weeks:

e Physical
function

e Psychological
distress

e Discontinuation
e Pain reduction

Comments
impairment, and
somnolence
domains, but not
sleep quantity. SPI
extracted.

FI1Q total reported as
responder analysis
according to author-
determined cut off so
not extracted —
physical impairment
and pain sub scales
extracted instead.

Serious indirectness
of the intervention:

ured Asewd oluoayo 1oy Adelsyy [ea160joyoAsd
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Study

Babu 2007 2°

Bahremand

2015%

Intervention

and comparison Details

Biofeedback
Vs.
Attention control

Relaxation
Vs.
Attention control

Vs.
Usual care (n=15)

Customary care received from treating physicians.
Biofeedback (n=15)

A continuous 6-day treatment schedule of EMG
biofeedback, with each session lasting 45 min.
Treatment was given to the forearm extensors,
upper trapezius and frontalis.

Patients were taught to relax through techniques
like positioning, breathing and hold-relax with the
help of visual and auditory feedback. Patients
were gradually taught how to include relaxation
into their activities of daily life.

Vs.
Sham biofeedback (n=15)

A continuous 6-day treatment schedule, with each
session lasting 45 min.

This provided a constant visual feedback to the
patient, irrespective of the muscle activity.
Treatment was given to the forearm extensors,
upper trapezius and frontalis. Patients were taught
to relax through techniques like positioning,
breathing and hold-relax with the help of visual
and auditory feedback. Patients were gradually
taught how to include relaxation into their activities
of daily life.

Relaxation training (n=13)

4 x weekly 2 hour group sessions led by clinical
psychologists. Session 1: introduced to
procedures used in Ost's treatment and placed in
progressive relaxation therapy after diaphragmatic

Population

All female
Fibromyalgia
N=30

Age — Mean (SD):
biofeedback 43.2
(10.5) years;

sham 35.3 (9.7)
years

Duration of pain
not stated

Non-cardiac chest
pain

Outcomes

At post
intervention (6
days):

o Quality of life

¢ Physical
function

e Discontinuation
e Pain reduction

At post
intervention (5
weeks):

e Discontinuation
e Pain reduction

Comments

included relaxation
elements.

Serious indirectness

of the intervention
and comparator:
included relaxation
elements

3 armed ftrial, third
arm (metaphor
therapy) not
extracted

ured Asewd oluoayo 1oy Adelsyy [ea160joyoAsd
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Study

Baumueller
201738

Intervention
and comparison

Biofeedback
Vs.
Usual care

Details

breathing training. Session 2: release-only
technique was taught. Session 3: cue-control
relaxation method and a different relaxation
method. Session 4: rapid relaxation method and
application to real life. At the end of each session
homework to practice the techniques and record
relaxation conditions was set.

Vs.
Attention control (n=14)

Only discussions about the physical conditions of
the patients and their assessments of future
problems were conducted, without any training or
medical therapy trends.

Biofeedback (n=20)

14 sessions over 8 weeks, led by a medical
student in 4th and 5th year and a nurse in a
chronic pain unit, training delivered individually.
Electrodes placed on upper and lower trapezius
muscle, apparatus displayed 1 EMG curve for
each side, instructor taught patients that an
ascending curve corresponds to increasing and a
descending curve to decreasing muscle tension.
Patients instructed to strain the muscles for 3
minutes then relax for 10 minutes, while receiving
visual feedback of the muscle tension. Feeling of
muscle tension in relation to EMG curves was
discussed at the end of the session. Encouraged
to do a home exercise programme of muscle
relaxation for 15 minutes per day and in stressful
situations. Duration 8 weeks.

Vs.
Usual care (n=20)
Same as before starting the study.

Population

N=41 (27 in
groups included in
this protocol)

Age — Mean (SD):
relaxation 52.69
(10.8) years;
control group 51.8
(10.68) years

Duration of pain,
at least 3 months
Fibromyalgia
N=40

Age - Mean (SD):
biofeedback: 55.4
(6.1) years, usual

care 56 (6.1)
years

Duration of pain
not stated

All female

Outcomes

At post

intervention (8

weeks) and 3

months follow up:

e Quality of life

e Psychological
distress

o Discontinuation

Comments

SCL-90-R measure
of psychological
distress reported, but
only reported at
longer time point and
not commonly
reported by other
studies; Beck
Depression
Inventory extracted
instead

Pain reduction:
tender point score
(patients rated pain
from 0-5 on 24
common tender
points) and patients’
global impression of
change scores
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Study

Bergeron
200144

Castel 2009%

Intervention
and comparison

Biofeedback
Vs.
Group CBT

CBT
Vs.
Usual care

Details

Biofeedback (n=29)

8 x 45 minute sessions over 12 weeks led by 1 of
2 PhD level clinical psychologists. Self-insertion of
a single-user sEMG sensor in to the vagina.
Automated protocol - 60 second pre-baseline rest
period; 6 max. intensity rapid contractions or
flicks, each contraction preceded by a 12 second
rest period; 1 max. intensity 60 second contraction
preceded by 30 seconds rest; 1 60 second post-
baseline rest period. Training in the use of a
portable sEMG home trainer for daily practice.
Duration 12 weeks.

Vs.

Group CBT (n=29)

Led by 1 of 2 PhD level clinical psychologists in 8
X 2 hour sessions over 12 weeks, 7-8 participants
per group. Treatment package included education
and information about vulvar vestibulitis, how
dyspareunia impacts desire and arousal, a
multifactorial view of pain and sexual anatomy;
progressive muscle relaxation; abdominal
breathing; Kegel exercises; vaginal dilation;
distractive techniques; rehearsal of coping self-
statements; communication skills training and
cognitive restructuring. Duration 12 weeks.

CBT (n=18)

12 x 90-minute sessions including: information
about fibromyalgia and theory of pain perception,
relaxation training, cognitive restructuring,
assertiveness training, behavioural goal setting,
problems solving, and training in outcome

Population

Vulvar vestibulitis
(dyspareunia)

N=87 (58 relevant
to this protocol)

Age - Mean (SD):
26.8 (5.4) years

Duration of pain,
at least 6 months,
mean
Biofeedback 63.4
(65.2), CBT 52.3
(41.0) months

Fibromyalgia

N=47 (30 relevant
to this protocol)

Outcomes

At post
intervention (12
weeks):

e Discontinuation
e Pain reduction

At unclear follow-
up (assumed >3
months):

e Quality of life
e Discontinuation
e Pain reduction

Comments
reported — not
relevant, not
extracted

3 arm trial. Third arm
(vestibulectomy)
excluded from this
analysis.

Serious indirectness
of CBT intervention:
included education
and relaxation
elements

3 arm trial. Third arm
(CBT and hypnosis)
excluded from this
analysis.
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Study

Castel 201292

Intervention

and comparison Details

CBT
Vs.
Usual care

generalization and maintenance of gains. In the
last 20 minutes of the group CBT sessions,
participants received a group session of relaxation
training, which consisted of 5 minutes of relaxing
different parts of the body by means of sensation
awareness. Then, for 10 minutes, participants
focused on diaphragmatic breathing and finally,
feelings of well-being and general relaxation were
suggested for the last 5 minutes. Following the
first relaxation training session, the participant
was given an audio CD of a relaxation exercise to
listen to at home.

Vs.

Usual care (n=12)

Standard medication management conventional
pharmacological treatments including analgesics,
antidepressants, sedatives and myorelaxants, as
appropriate.

CBT (n=34)

14 x weekly 120 minute group sessions including
education about FM and pain perception theory,
Schultz Autogenic training, cognitive restructuring
techniques, CBT for insomnia, assertiveness
training, activity pacing and pleasant activity
scheduling training, goal setting and life values
and relapse prevention. Participants were given a
manual describing the contents of the programme,
a CD to practice Schultz Autogenic training at
home and record sheets to register practices of
CBT contents. Duration 14 weeks.

Vs.

Usual care (n=30)

Population Outcomes
Age - Mean (SD):

44.2 (10.2) years

Duration of pain,
at least 6 months,
mean 11 (10.2)
years

Gender (M:F):
2/37

At 6 months
follow up:

e Quality of life

e Sleep

e Discontinuation
e Pain reduction

Fibromyalgia

N=93 (64 relevant
to this protocol)

Age - Mean (SD):
49.6 (6.8) years

Duration of pain
CBT 13.6 (9.2)
control 11.6 (6.9)
years

96.8% female

Comments

Serious indirectness
of CBT intervention:
included education
and relaxation
elements

3 arm trial. Third arm
(CBT and hypnosis)
excluded from this
analysis.

Serious indirectness
of CBT intervention:
included relaxation
and education
elements.

Hospital Anxiety and
Depression scale
reported as total
score — not validated
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Study

Castro 2012%

Edinger 200546

Intervention

and comparison Details

CBT
Vs.
Usual care

CBT

Vs.

Sleep hygiene
Vs.

Usual care

Conventional pharmacological treatments
including analgesics, antidepressants,

anticonvulsants and myorelaxants as appropriate.

CBT (n=48)

2-hour sessions of CBT per week, for ten weeks
(no further details provided).

Vs.

Usual care (n=47)

Standard care (no further details provided).

CBT (n=18)

6 x weekly individual sessions (1st session 45-60
minutes, subsequent sessions 15-30 minutes) led
by 2 licensed clinical psychologists. During the
initial session, recipients listened to an
audiocassette cognitive therapy module designed
to correct misconceptions about sleep needs and

Population

Chronic MSK pain
N=95

Age - Mean (SD):
CBT 45.9 (8.1)
years, standard
care 48.7 (14.3)
years

Duration of pain
at least 3 months

Fibromyalgia and
insomnia

N=47

Outcomes

At post
intervention (10
weeks):

e Quality of life
e Discontinuation
e Pain reduction

At post
intervention (6
weeks) and 6
month follow up:

o Quality of life
e Sleep

Comments

for use in this way so
not extracted.

Unclear outcome:
MOS sleep problems
index scale info not
reported. CBT group
results higher than
usual care indicating
worse problems
(from other studies)
but discussion
suggests
improvement after
CBT.

No further info on
location or cause of
pain

Insomnia symptom
questionnaire
extracted as it
provides an overall
measure of sleep
problems, but scale
not reported. Also
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Study

Intervention

and comparison Details

Population
the effects of aging, circadian rhythms, and sleep
loss on sleep/wake functioning. The therapist then
provided verbal and written (pamphlet) stimulus
control instructions encouraging the following: (a)
a standard rising time, (b) exiting bed during
extended awakenings, (c) using the bedroom only
for sleep and s2ex, and (d) avoiding daytime
naps. An initial time in bed prescription set atthe ~ Gender (M:F):
average baseline log sleep time plus 30 minutes 2/45

was also provided to each patient. Remaining

sessions entailed reviewing instructions and

adjusting TIB. Duration 6 weeks.

Vs.

Sleep hygiene (n=18)

6 x weekly individual sessions (1st session 45-60

minutes, subsequent sessions 15-30 minutes) led

by 2 licensed clinical psychologists. During the

initial session, recipients listened to an

audiocassette that provided them generic sleep

education (i.e., descriptions of sleep stages and

sleep architecture).The therapist then provided

verbal and written (pamphlet) instructions to (a)

limit caffeine and alcohol, (b) engage in regular

moderate exercise, (c) have a light bedtime snack

(e.g., cheese or yogurt), and (d) keep the

bedroom dark, quiet, and cool. During subsequent

sessions, the therapist reviewed and individually

tailored SH therapy recommendations to address

adherence issues. Duration 6 weeks.

Vs.

Usual care (n=11)

No behavioural therapy but met weekly with a
study coordinator to provide sleep log/actigraphy
data and to complete questionnaires while

48.6 (8.2) years

Duration of pain
not reported.

Age - Mean (SD):

Outcomes
e Discontinuation
e Pain reduction

Comments
reported: sleep
efficiency, total wake
time, total sleep
time, sleep latency,
and wake after
onset, all measured
by both sleep logs
and actigraphy.

Brief Pain Inventory
reported but unclear
which subscale
(intensity or
interference), so
McGill Pain
Questionnaire
extracted instead.
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Study

Friesen 2017165

Funch, 1984166

Intervention
and comparison

CBT
Vs.
Usual care

Biofeedback
VS.
Relaxation

Details

continuing their ongoing FM medical care. After
follow-up assessment, offered CBT.

CBT (n=30)

The Pain Course - 5 online lessons (images and
text in slide show format), lesson summaries
(similar to a self-help book), homework
assignments, additional resources and
standardised automated weekly emails to
reinforce course completion, encourage use of
skills etc. Access to patient stories demonstrating
skills. Weekly 5-10 minute telephone contact with
a doctorate-level clinical psychology graduate
student (supervised by a registered psychologist)
to summarise content, answer questions,
reinforce progress, encourage skills, but no
therapeutic advice. Duration 8 weeks.

Vs.

Usual care (n=30)

Waiting list. Offered access to the pain course
once the 8 week waiting period had elapsed.

Biofeedback (n=27)

Grass Model 7 polygraph with 4 7P3 amplifiers
and either a Dana Model 4600 Digital Multimeter
with multiple range shift or a Wavetech Model 180
sweep/function generator was used. Output from
integrated amplifiers with a 0.5-s time constant
was fed directly into one of the 2 instruments.
Silver-silver chloride electrodes were taped
bilaterally over the masseteric area. At the initial
session the patient was asked to bite down and
observe the numbers on the meter increase or the
frequency of the audio tone increase. Patients
then received 10 1 minute trials with a minimum of
15-s inter-trial interval. Also given general

Population

Fibromyalgia
N=60

Age - Mean (SD):
48 (11) years

Duration of pain
at least 3 months

Gender (M:F):
3/57

Temporomandibul
ar joint pain

N=57

Duration of pain,
at least 2 years

Age - Mean (SD):
relaxation 35.6
(12.7) years,
biofeedback 43
(15) years

Outcomes

At post
intervention (8
weeks):

o Quality of life

e Psychological
distress

e Pain
interference

e Pain self-
efficacy

e Discontinuation
e Pain reduction

At post
intervention (12
weeks):

e Pain reduction

Comments

4 week follow up
outcomes only
reported for
intervention group,
not extracted as not
analysable.

Serious indirectness
of the biofeedback
intervention:
included relaxation
elements.
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Study

Goldway 2019

187

Intervention

and comparison Details

Biofeedback
Vs.
Attention control

instructions to practice relaxation for 20 minutes
each day. Duration: average 12 weeks.

Vs.
Relaxation (n=30)

3 x 20 minute recorded relaxation tapes and daily
muscle relaxation practice. Duration: average 12
weeks.

Biofeedback (n=31)

Neurofeedback - 10 biweekly sessions, each
composed of training to down-regulate Amygdala
Electrical fingerprint using an auditory interface (in
which the neural signal correlated with the volume
of a soft piano tune; sessions 1, 3 & 5), an
animated scenario interface (a 3D audio-visual
animated scenario in which the neural signal is
correlated with the level of unrest in a scenario
where virtual characters in a waiting room become
impatient, leave their seats and gesture loudly at
the front desk receptionist; sessions 2, 4 & 6), or
both (sessions 7, 8, 9 & 10). Within each session,
NF trials contained two conditions: rest and
regulate. Participants were instructed to modulate
the interface only during the regulate condition.
The real-NF group received feedback reflecting
their Amyg-EFP signal level modulation.

Vs.
Attention control (n=12)

Sham neurofeedback. 10 biweekly sessions, each
composed of training to down-regulate Amygdala
Electrical fingerprint using an auditory interface (in
which the neural signal correlated with the volume
of a soft piano tune; sessions 1, 3 & 5), an
animated scenario interface (a 3D audio-visual

Population

Fibromyalgia
N=43

Age — mean (SD):
intervention 35.5
(12.6) years,
sham 35.9 (10.6)
years

Duration of pain
Biofeedback, 4.3
(4.1), Attention
control 41. (4.4)
years

Outcomes

At post
intervention (5
weeks) and mean
16.2 (8.72)
months:

e Psychological
distress

e Sleep
e Discontinuation
e Pain reduction

Comments
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Study

Hallman
2011201

Intervention
and comparison

Biofeedback
Vs.
Usual care

Details

animated scenario in which the neural signal is
correlated with the level of unrest in a scenario
where virtual characters in a waiting room become
impatient, leave their seats and gesture loudly at
the front desk receptionist; sessions 2, 4 & 6), or
both (sessions 7, 8, 9 & 10). Within each session,
NF trials contained two conditions: rest and
regulate. Participants were instructed to modulate
the interface only during the regulate condition.
The control group received feedback reflecting a
pre-recorded Amyg-EFP signal obtained from
another successful participant in the real-NF
group, indicating approximately 85 percent
success in each session.

Biofeedback (n=12)

First training session to assess resonance
frequency. Session 2-9, respiratory pacer was set
at the particular frequency found in the previous
session. Each session included four five-minute
periods of resonant breathing with two minutes of
rest after each period. Subjects received visual
HRV feedback during resonance frequency
breathing. They were instructed to try to maximize
their peak-to-peak HRV as well as to attain the
phase between respiration and HRV changes as
closely as possible. Between sessions, subjects
were instructed to practice paced breathing for at
least 15 min a day, five days a week using a
regular watch as a pacer and also given pacer
software to use on their home computer. Duration:
10 weeks.

Vs.

Usual care (n=12)

Population

Stress-related
chronic neck pain

N=24

Age - Mean
(range): 40.5 (25-
50) years

Duration of pain
at least 6 months,
mean
biofeedback 5.7
(5.5), usual care
6.0 (3.4) years

Outcomes

At post
intervention (10
weeks):

o Quality of life

e Physical
function

e Psychological
distress

e Discontinuation

Comments

Control group

took part in the
breathing protocol in
Session 1 and 10 in
order to measure
changes in heart
rate variability.
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Study

Hedman-
lagerlof 201821°
Hedman-

lagerlof 2019
216

Jensen 2012233
(Wicksell
2013%64)

Intervention
and comparison

CBT
Vs.
Usual care

ACT
Vs.
Usual care

Details

Instructed to perform their usual activities and
were not refrained from any pharmacological or
behavioural treatment,

besides those stated as exclusion criteria

CBT (n=70)

Internet-delivered exposure therapy - 8 modules
on the role of avoidance behaviours;
psychoeducation about exposure; identification of
personal avoidance behaviours; design of
individually tailored exposure exercises based on
refraining from avoidance behaviours and
approaching situations or behaviours normally
avoided. Progress monitored by a therapist
(licensed psychologists/graduate psychology
students), regular contact 1-3 times/week through
text messages to guide, assist with problem-
solving and remind participants to logon if they
had been inactive. Relapse prevention program
including an intervention on life values and
scheduled mindfulness practices as a way to
facilitate exposure. Duration 10 weeks.

Vs.

Usual care (n=70)

Waiting list.

ACT (n=25)

12 x weekly 90 minute sessions in groups of 6
participants conducted by 2 CBT-trained
psychologists (10 sessions) and 1 CBT-trained
physician (2 sessions) organised in to 4 phases -
phase 1 (preparing for behaviour change)
dysfunctional character of long-standing pain
syndromes were discussed; phase 2 (shifting
perspective) clarification of individual life values
combined with an exercise in evaluating previous

Population

Fibromyalgia

N=140

Age - Mean (SD):

50.3 (10.9) years

Duration of pain,
mean 10.1 (7.5)
years

Gender (M:F):
3/137

Fibromyalgia

N=43

Age - Mean (SD):

45.1 (6.6) years

Duration of pain
CBT 10.5 (1.2),

Outcomes

At post
intervention (10
weeks)

o Quality of life

¢ Physical
function

e Psychological
distress

e Sleep
e Discontinuation
e Pain reduction

At post
intervention (12
weeks) and 3
month follow up:

e Quality of life

o Psychological
distress

e Pain
interference

Comments

Outcomes also
reported at 6 and 12
months but no
comparative data
because waiting list
group started
intervention at 10
weeks.

Serious indirectness
of CBT intervention:
included education
and mindfulness
elements.
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Study

Karlsson
2015245

Intervention

and comparison Details

CBT
Vs.
Usual care

strategies to reduce pain; phase 3 (values
oriented behaviour activation) short and long term
behaviour goals based on identified life values;
phase 4 (acceptance and cognitive diffusion)
emphasis on utility of a more flexible behavioural
repertoire in relation to pain and distress,
strategies practiced in sessions and in homework
assignments . Duration 12 weeks.

Vs.

Usual care (n=18)

Waiting list.

CBT (n=24)

20 x 3 hour group CBT sessions (5-7 per group)
over 6 months plus 3 x 3 hour booster sessions
over the following 6 months by 2 psychologists
trained in CBT. Components included knowledge,
self-monitoring, behavioural skills training,
cognitive restructuring, and life value issues.
Therapeutic material included case illustrations,
audio-visual material, readings, hand-outs,
exercises, and thematic discussions. Homework
assignments were applied between each session
and included self-monitoring by simple diaries as
well as a booklet with behavioural and cognitive
exercises. A short relaxation technique
(Jacobsen’s progressive relaxation technique)
was taught. Duration 12 months.

Vs.

Usual care (n=24)

Patients’ local physicians were responsible for the
every-day care of the patients. No restrictions in
changing medication or other treatment
modalities.

Population
control 11.8 (2.0)
years

All female

Fibromyalgia
N=48

Age - Mean (SD):
CBT: 48.3 (11.5)
years, usual care:
48.8 (6.5) years

Duration of pain,
at least 3 months,
mean CBT 5.3
(4.67) Usual care
5.0 (4.01)

All female

Outcomes
e Pain reduction

At 6 months:

e Psychological
distress

e Pain
interference

e Discontinuation
e Pain reduction

Comments

Serious indirectness
of CBT intervention:
included a relaxation
element.
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Study
Kemani 2015247

Lami 2018260

Intervention

and comparison Details

ACT
Vs.
Relaxation

CBT
Vs.
Usual care

ACT (n=30)

90 minute weekly sessions delivered by 5
therapists. A psychologist conducted10 sessions,
and a pain physician with a formal therapist
training in CBT and ACT conducted 2 sessions.
Intervention had 4 phases: (1) dysfunctional
character of pain symptoms and pain-related
behaviours discussed to reduce influence of pain
(2) workability of previous strategies to address
pain were evaluated and the utility of a more
flexible behavioural repertoire in relation to pain
and distress were emphasised. (3)
disengagement from verbal process, to decrease
the negative impact of thoughts and experience
on behaviour (4) participants defined short and
long term behavioural goals and practiced the

application of ACT strategies. Duration 12 weeks.

Vs.
Relaxation (n=30)

90 minute weekly sessions delivered by 5
therapists. Phases included (1) rational of using
relaxation in the context of longstanding pain and
a therapist guided in session practice of the long
version of progressive relaxation (2) conditioned
and differential relaxation was implemented, by
prompting participants to think about their

breathing and how this related to relaxation (3) the

final phase consisted of rapid relaxation and the

application of this in daily life. Duration 12 weeks.

CBT pain (n=42)
9 x 90 minute weekly group sessions led by

therapists with a high level of professional training

and experience in chronic pain and sleep
disorders. Based on fear-avoidance model of
chronic pain, aimed at modifying the

Population

Longstanding
pain for more than
6 months (88.3%
idiopathic pain)

N=60

Age - Mean (SD):
40.3(11.4) years

Duration of pain,
at least 6 months,
mean 9.9 (7.5)
years

Fibromyalgia and
insomnia

N=126

Outcomes

At post

intervention (12

weeks) and 6

month follow up:

o Quality of life

¢ Physical
function

e Psychological
distress

o Discontinuation

e Pain reduction

At post
intervention (9
weeks) and 3

months follow up:

o Quality of life

Comments

3 armed trial - CBT
pain vs. CBT
insomnia and pain
vs. usual care; CBT
arms compared
individually with
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Study

Lazaridou
2017265

Intervention

and comparison Details

CBT
Vs.
Pain education

reinforcement contingencies that maintain pain
behaviours and dysfunctional attitudes and
emotional reactions. Participants given a therapy
manual containing information and tasks involved
in each session. Duration 9 weeks.

Vs.

CBT insomnia and pain (n=42)

9 x 90 minute weekly group sessions led by
therapists with a high level of professional training
and experience in chronic pain and sleep
disorders. Covered the same objectives as CBT-
pain and extended them to a sleep approach
through training in cognitive, affective and
behavioural skills for better management of sleep
problems. Based on recommendations of the
American Academy of Sleep and therapeutic
guidelines for insomnia. Participants given a
therapy manual containing information and tasks
involved in each session. Duration 9 weeks.

Vs.

Usual care (n=42)

No further details provided, but of the majority of
participants used antidepressants, anxiolytics,
anti-inflammatory drugs and/or analgesics.

CBT (n=8)

4 x 60-70 minute visits conducted by a licensed
clinical psychologist - sessions used active,
structured techniques to alter distorted thoughts,
with a focus on acquiring and practicing cognitive
and emotion-regulation skills. Techniques such as
relaxation, visual imagery, thought challenging,
and distraction were used. CBT prominently
emphasized in-vivo practice during each session,
and featured home practice using written

Population
Age - Mean (SD):
50.19 (8.24) years

Duration of pain
at least 6 months

All female

Fibromyalgia
N=16

Age - Mean (SD):
45.7 (12.2) years

Duration of pain
at least 1 year,

Outcomes

e Psychological
distress

e Sleep
e Discontinuation
e Pain reduction

At post
intervention (4
weeks):

e Psychological
distress

e Pain
interference

e Discontinuation
e Pain reduction

Comments

usual care but not
with each other for
analysis.

Study reports
‘Chronic pain self-
efficacy scale’ — sum
of scores for 3 sub
scales as a total
score not extracted
as not a validated
measure.

Serious indirectness
of both interventions:
included psycho
education and
relaxation elements.

Serious indirectness
of CBT intervention:
included relaxation
elements.
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Study

EFFIGACT
study trial:
Luciano
2014291
(Luciano
20172%)

Intervention
and comparison

ACT
Vs.
Usual care

Details

exercises. Cognitive restructuring was used to
help patients recognize the relationships between
thoughts, feelings and behaviours. Patients
learned to identify, evaluate, and challenge
negative thoughts and to diminish the degree of
catastrophizing about pain. Duration 4 weeks.

Vs.

Pain education (n=8)

Information about fibromyalgia and about chronic
pain. The sessions provided a variety of
information about the nature and presumed
causes of fibromyalgia, but they involved no active
skills training or homework assignments. Duration
4 weeks.

ACT (n=51)

8 x 2.5 hour weekly group sessions; 10-15
patients; covering exercises and topics within the
context of ACT practice and training; including
various types of formal mindfulness practice; daily
homework assignments of 15-30 minutes; led by a
clinical psychologist . Duration 8 weeks.

Vs.

Usual care (n=53)

Waiting list - no active treatment and offered
preferred intervention at study conclusion.

Population
mean 12.5 (12.2)
years

Gender (M:F):
3/13

Fibromyalgia

N=156 (104
relevant to this
protocol)

Age - Mean (SD):
ACT group: 48.88
(5.94) years,
waiting list:48.28
(5.71) years

Duration of pain
approximately 13
years

Gender (M:F): not
reported

Outcomes

At post
intervention (8
weeks) and 6

months follow up:

o Quality of life

e Psychological
distress

e Use of
healthcare
services

e Discontinuation
e Pain reduction

Comments

3 arm trial. Third arm
(recommended
pharmacological
treatment) excluded
from this analysis.
Serious indirectness
of ACT intervention:
included mindfulness
elements.
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Study

Lumley,
2017294

Pain and Stress
Treatment for
Fibromyalgia
(PAST-FM) trial

Martinez
2014299

Intervention

and comparison
CBT

Vs.

Education

CBT
Vs.
Sleep hygiene

Details

CBT (n=75)

8 x 90 minute weekly sessions with a therapist
(with doctoral degrees and experience in CBT
pain management) focussing on coping and skills
training for pain and symptom management. Each
session included a topic driven brief lecture,
teaching and practice of a skill and homework
applying skills to everyday life e.g. self-monitoring,
time-based pacing, guided imagery, cognitive
reframing and goal setting. Duration: 8 weeks.
Vs.

Education (n=76)

8 x 90 minute weekly sessions with a therapist
(nurse educator) covering the history and
diagnosis of fibromyalgia, assessment of pain,
fibromyalgia mechanisms, comorbid disorders,
medications, evaluating fibromyalgia research and
using the internet for information on health care.
Duration: 8 weeks.

CBT (n=32)

6 x 1.5 hour group sessions (5—6 participants)
once a week led by 3 female therapists with
experience in the management of chronic pain
and sleep disorders. Session 1: focused on
information about the relationship between sleep
and FM, basic notions about sleep, and sleep
hygiene education. Session 2: instructions for
applying sleep restriction and stimulus control.
Session 3: training physiological deactivation
procedures (slow breathing, passive relaxation
and imagery training). Sessions 4 and 5: cognitive
therapy to change negative thoughts about
insomnia through verbal discussion and
behavioural experiments. Session 6: maintaining

Population
Fibromyalgia

N=230 (151
relevant to this
protocol)

Age — Mean (SD):
49.13 (12.22)
years

Duration of pain,
mean 13.61
(10.52) years

94% female

Fibromyalgia and
insomnia

N=64

Age - Mean (SD):
47.58 (6.82) years

Duration of pain
at least 6 months,
mean 14.33
(9.17) years

All female

Outcomes

At post treatment
(10 weeks) and 6
month follow up:

o Quality of life

¢ Physical
function

e Psychological
distress

e Sleep

e Use of health
care services

e Discontinuation
e Pain reduction

At post
intervention (6
weeks):

o Quality of life

e Psychological
distress

e Pain self-
efficacy

e Sleep
e Discontinuation
e Pain reduction

Comments

3 armed trial — 3
arm not reported
here (emotional
awareness and
expression therapy
including prolonged
exposure,
expressive writing
etc.).

Serious indirectness
of CBT intervention:
included relaxation
elements.

Serious indirectness
of CBT intervention:
included relaxation
elements

3 and 6 month follow
up also reported but
sleep hygiene group
had CBT directly
following intervention
phase, so
comparisons no
longer appropriate
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Study

Masheb
2009300

Intervention

and comparison Details

CBT
Vs.
Psychotherapy

achievements and preventing relapses. Duration 6
weeks.

Vs.

Sleep hygiene (n=32)

6 x 1.5 hour group sessions (5—6 participants)
once a week led by 3 female therapists with
experience in the management of chronic pain
and sleep disorders. Aim of the intervention only
to provide training about sleep hygiene rules.
Session 1: participants given the same
information about sleep as those in the CBT-I
program. Session 2: sleep hygiene rules related to
environmental factors (e.g. noise, temperature,
light). Session 3: learning about lifestyle factors
that influence sleep (use of stimulants and other
substances). Sessions 4 and 5: information about
diet and physical exercise, respectively. Session
6: maintaining achievements and preventing
relapses, as in the CBT-I program. Duration 6
weeks.

CBT (n=25)

10 x weekly individual 60-minute sessions by
doctoral level research therapists to assist
participants in taking control of pain by creating
understanding of the relationship of thoughts,
feelings and behaviours. Participants taught self-
management skills that alter thoughts, feelings
and behaviours. 3 overlapping phases: orientation
to a self-management approach, skills acquisition,
and skills practice. Motivational enhancement,
role-playing, problem-solving, and contingent
reinforcement to increase patient adherence. Final
component of each session involved session
review and collaboration in the development of
goals and homework for the coming week. Self-

Population

Vulvodynia
N=50

Age - Mean (SD):
43 (12.1) years

Duration of pain
at least 6 months,
mean 8.4 (7.8)
years

Outcomes

At post
intervention (10
weeks) and 1
year follow up:

e Psychological
distress

e Discontinuation
e Pain reduction

Comments

Study reported
Multidimensional
pain inventory pain
intensity sub scale
and McGill pain
questionnaire, McGill
extracted as MPI
scale unclear (says 3
items 0-6, but total
scores are e.g. 1.8,
seems like an
average).

Serious indirectness
of CBT intervention:
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Study

Intervention

and comparison Details Population

management skills included behavioural, sex
therapy, cognitive, and relaxation skills that were
practiced in session and at home. Behavioural
skills included gate control, activity pacing, and
goal setting. Sex therapy skills included sensate
focus and assertive communication regarding
sexual relations. Cognitive component involved a
series of cognitive skills: identifying triggers for
negative mood states, identifying automatic
negative thoughts, identifying cognitive distortion
associated with the automatic negative thought,
challenging negative thoughts, and restructuring
the negative thought. Relaxation skills:
diaphragmatic breathing, progressive muscle
relaxation, and relaxation that was specific to the
pelvic floor musculature. Duration 10 weeks.

Vs.

Supportive psychotherapy (n=25)

10 x weekly individual 60-minute sessions by
doctoral level research therapists. Non-directive
talk therapy that lacks specific behavioural
interventions. Therapists assisted participants in
expressing feelings while not making specific
suggestions for how the person might wish to
change. The therapist’s role was to have
unconditional positive regard, to engage in
empathic understanding, and to mirror. Sessions
began with, “How has your week been generally
and with regard to your vulvar pain?” The
remainder of each session was directed by the
participant, unstructured, and generally focused
on complaints of vulvar pain and associated
problems. Therapists did not make interpretations,
problem-solve, challenge or restructure

Outcomes

Comments

included relaxation
elements.
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Study

Mcbeth 2012304
Beasley 20154

McCrae 2018
310

SPIN (Sleep
and Pain
Interventions in
Fibromyalgia)
trial

Intervention
and comparison

Telephone CBT
Vs.
Usual care

CBT for pain

Vs

CBT for insomnia
Vs

Usual care

Details

cognitions, or initiate goal-setting. Duration 10
weeks.

Telephone CBT (n=112)

Delivered by 4 therapists: initial 45-60 minute
assessment, 7 x 30-45 minute weekly sessions, 1
session 3 months and 6 months after
randomisation. 2-3 patient-defined goals. Patients
received a self-management CBT manual
including stories of fictitious patients using specific
CBT techniques (behavioural activation, cognitive
restructuring and lifestyle changes) to enable an
informed choice on which form they preferred.
Sessions 2 to 9 involved implementing CBT
techniques, working toward goals, and problem
solving barriers to improvement. Later sessions
focused on relapse prevention. Duration 6
months.

Vs.

Usual care (n=109)

No drugs approved for use in fibromyalgia, and
access to CBT or exercise programs is limited, if
available at all. Received the usual care from their
family physician, although the precise care
delivered, was not reported.

CBT for pain (n=37)

8 individually delivered 50 minute sessions by pre-
doctoral students in clinical psychology.
Treatment developed by psychologists who
provided training, weekly supervision, and on-
going monitoring.

Participants were given a workbook detailing
treatment instructions and rationale. They were
questioned during sessions about home practice
of techniques and procedural modifications were

Population

Fibromyalgia
N=442 (221
relevant to this
protocol)

Age - Mean (SD):
56 (13) years

Duration of pain
not reported.

70.5% female

Fibromyalgia and
insomnia

N=113

Age — mean (SD):

CBTp 51.54
(10.62) years,
CBTi 54.13
(11.03) years,

Outcomes

At 9 months (3

months follow up):

o Quality of life
e Sleep
e Discontinuation

At post
intervention (8
weeks) and 6
months:

e Psychological
distress

e Pain
interference

e Sleep
e Pain

Comments

3 arm trial, third arm
(combined exercise
and CBT) excluded

from this analysis.

Serious indirectness

of CBT interventions:

included sleep
hygiene and
relaxation elements.
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Study

Intervention

and comparison Details
adopted as needed (e.g. pacing activities
differently and adjusting bed/wake times).
Interventionists encouraged adherence and
emphasized the importance of regular home
practice, which was monitored by daily practice
logs. Session topics: pain education and
diaphragmatic breathing, progressive muscle
relaxation, activity-rest cycle and autogenic
relaxation, visual imagery, cognitive therapy (3
sessions), review of skills and long-term
maintenance.
Vs.

CBT for insomnia (n=39)

8 individually delivered 50 minute sessions by pre-

doctoral students in clinical psychology.
Treatment developed by psychologists who
provided training, weekly supervision, and on-
going monitoring. Participants were given a
workbook detailing treatment instructions and

rationale. They were questioned during sessions
about home practice of techniques and procedural

modifications were adopted as needed (e.g.
pacing activities differently and adjusting
bed/wake times). Interventionists encouraged
adherence and emphasized the importance of

regular home practice, which was monitored by

daily practice logs. Session topics: sleep
education, sleep hygiene and stimulus control,

relaxation, sleep restriction, cognitive therapy (3

sessions), review of skills and long-term
maintenance.

Vs.
Usual care (n=37)
Waiting list

Population Outcomes
waiting list 52.27

(11.19) years

Duration of pain
at least 6 months,
mean CBTp 94.64
(76.16) months,
CBTi 114.52
(91.10) months,
waiting list 109.46
(88.62) months

Comments
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Study

Menzies
2006315

Menzies
2014314

Intervention

and comparison Details

Relaxation
Vs.
Usual care

Relaxation
Vs.
Usual care

Relaxation (n=24)

3 x 20 minute guided imagery audiotapes. First
tape: training to develop familiarity with relaxation
and imagery, muscle relaxation and release of
tension, signal breath practiced daily for 2 weeks.
Second tape: shortened version of the signal
breath relaxation script, followed by imagery of a
pleasant scene, practiced daily for 2 weeks. Third
tape: reinforced the signal breath conditioning for
relaxation, instructed to imagine themselves
walking onto a theatre stage where they were to
perform actions and behaviours that represented
how they would most like to be when they are free
of all symptoms of FM (end state imagery),
practiced daily for 2 weeks. During a 4-week
follow-up, participants could choose to use any of
the three tapes in any order and were requested
to use at least one of the tapes once daily.
Duration 10 weeks.

Vs.

Usual care (n=24)

No further details provided.

Relaxation (n=36)

3 x 20 minute guided imagery audiotapes. First
tape: training to develop familiarity with relaxation
and imagery, muscle relaxation and release of
tension, signal breath practiced daily for 2 weeks.
Second tape: shortened version of the signal
breath relaxation script, followed by imagery of a
pleasant scene, practiced daily for 2 weeks. Third
tape: guided the participant on an imaginary
journey through their immune system, practiced
daily for 2 weeks. During a 4-week follow-up,
participants could choose to use any of the three
tapes in any order and were requested to use at

Population
Fibromyalgia

N=48

Age - Mean (SD):
49.6 (10.53) years

Duration of pain
not reported.

Gender (M:F):
1/47

Fibromyalgia
N=72

Age — Mean (SD):
46.9 (12.8) years

Duration of pain
not reported

All female

Outcomes

At post
intervention (10
weeks):

o Quality of life

e Pain self-
efficacy

e Pain reduction

At post

intervention (10

weeks):

e Psychological
distress

e Pain
interference

e Pain self-
efficacy

e Discontinuation

e Pain reduction

Comments

Pain reported by
McGill pain
questionnaire short
form (total score 0-
45 plus sub scale
reported); extracted
pain VAS sub scale
only, as this is the
most commonly
reported.
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Study

Miro 201131®

Parra-delgado
2013445

Intervention

and comparison Details

CBT
Vs.
Sleep hygiene

Mindfulness
Vs.
Usual care

least one of the tapes once daily. Duration 10
weeks.

Vs.
Usual care (n=36)

Asked to maintain their current care practices in
managing FMS symptoms. All participants were
asked not to initiate any new treatments, if
possible, for the duration of their 10-week
participation.

CBT (n=22)

6 x weekly 90 minute group sessions (5-6
participants) led by 3 female CBT experts with
experience in FM. Information about relationship
between FM and sleep and sleep hygiene
education; sleep restriction and stimulus control
instructions; relaxation training; cognitive therapy
for dysfunctional beliefs related to insomnia;
maintaining achievements and preventing
relapses. Duration 6 weeks.

Vs.

Sleep hygiene (n=22)

6 x weekly 90 minute group sessions (5-6
participants) led by 3 female CBT experts with
experience in FM. Information about relationship
between FM and sleep and sleep hygiene
education; sleep hygiene rules related to
environmental factors; lifestyle factors that
influence sleep; information about diet and
physical exercise; maintaining achievements and
preventing relapse. Duration 6 weeks.

Mindfulness (n=17)
Mindfulness based cognitive therapy. 8 x

structured 2.5 hr group sessions led by a therapist

with certified training in MBCT. Practical

Population

Fibromyalgia and
insomnia

N=44

Age - Mean (SD):
46.45 (7.03) years

Duration of pain
mean 4.47 (3.83)
years

All female

Fibromyalgia

N=33

Outcomes Comments
At post Serious indirectness
intervention (7 of CBT intervention:
weeks): included education
e Quality of life and relaxation
e Psychological ElRELE:

distress
e Sleep

e Discontinuation
e Pain reduction

At post
intervention (3
months) and 3
month follow up:
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Study

Peski-
oosterbaan
1999452 (Van
peski-
oosterbaan
1999549)

Intervention
and comparison

CBT
Vs.
Usual care

Details

mindfulness exercises with a focus on pain-
related stimuli and aiming to teach patients to
relate pain experiences to thoughts and feelings in
a different way psycho-educational activities on
causes and development of depression and
anxiety; identification of methods of self-care;
formal practice at home (body scanning,
sitting/walking medication, mindful breathing) 6
days a week. Duration 3 months.

Vs.

Usual care (n=16)

Usual medication, medical visits, rehabilitation
sessions and activities proposed by the
Fibromyalgia Association.

CBT (n=36)

4 to 12 weekly sessions of 45-60 minutes,
depending on severity of problem, final 1 or 2
sessions were monthly, maximum duration of
therapy was 6 months, delivered by physicians
with basic training in CBT and a senior
psychologist. Written information about therapy,
procedures, alternative explanations, related
factors and possible consequences of the
complaints. First session: physical symptoms,
results of medical investigations, coping
strategies. Sessions 2-4: breathing and relaxation.
Subsequent sessions: identifying and challenging
irrational beliefs using diaries. Session 8 and on:
behavioural experiments to challenge negative
thoughts. Duration up to 6 months.

Vs.

Usual care (n=36)

Free to use health resources as they saw fit.

Population

Age - Mean (SD):
MBCT 53.13
(10.5) years,
usual care 52.69
(10.58) years

Duration of pain,
mean 21.27
(15.22)

All female

Non cardiac chest
pain

N=72

Age - Mean (SD):
48.9 (10.6) years

Duration of pain
not reported

Outcomes
o Quality of life

e Psychological
distress

e Discontinuation

At 12 months:

e Psychological
distress

e Use of
healthcare
services

e Discontinuation
e Pain reduction

Comments

Serious indirectness
of CBT intervention:
included relaxation
elements.
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Study
Peters, 2017453

Picard 2013455

Intervention

and comparison
Internet CBT

Vs.

Usual care

Hypnosis
Vs.

Details

Internet CBT (n=116)

Each module provided online written information
about the topic of that week and practical
assignments. Assignments could either be
completed online or in a workbook that was
provided to participants at the start of the
intervention. To promote adherence, telephone
and e-mail support was provided by 5 graduate or
recently graduated students in Psychology. Every
participant had a single assistant assigned to
them. Main purpose of the program was to teach
participants more active ways of coping with their
pain and to improve their level of functioning. The
original Swedish texts were translated in Dutch
and slightly adapted to Dutch culture. The
program consisted of 7 modules teaching applied
relaxation, stretching exercises, cognitive
restructuring, and coping techniques. In module 2,
3, and 4 body scan exercises were provided, in
text and in mp3 format, and could be downloaded.
In the eighth module participants made a 6
relapse prevention plan, that is, how to continue
with the strategies they had learned.

Vs.

Usual care (n=51)

In the waiting list control group participants were
initially only given access to the online pre-
treatment questionnaires. After an 8-week waiting
period, participants were contacted and 1 asked
to complete the post measurements. After
completion, they could start with the treatment
program of their choice.

Hypnosis (n=31)
5 x 1 hour sessions (8, 15, 21 and 28 day
intervals) conducted by a psychologist qualified in

Population

Chronic MSK (2/3
fibromyalgia;
unclear other %
made up of back
neck shoulder

pain)

N=284 (167
relevant to this
protocol)

Age - Mean (SD):
49.4(11.5) years

Duration of pain
at least 3 months

(mean 11.95 (9.5)

years)

Fibromyalgia

Outcomes

At post
intervention (8
weeks):

¢ Physical
function

e Psychological
distress

e Discontinuation
e Pain reduction

At post
intervention (3

Comments

3 armed trial — 3
arm (internet based
positive psychology)
excluded.

Serious indirectness;
of the CBT
intervention:
included relaxation
elements.
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Study

Sanchez
2012477

Intervention
and comparison

Usual care

CBT
Vs.
Sleep hygiene

Details

hypnotherapy. Interventions were patient-tailored
and directed toward enhancing patient
competence and mastery in managing pain and
stress related to disease. Sessions involved
hypnotic induction, analgesic and non-analgesic
suggestions, including reinterpreting pain
sensation as numbness through the use of
imagery, improving individual coping, improving
stress-management skills and changing
relationship with disease. Patients instructed to
practice self-hypnosis daily. Duration 3 months.
Vs.

Usual care (n=31)

Waiting list. Allowed to continue pain medications
and antidepressants if necessary.

CBT (n=13)

2 sessions of individual interviews focusing on the
origin and evolution of the problem and domiciliary
polysomnography. 3 female CBT experts with
experience in FM provided the therapy guided by
a treatment manual designed for the study.
Treatment delivered in 6 x 90 minute weekly
group sessions including 5-6 participants.
Duration 6 weeks.

Vs.

Sleep hygiene (n=13)

Identical format to CBT but sessions focused on
sleep hygiene only. This included sleep hygiene
education, rules related to environmental and
lifestyle factors, and information about diet and
physical exercise, as well as goal making and
maintaining achievements. Duration 6 weeks.

Population
N=62

Age - Mean (SD):
hypnosis 48.1
(9.3) years,
waiting list 49.3
(8.5) years

Duration of pain
at least 6 months

All female
Fibromyalgia and
insomnia

N=26

Age - Mean (SD):
46.79 (5.15) years

Duration of pain,
mean 5.02 (4.28)
years

All female

Outcomes Comments

months) and 3
month follow up:

o Quality of life

e Psychological
distress

e Sleep
e Discontinuation
e Pain reduction

At post
intervention (6
weeks):

e Sleep
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Scheidt 2013480

Psychotherapy
VS.
Usual care

Psychotherapy (n=24)

25 weekly sessions of psychodynamic
psychotherapy specifically adapted to the needs
of patients with pain symptoms. Sessions lasted
between 50min to 1 hour. Treatment approach
based on a dysregulation model of psychosomatic
illness and on research on attachment styles and
affect regulation in somatoform disorders, with
integrated components of interpersonal therapy.
Duration 25 weeks.

Vs.
Usual care (n=23)

Treatment as usual, with 4 contacts during a 6
month period, each lasting about 10-15 minutes in
which patients were advised with regard to
medication and health behaviour and were
encouraged to increase physical activity and
gentle stretching exercises Duration 25 weeks.

Fibromyalgia
N=47

Age - Mean (SD):
48.76 (7.92) years

Duration of pain
8.12 (7.88) years

All female

At 12 month
follow up (18
months):

e Quality of life

¢ Physical
function

e Psychological
distress

e Pain
interference

e Discontinuation

Pain disability index
— extracted under
pain interference:
“assesses the
degree to which
chronic pain
interferes with daily
activities”.
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Study

Simister
2018494

Soares, 2002500

Intervention

and comparison Details

ACT
Vs.
Usual care

Education
Vs.

CBT Vs.
Usual care

ACT (n=33)

Online ACT programme under the guidance of a
registered psychologist - 7 modules, each
containing a written unit including metaphors,
experiential exercises and recurring vignettes
describing the experiences of 4 people with FM,
enhanced with audio recordings, videos and
experiential homework exercises. Completed at
own pace but encouraged to spend 1 week per
module, sent weekly email reminders. Duration 2
months.

Vs.

Usual care (n=34)

Treatment as usual - continued current treatment
regime such as guidance from GP. Prescribed
and over the counter analgesics were the most
commonly reported treatments (others included
mood stabilisers, anticonvulsants and
supplements). Participants additionally reported
spinal nerve blocks, massage, physiotherapy,
exercise programmes, acupuncture, heat/cold
therapy and dietary changes before the study.
Education (n=20)

2 individual sessions (2h each) and 15 groups
sessions (2 hours each, 3-5 patients in each
group) over a 10 week period (totalling 102
hours). Conducted by a licensed physiotherapist
and occupational therapist. The focus of the
intervention was on information about various
health-related topics, about: the body, FMS, pain,
sleep hygiene, stress, education, managing
crises, ergonomic education, and self-
management. An element of body awareness
training was also included.

Population
Fibromyalgia

N=67

Age - Mean (SD):
39.7 (9.36) years

Duration of pain,
mean 10.16
(7.83) years

95% female

Fibromyalgia
N=60

Age- Mean(SD)
45(9) years

Duration of pain
at least 2 years,
mean
42.77(39.01)
months

Outcomes

At post
intervention (2
months) and 3
month follow up:

o Quality of life

¢ Physical
function

e Psychological
distress

e Sleep
Discontinuation

e Pain reduction

At 10 weeks and
6 months:

o Quality of life

e Pain self-
efficacy

e Sleep
e Pain reduction
e Discontinuation

Comments

Serious indirectness:

some participants
used treatments
which would not be
considered usual
care, but unclear
how many.

Serious indirectness
of the CBT
intervention:
included relaxation
and biofeedback
elements.

ured Azewnd o1uoayo 1oy Adelsyy [ea160joyoAsd

NOILVLTINSNOD HO4 14vd(Q :uted d1uoiyy



bt
SHYMIA JU DUV Vi fUVIMIID  PYIMUOUS S4Yv IV UGUG TJIIN Y

Study

Thieme
2006°20Thieme
2007

Intervention

and comparison Details

CBT
Vs.

Behaviour
therapy

Vs.

CBT (n=20)

5 individual sessions (1h each) and 15 group
sessions (2h each/3-5 patients in each group)
over a 10 week period (totalling 120h of therapy).
Sessions were conducted by a licensed
psychologist/CB therapist. The intervention
focused mainly on the acquisition and
development of diverse skills to manage pain.
Practical management covered the types of pain,
and the 3 component model of pain, stress and its
reactions, behavioural patterns that increase the
risk for stress and ill health, how to create calm in
the week days, thought traps, attitudes and
patterns of thinking, problem solving, pain
management, environmental issues, self-
management, estimation of risk, plans and goals
for the future, maintenance and relapse.

Vs,

Usual care (n=20)

Waiting list control. No further details.

CBT (n=42)

15 x weekly 2 hour sessions co led by a
psychologist and a rheumatologist, conducted in
groups of 5 patients; spouses attended 4
sessions. Focus on patients' thinking and involved
problem-solving, stress and pain coping strategies
and relaxation. Patients taught the meaning of the
stress tension pain circle as a cognitive pain
model and learned coping strategies and the
reduction of catastrophising thoughts. Weekly
homework tasks, encouragement to engage in
physical activities, asked to reduce analgesic
medication at a gradual rate. Relaxation exercises
were also encouraged between the sessions.

Population

All female

Fibromyalgia

N=125 (85
relevant to this
protocol)

Age - Mean (SD):
47.46(9.75) years

Duration of pain
at least 6 months,
mean 8 (9.5)
years

Outcomes

At 12 months:

e Physical
function

e Use of health
care services

e Pain reduction

Comments

3 armed trial — 3
arm (general
discussions among
patients in groups
guided by therapists)
excluded from
analysis here.

Serious indirectness
of the CBT
intervention:
included relaxation
elements.
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Study

Intervention

and comparison Details

Therapists identified instances of maladaptive
thinking and encouraged the group to challenge
these instances and to provide more appropriate
interpretations and alternatives. Although the
importance of behaviour change was noted, the
focus of this treatment was on the change of
maladaptive thoughts and attitudes. Duration 15
weeks.

Vs.

Behaviour therapy (n=43)

15 x weekly 2 hour sessions co-led by a
psychologist and a rheumatologist, conducted in
groups of 5 patients; spouses attended 4 of the
sessions. Operant behaviour therapy based on
changing observable pain behaviours and
included video feedback of expressions of pain as
well as contingent positive reinforcement of pain
incompatible behaviours and punishment of pain
behaviours. Structured time-contingent exercises
were provided according to operant principles in
the sessions and as homework exercises.
Treatment also included time contingent intake
and reduction of medication, increase of bodily
activity, reduction of interference of pain with
activities, reduction of pain behaviours, and

training in assertive pain-incompatible behaviours.

Patients also engaged in role playing to reduce
pain behaviours and increase healthy behaviours.
Patients, spouses and group members used a
reinforced plan consisting of the presentation of a
red card when pain behaviours were displayed
and a green card when healthy behaviours were
displayed. Patients encouraged to increase
activity levels and reduce medication. Duration 15
weeks.

Population

All female

Outcomes

Comments
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Study
Turner, 2006°38

Van Santen,
2002551

Intervention

and comparison Details

CBT
Vs.
Education

Biofeedback
Vs.
Usual care

Cognitive behavioural therapy (n=79)

12 week intervention. 4 biweekly sessions over 8
weeks. Participants were given a manual with
materials to read between sessions and discuss in
sessions. Participants saw one of 3 licensed
clinical psychologists, and treatment was based
on standard CB pain therapies. The manual
included articles concerning psychological
aspects of pain, challenging negative thoughts
about pain, relaxation, and other behavioural
techniques for pain management, coping with pain
flare-ups, and relapse prevention. Also included
relaxation and breathing techniques.

Vs.

Education (n=79)

Same protocol but sessions didn't include specific
CBT techniques and conducted by patient
educations trained and supervised by a clinical
psychologist. No advice or recommendations
were given beyond the protocol and participants
were given information about TMD, general health
care information and reviewing each point in the
manual, as well as answering patient questions.

Biofeedback (n=56)

Individual 30 minute sessions twice weekly for 8
weeks, in a hospital.

In the first session patients were given general
suggestions to accomplish muscle relaxation and
were given feedback using a tonometer. In the
subsequent 15 sessions patients were taught the
progressive relaxation technique consisting of
alternately tightening and relaxation different
groups of muscles, led by a regular supervisor
(psychologist or physiotherapist). Also included
progressive relaxation technique twice daily at

Population
TMD pain

N=158

Age — Mean(SD)
36(10.9) years

Duration of pain
at least 3 months,
median 13.5
months (4-78
months)

Fibromyalgia

N=143 (85
relevant to this
protocol)

Age-
Mean(range):
43.9 (26-60)
years

Outcomes

At 12 weeks and
12 months:

¢ Physical
function

e Pain self-
efficacy

e Discontinuation
e Pain reduction

At 24 weeks:

e Quality of life
(Arthritis impact
measurement
scale)?

o Psychological
distress

e Pain reduction

e Discontinuation

Comments

3 arm trial. Third arm
(fitness training)
excluded from this
analysis

Patients in the
intervention group
also randomised to
receive an
educational
component aimed at
improving adherence
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Study

Viljanen
2003%%6

Williams
2010570

Intervention
and comparison

Relaxation
Vs.
Usual care

Internet CBT
Vs.
Usual care

Details

home using an audiotape. Half of individuals were
also randomised to receive an educational
program aimed to improve compliance, which
consisted of 6 health promotion sessions of 90
minutes each, spread over the 24 weeks.

Vs.
Usual care (n=29)

Control patients received the usual care at the
outpatient department and by their GP: this
included analgesics, NSAIDS, tricyclic
antidepressant agents if appropriate, and
physiotherapy and counselling was allowed

Relaxation (n=128)

Instructed by a physiotherapist 3 times a week, for
30 minutes for 12 weeks. Relaxation training
comprised various techniques training, functional
relaxation, and systematic desensitisation. 15
different techniques were incorporated into the
training during the 12 weeks. Exercises aimed to
teach participants to activate only those muscles
needed for different daily activities and to relax the
other muscles. Participants were taught to
perform the techniques independently from the
fifth week and to avoid unnecessary tension in the
neck muscles. Duration 12 weeks.

Vs.
Usual care (n=130)

Instructed not to change their physical activity or
means of relaxation during the 12 months of
follow up.

Internet CBT (n=59)

Web-enhanced behavioural self-management -
translated content from traditional face-to-face
cognitive-behavioural therapy for FM. 13 modules

Population Outcomes

Duration of pain
10.1 (range 1-38)
years in
biofeedback
group, 15.4,
range 3-40 in
control

Chronic non-
specific neck pain

At post
intervention (12
weeks) and 12
months (9 month

N=393
follow up):
Age - Mean (SD):  * Physical
' function

44(6.9) years
e Discontinuation

Duration of pain ¢ Pain reduction

at least 3 months,
mean 10.7(6.3)

years

All female

Fibromyalgia At post
intervention (6

N=118 months):

Comments

Serious indirectness
of biofeedback
intervention:
included relaxation
elements

3 armed trial — 3
arm (dynamic
muscle training)
excluded

Serious indirectness
of CBT intervention:
included education
elements
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1

Study

Woolfolk
2012577

Intervention

and comparison Details

CBT
Vs.
Usual care

segregated into three broad segments: (a)
educational lectures providing background
knowledge about FM as a disease state, (b)
education, behavioural, and cognitive skills
designed to help with symptom management, and
(c) behavioural and cognitive skills designed to
facilitate adaptive life style changes for managing
FM. Video lecture on the topic by a clinician
experienced in applying the selected topic with
respect to FM, written summaries of the video
lecture for reading or downloading, homework and
self-monitoring forms for applying the behavioural
strategies described in the video lecture, and
supplemental educational materials unique to
each topic. Duration 6 months.

Vs.

Usual care (n=59)

Usual and customary care from primary care
physician.

CBT (n=38)

Affective cognitive behavioural therapy: 10-
session, individually-administered, manualized
intervention including relaxation training, activity
regulation, facilitation of emotional awareness,
cognitive restructuring, and interpersonal
communication training. Duration 10 weeks.
Vs.

Usual care (n=38)

Treatment as usual - no further details.

See appendix D for full evidence tables.

Population

Age - Mean (SD):
50.46 (11.45)
years

Duration of pain
at least 3 months,
mean 9.4 (6.5)
years

Gender (M:F):
6/112

Fibromyalgia
N=76

Age - Mean (SD):
CBT 47.79 (9.28)
years, usual care
50.21 (10.14)
years

Gender (M:F):
9/67

Outcomes

¢ Physical
function

e Psychological
distress

e Sleep
e Discontinuation
e Pain reduction

At 3 months and 9
months:

e Pain reduction
e Discontinuation

Comments

Serious indirectness
of CBT intervention:
included relaxation
training.
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1

1.4.4 Quality assessment of clinical studies included in the evidence review

Table 3: Clinical evidence summary: CBT versus Usual care

Quality of life (EQ-5D) final values <3
months

Scale from: 0-1.

Quality of life (EQ-5D) final values >3
months

Scale from: 0-1.

Quality of life (EuroQoL VAS) final
values <3 months
Scale from: 0 to 100.

Quality of life (FIQ) final values <3
months - CBT for pain
Scale from: 0 to 100.

140
(1 study)
10 weeks

256
(2 studies)
6-9 months

113
(1 study)
9 weeks

99
(2 studies)
9-10 weeks

ISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision

SISISIS)
LOW1

due to risk of
bias

CISICIS)
VERY
LOW1,3,4
due to risk of
bias,
indirectness,
imprecision
CISICIS)
VERY
LOWA1,2,3
due to risk of
bias,
indirectness,
imprecision

The mean quality of
life (EQ-5D) final
values <3 months in
the control groups was
0.44

The mean quality of
life (EQ-5D) final
values >3 months in
the control groups was

0.59

The mean quality of
life (euroqol VAS) final
values <3 months in
the control groups was
53.49

The mean quality of
life (FIQ) final values
<3 months - CBT for
pain in the control
groups was

40.98

The mean quality of life (EQ-5D) final
values <3 months in the intervention
groups was

0.16 higher
(0.06 to 0.26 higher)

The mean quality of life (EQ-5D) final
values >3 months in the intervention
groups was

0.1 higher
(0.03 to 0.16 higher)

The mean quality of life (eurogol VAS)
final values <3 months in the
intervention groups was

6.96 higher

(1.23 to 12.69 higher)

The mean quality of life (FIQ) final
values <3 months - CBT for pain in the
intervention groups was

2.43 lower

(6.17 lower to 1.31 higher)
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Quality of life (FIQ) final values <3
months - CBT for pain + insomnia
Scale from: 0 to 100.

Quality of life (FIQ) final values >3
months - CBT for pain
Scale from: 0 to 100.

Quality of life (FIQ) final values >3
months - CBT for pain + insomnia
Scale from: 0 to 100.

Quality of life (SF36 mental composite)
final values <3 months - CBT for pain +
insomnia

Scale from: 0 to 100.

Quality of life (SF36 mental composite)
final values >3 months - CBT for pain +
insomnia

Scale from: 0 to 100.

(1 study)
9 weeks

73
(2 studies)
5 months

112
(2 studies)
5-9 months

13
(1 study)
6 weeks

24
(1 study)
8 months

CISISIS)
VERY LOW1,2
due to risk of
bias,
indirectness

CISISIS)
VERY LOW1,2
due to risk of
bias,
indirectness

SPISISIS)
VERY
LOW1,2,3,6
due to risk of
bias,
inconsistency,
indirectness,
imprecision

SPISISIS)
VERY LOW1,3
due to risk of
bias,
imprecision

(CIGISIS)
LOW1

due to risk of
bias

The mean quality of
life (FIQ) final values
<3 months - CBT for
pain + insomnia in the
control groups was
55.45

The mean quality of
life (FIQ) final values
>3 months - CBT for
pain in the control
groups was

59.68

The mean quality of
life (FIQ) final values
>3 months - CBT for
pain + insomnia in the
control groups was
60.86

The mean quality of
life (SF36 mental
composite) final values
<3 months in the
control groups was
45.5

The mean quality of
life (SF36 mental
composite) final values
>3 months - CBT for
pain + insomnia in the

The mean quality of life (FIQ) final
values <3 months - CBT for pain +
insomnia in the intervention groups was
0.37 higher

(7.38 lower to 8.12 higher)

The mean quality of life (FIQ) final
values >3 months - CBT for pain in the
intervention groups was

0.91 lower

(8.74 lower to 6.92 higher)

The mean quality of life (FIQ) final
values >3 months - CBT for pain +
insomnia in the intervention groups was
7.78 lower

(28.65 lower to 13.08 higher)

The mean quality of life (SF36 mental
composite) final values <3 months in
the intervention groups was

5.2 higher

(1.82 to 8.58 higher)

The mean quality of life (SF36 mental
composite) final values >3 months -
CBT for pain + insomnia in the
intervention groups was

11.3 higher

(9.05 to 13.55 higher)
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ontrol groups was

Quality of life (SF36) final values <3
months - Functional capacity
Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - Physical limitations
Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - General health
Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - Pain
Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - Vitality
Scale from: 0 to 100.

93
(1 study)
10 weeks

93
(1 study)
10 weeks

93
(1 study)
10 weeks

93
(1 study)
10 weeks

93
(1 study)
10 weeks

SPISISIS)
VERY LOW1,3
due to risk of
bias,
imprecision

SISISIS)
VERY LOW1,3

due to risk of
bias,
imprecision

SISISIS)
VERY LOW1,3

due to risk of
bias,
imprecision

S ISISIS)
VERY LOW1,3

due to risk of
bias,
imprecision

CISICIS)
VERY LOW1,3
due to risk of
bias,
imprecision

The mean quality of
life (SF36) final values
<3 months - functional
capacity in the control
groups was

32.9

The mean quality of
life (SF36) final values
<3 months - physical
limitations in the
control groups was
13.5

The mean quality of
life (SF36) final values
<3 months - general
health in the control
groups was

33.1

The mean quality of
life (SF36) final values
<3 months - pain in the
control groups was
33.1

The mean quality of
life (SF36) final values
<3 months - vitality in
the control groups was
28.2

The mean quality of life (SF36) final
values <3 months - functional capacity
in the intervention groups was

3.8 higher

(4.15 lower to 11.75 higher)

The mean quality of life (SF36) final
values <3 months - physical limitations
in the intervention groups was

8.9 higher

(0.95 to 16.85 higher)

The mean quality of life (SF36) final
values <3 months - general health in
the intervention groups was

9.1 higher

(0.96 to 17.24 higher)

The mean quality of life (SF36) final
values <3 months - pain in the
intervention groups was

0.7 higher

(6.26 lower to 7.66 higher)

The mean quality of life (SF36) final
values <3 months - vitality in the
intervention groups was

6.8 higher

(1 lower to 14.6 higher)
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Outcomes

Quality of life (SF36) final values <3
months - Social aspects
Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - Emotional limitations
Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - Mental health
Scale from: 0 to 100.

Quality of life (SF12 physical
component) final values <3 months
Scale from: 0 to 100.

Quality of life (SF12 mental
component) final values <3 months
Scale from: 0 to 100.

Physical function (WHO Disability
Assessment Schedule) final values <3

No of
Participants
(studies)
Follow up

93
(1 study)
10 weeks

93
(1 study)
10 weeks

93
(1 study)
10 weeks

60
(1 study)
8 weeks

60
(1 study)
8 weeks

140
(1 study)
10 weeks

Relative
effect
(95% CI)

Quality of the
evidence
(GRADE)

OO
VERY LOW1,3
due to risk of
bias,
imprecision

CISISIS)
VERY LOW1,3
due to risk of
bias,
imprecision

ISISIS)
VERY LOW1,3
due to risk of
bias,
imprecision

IS ISIS)
LOW1,3

due to risk of
bias,
imprecision

GISISIS)
LOW1,3

due to risk of
bias,
imprecision

(CICISIS)
LOW1,2
due to risk of

Anticipated absolute effects

Risk with Control

The mean quality of
life (SF36) final values
<3 months - social
aspects in the control
groups was 44.7

The mean quality of
life (SF36) final values
<3 months - emotional
limitations in the
control groups was
20.7

The mean quality of
life (SF36) final values
<3 months - mental
health in the control
groups was 44.2

The mean quality of
life (sf12 physical
component) final
values <3 months in
the control groups was
32.82

The mean quality of
life (sf12 mental
component) final
values <3 months in
the control groups was
38.95

The mean physical

function (who disability
assessment schedule)
final values <3 months

Risk difference with CBT versus
Usual care (95% CI)

The mean quality of life (SF36) final
values <3 months - social aspects in
the intervention groups was

5.3 higher

(3.04 lower to 13.64 higher)

The mean quality of life (SF36) final
values <3 months - emotional
limitations in the intervention groups
was

11.1 higher

(0.97 lower to 23.17 higher)

The mean quality of life (SF36) final
values =3 months - mental health in the
intervention groups was

5 higher

(3.29 lower to 13.29 higher)

The mean quality of life (sf12 physical
component) final values <3 months in
the intervention groups was

1.88 higher

(2.2 lower to 5.96 higher)

The mean quality of life (sf12 mental
component) final values <3 months in
the intervention groups was

0.67 higher

(4.51 lower to 5.85 higher)

The mean physical function (who
disability assessment schedule) final
values <3 months in the intervention
groups was

ured Asewd oluoayo 1oy Adelsyy [ea160joyoAsd

NOILVLTINSNOD HO4 14vd(Q :uted d1uoiyy



8V
SHYMM FU UULVIN Vi UVIMID  PYIMUSUL Sy IV UGUG JIN Y

months
Scale from: 0 to 100.

Physical function (FIQ physical
impairment sub scale) final values <3
months

Scale from: 0 to 27.

Physical function (FIQ physical
function sub scale) change scores <3
months

Scale from: 0 to 10.

Physical function (SF36 physical
function sub scale) final values >3
months

Scale from: 0 to 100.

Physical function (FIQ physical
function sub scale) change scores >3
months

Scale from: 0 to 10.

162
(1 study)
8 weeks

28
(1 study)
6 weeks

118
(1 study)
6 months

28
(1 study)
3 months

bias,
indirectness

S SISIS)
VERY

LOW1,2,3
due to risk of
bias,
indirectness,
imprecision
CISICIS)
VERY
LOWA1,2,3
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision

in the control groups
was 40.83

The mean physical
function (FIQ physical
impairment sub scale)
final values <3 months
in the control groups
was 20.63

The mean physical
function (FIQ physical
function sub scale)
change scores <3
months in the control
groups was 0.2

The mean physical
function (SF36
physical function sub
scale) final values >3
months in the control
groups was 38.9

The mean physical
function (FIQ physical
function sub scale)
change scores >3
months in the control
groups was

0.5

16.19 lower
(22.1 to 10.28 lower)

The mean physical function (FIQ
physical impairment sub scale) final
values <3 months in the intervention
groups was

2.69 lower

(4.6 to 0.78 lower)

The mean physical function (FIQ
physical function sub scale) change
scores <3 months in the intervention
groups was

0.5 lower

(1.95 lower to 0.95 higher)

The mean physical function (SF36
physical function sub scale) final values
>3 months in the intervention groups
was

2.2 higher

(0.92 lower to 5.32 higher)

The mean physical function (FIQ
physical function sub scale) change
scores >3 months in the intervention
groups was

1.1 lower

(2.43 lower to 0.23 higher)
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Psychological distress (Hamilton
Rating Scale for Depression; HADS
depression; Patient Health
Questionnaire-9; Symptoms Checklist
90-R depression; BDI) final values <3
months - CBT for pain

Psychological distress (Symptoms
Checklist 90-R depression; BDI) final
values <3 months - CBT for pain +
insomnia

Psychological distress (Hamilton
Rating Scale for Depression;
Symptoms Checklist 90-R depression;
HADS depression; Center for
Epidemiological Studies Depression
Scale; BDI) final values >3 months -
CBT for pain

Psychological distress (Symptoms
Checklist 90-R depression; BDI) final
values >3 months - CBT for pain +
insomnia

597
(6 studies)
8-10 weeks

118
(2 studies)
8-9 weeks

394
(5 studies)
5-12 months

95
(2 studies)
5-6 months

SPISISIS)
VERY
LOWA1,2,3,6
due to risk of
bias,
inconsistency,
indirectness,
imprecision

SSISIS)
VERY
LOW1,2,3,6
due to risk of
bias,
inconsistency,
indirectness,
imprecision

CISICIS)
VERY
LOW1,2,6
due to risk of
bias,
inconsistency,
indirectness

SISISIS)
VERY

LOW1,2,3,6
due to risk of
bias,

The mean psychological distress
(Hamilton rating scale for depression;
HADs depression; patient health
questionnaire-9; symptoms checklist
90-r depression; BDI) final values <3
months - CBT for pain in the
intervention groups was

0.35 standard deviations lower

(0.74 lower to 0.05 higher)

The mean psychological distress
(symptoms checklist 90-r depression;
BDI) final values <3 months - CBT for
pain + insomnia in the intervention
groups was

0.19 standard deviations higher
(1.28 lower to 0.89 higher)

The mean psychological distress
(Hamilton rating scale for depression;
symptoms checklist 90-r depression;
hospital anxiety and depression scale
depression; center for epidemiological
studies depression scale; BDI) final
values >3 months - CBT for pain in the
intervention groups was

0.05 standard deviations lower

(0.39 lower to 0.29 higher)

The mean psychological distress
(symptoms checklist 90-r depression;
BDI) final values >3 months - CBT for
pain + insomnia in the intervention
groups was
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Psychological distress (Patient Health
Questionnaire 8-item depression)
change scores >3 months

Scale from: 0 to 24.

Psychological distress (Hamilton
Anxiety Rating Scale; HADS anxiety;
Symptoms checklist 90-R anxiety;
State-Trait Anxiety Inventory) final
values <3 months - CBT for pain

Psychological distress (Symptoms
checklist 90-R anxiety; State-Trait
Anxiety Inventory) final values <3

months - CBT for pain + insomnia

Psychological distress (Hamilton
Anxiety Rating Scale; Symptoms
Checklist 90-R anxiety; HADS anxiety;
State-Trait Personality Inventory

28
(1 study)
3 months

457
(5 studies)
8-9 weeks

118
(2 studies)
8-9 weeks

394
(5 studies)
5-12 months

inconsistency,
indirectness,

imprecision

SPISICIS) The mean

VERY psychological distress
LOWA1,2,3 (patient health

due to risk of questionnaire 8-item
bias, depression) change
indirectness, scores >3 months in

imprecision the control groups was
0

SSISIS)

VERY LOW1,2

due to risk of

bias,

indirectness

SSISIS)
VERY
LOW1,2,3,6
due to risk of
bias,
inconsistency,
indirectness,
imprecision

CISICIS)
VERY LOW1,2
due to risk of
bias,
indirectness

0.02 standard deviations higher
(1.13 lower to 1.17 higher)

The mean psychological distress
(patient health questionnaire 8-item
depression) change scores >3 months
in the intervention groups was

0.9 lower

(4.35 lower to 2.55 higher)

The mean psychological distress
(Hamilton anxiety rating scale; HADs
anxiety; symptoms checklist 90-r
anxiety; state-trait anxiety inventory)
final values <3 months - CBT for pain in
the intervention groups was

0.10 standard deviations lower

(0.29 lower to 0.09 higher)

The mean psychological distress
(symptoms checklist 90-r anxiety; state-
trait anxiety inventory) final values <3
months - CBT for pain + insomnia in the
intervention groups was

0.17 standard deviations lower

(1.15 lower to 0.8 higher)

The mean psychological distress
(Hamilton anxiety rating scale;
symptoms checklist 90-r anxiety; HADs
anxiety; state-trait personality inventory
anxiety) final values >3 months - CBT
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anxiety) final values >3 months - CBT
for pain

Psychological distress (Symptoms
Checklist 90-R anxiety; State-Trait
Personality Inventory anxiety) final
values >3 months - CBT for pain +
insomnia

Psychological distress (Multiple Pain
Inventory-affective distress) final
values >3 months

Scale from: 0 to 6.

Pain interference (BPI - pain
interference) final values <3 months
Scale from: 0 to 10.

Pain interference (Pain Disability
Index) final values <3 months — CBT
for pain

Scale from: 0 to 70.

95
(2 studies)
5-6 months

47
(1 study)
6 months

60
(1 study)
8 weeks

58
(1 study)
8 weeks

S SISIS)
VERY

LOW1,2,3,6
due to risk of
bias,
inconsistency,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision

SODO
MODERATE1
due to risk of
bias

CISICIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision

The mean
psychological distress
(multiple pain
inventory-affective
distress) final values
>3 months in the
control groups was
2.92

The mean pain
interference (bpi - pain
interference) final
values <3 months in
the control groups was
7.32

The mean pain
interference (pain
disability index) final
values <3 months —
CBT for pain in the
control groups was

35.68

for pain in the intervention groups was
0.01 standard deviations lower
(0.2 lower to 0.19 higher)

The mean psychological distress
(symptoms checklist 90-r anxiety; state-
trait personality inventory anxiety) final
values >3 months - CBT for pain +
insomnia in the intervention groups was
0.05 standard deviations higher

(0.86 lower to 0.97 higher)

The mean psychological distress
(multiple pain inventory-affective
distress) final values >3 months in the
intervention groups was

0.02 higher

(0.34 lower to 0.38 higher)

The mean pain interference (bpi - pain
interference) final values <3 months in
the intervention groups was

1.86 lower

(2.8 to 0.92 lower)

The mean pain interference (pain
disability index) final values <3 months
— CBT for pain in the intervention
groups was

2.35 higher

(6.09 lower to 10.79 higher)
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Pain interference (Pain Disability
Index) final values <3 months — CBT
for insomnia

Scale from: 0 to 70.

Pain interference (Pain Disability
Index) final values >3 months — CBT
for pain

Scale from: 0 to 70.

Pain interference (Pain Disability
Index) final values >3 months — CBT
for insomnia

Scale from: 0 to 70.

Pain interference (Multiple Pain
Inventory - pain interference) final
values >3 months

Scale from: 0 to 6.

Pain self-efficacy (Pain Self-efficacy
Questionnaire; Chronic Pain Self-
efficacy Scale; Coping Skills

(1 study)
8 weeks

50

(1 study) 6
months

47

(1 study) 6
months

47
(1 study)
6 months

160
(3 studies)
8-10 weeks

CISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision

CISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision

CISICIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision

SISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3

The mean pain
interference (pain
disability index) final
values <3 months —
CBT for insomnia in
the control groups was

35.68

The mean pain
interference (pain
disability index) final
values >3 months —
CBT for pain in the
control groups was

34.87

The mean pain
interference (pain
disability index) final
values >3 months —
CBT for insomnia in
the control groups was

34.87

The mean pain
interference (multiple
pain inventory - pain
interference) final
values >3 months in
the control groups was
3.43

The mean pain interference (pain
disability index) final values <3 months
— CBT for insomnia in the intervention
groups was

7.38 lower (16.72 lower to 1.06 higher)

The mean pain interference (pain
disability index) final values >3 months
— CBT for pain in the intervention
groups was

1.5 higher

(8.33 lower to 11.33 higher)

The mean pain interference (pain
disability index) final values >3 months
— CBT for insomnia in intervention
groups was

7.11 lower
(17.42 lower to 3.2 higher)

The mean pain interference (multiple
pain inventory - pain interference) final
values >3 months in the intervention
groups was

0.62 higher

(0.14 to 1.1 higher)

The mean pain self-efficacy (pain self-
efficacy questionnaire; chronic pain
self-efficacy scale) final values <3
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Questionnaire self-efficacy sub scale)
final values <3 months - CBT for pain

Pain self-efficacy (Pain Self-efficacy
Questionnaire; Chronic Pain Self-
efficacy Scale) final values <3 months -
CBT for pain + insomnia

Pain self-efficacy (Chronic Pain Self-
efficacy scale) final values >3 months -
CBT for pain

Pain self-efficacy (Chronic Pain Self-
efficacy scale) final values >3 months -
CBT for pain + insomnia

Sleep (Pittsburgh Sleep Quality Index;
Karolinska Sleep Questionnaire sleep
quality sub scale; self-reported sleep
quality rating) final values <3 months -
CBT for pain

63
(1 study)
9 weeks

50
(1 study)
5 months

48
(1 study)
5 months

157
(3 studies)
9-10 weeks

due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision

CIGICIS)
LOW1,2

due to risk of
bias,
indirectness

The mean pain self-
efficacy (chronic pain
self-efficacy scale)
final values >3 months
- CBT for pain in the
control groups was
81.79

The mean pain self-
efficacy (chronic pain
self-efficacy scale)
final values >3 months
- CBT for pain +
insomnia in the control
groups was

81.79

months - CBT for pain in the
intervention groups was

0.48 standard deviations higher
(0.16 to 0.80 higher)

The mean pain self-efficacy (pain self-
efficacy questionnaire; chronic pain
self-efficacy scale) final values <3
months - CBT for pain + insomnia in the
intervention groups was

0.19 standard deviations higher

(0.31 lower to 0.69 higher)

The mean pain self-efficacy (chronic
pain self-efficacy scale) final values >3
months - CBT for pain in the
intervention groups was

3.43 lower

(25.7 lower to 18.84 higher)

The mean pain self-efficacy (chronic
pain self-efficacy scale) final values >3
months - CBT for pain + insomnia in the
intervention groups was

8.62 higher

(13.06 lower to 30.3 higher)

The mean sleep (Pittsburgh sleep
quality index; self-reported sleep quality
rating) final values <3 months - CBT for
pain in the intervention groups was
0.03 standard deviations higher

(0.29 lower to 0.34 higher)
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Sleep (Insomnia Severity Index) final
values <3 months - CBT for pain

Sleep (Pittsburgh Sleep Quality Index;
self-reported sleep quality rating) final
values <3 months - CBT for pain +
insomnia

Sleep (Insomnia Symptoms
Questionnaire) final values <3 months
- CBT for pain + insomnia

Sleep (Pittsburgh Sleep Quality Index;
Sleep Scale; self-reported sleep quality
rating) final values >3 months - CBT
for pain

Sleep (MOS Sleep Problems Index
(scale inverted for analysis)) final
values >3 months - CBT for pain

140
(1 study)
10 weeks

118
(2 studies)
8-9 weeks

24
(1 study)
6 weeks

289
(3 studies)
5-9 months

118
(1 study)
6 months

(CIGISIS)
LOW1,2

due to risk of
bias,
indirectness

CISICIC)
VERY LOW1,2
due to risk of
bias,
indirectness

GISICIS)
LOWA1

due to risk of
bias

CISICIS)
VERY LOW1,2
due to risk of
bias,
indirectness

CISICIS)
VERY
LOW1,2,3
due to risk of
bias,

The mean sleep (insomnia severity
index) final values <3 months - CBT for
pain in the intervention groups was
0.44 standard deviations lower

(0.77 to 0.10 lower)

The mean sleep (Pittsburgh sleep
quality index; self-reported sleep quality
rating) final values <3 months - CBT for
pain + insomnia in the intervention
groups was

0.08 standard deviations lower

(0.44 lower to 0.28 higher)

The mean sleep (insomnia severity
index) final values <3 months - CBT for
pain + insomnia in the intervention
groups was

3.8 standard deviations lower

(5.24 to 2.36 lower)

The mean sleep (Pittsburgh sleep
quality index; sleep scale; self-reported
sleep quality rating) final values >3
months - CBT for pain in the
intervention groups was

0.04 standard deviations higher

(0.27 lower to 0.2 higher)

The mean sleep (MOS sleep problems
index (scale inverted for analysis)) final
values >3 months - CBT for pain in the
intervention groups was

0.26 standard deviations higher

(0.11 lower to 0.62 higher)
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Sleep (Pittsburgh Sleep Quality Index;
self-reported sleep quality rating) final
values >3 months - CBT for pain +
insomnia

Sleep (MOS Sleep Problems Index

(scale inverted for analysis; Insomnia
Symptom Questionnaire) final values
>3 months - CBT for pain + insomnia

Use of healthcare services (GP visits
for non-cardiac chest pain) >3 months

Use of healthcare services (referral to
a specialist for non-cardiac chest pain)
>3 months

195
(2 studies)
5-6 months

77
(2 studies)

63
(1 study)
12 months

63
(1 study)
12 months

indirectness,
imprecision
CICICIS)
VERY
LOWA1,2,3
due to risk of
bias,
indirectness,
imprecision

CISISIS)
VERY LOW1,2
due to risk of
bias,
indirectness

S ISISIS)
VERY

LOWA1,2,3
due to risk of
bias,
indirectness,
imprecision
GISICIS)
VERY
LOWA1,2,3
due to risk of
bias,
indirectness,
imprecision

RR 0.52
(0.1 to
2.62)

RR 1.03
(0.07 to
15.79)

Moderate
125 per 1000

Moderate
31 per 1000

Moderate

The mean sleep (pittsburgh sleep
quality index; self-reported sleep quality
rating) final values >3 months - CBT for
pain + insomnia in the intervention
groups was

0.11 standard deviations higher

(0.3 lower to 0.51 higher)

The mean sleep (mos sleep problems
index (scale inverted for analysis);
insomnia symptom questionnaire) final
values >3 months - CBT for pain +
insomnia in the intervention groups was
6.37 standard deviations lower

(7.56 to 5.18 lower)

60 fewer per 1000
(from 112 fewer to 202 more)

1 more per 1000
(from 29 fewer to 458 more)
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Use of healthcare services (use of
additional psychological services) >3
months

Discontinuation - CBT for pain

Discontinuation - CBT for pain +
insomnia

Pain (VAS/NRS) final values and
change scores <3 months - CBT for
pain

Scale from: 0 to 10.

Pain (VAS/NRS) final values and
change scores <3 months - CBT for
pain + insomnia

Scale from: 0 to 10.

(1 study)
12 months

1258
(13 studies)
2-6 months

177
(3 studies)
6-14 weeks

683
(8 studies)
6-10 weeks

63
(1 study)
9 weeks

OR 0.12
(0.02 to
0.62)

CISISIS)
VERY LOW1,2
due to risk of
bias,
indirectness

CISISIS)
VERY
LOW1,2,6,7
due to risk of
bias,
inconsistency,
indirectness

CICICIS)
VERY LOW1,3
due to risk of
bias,
imprecision
CISICIS)
VERY
LOW1,2,6
due to risk of
bias,
inconsistency,
indirectness

CISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision

OR 1.99
(1.36 to
2.89)

OR 2.06
(0.68 to
6.21)

188 per 1000

Moderate
54 per 1000

Moderate
33 per 1000

The mean pain
(VAS/NRS) final
values and change
scores <3 months -
CBT for pain in the
control groups was
6.11

The mean pain
(VAS/NRS) final
values and change
scores <3 months -
CBT for pain +
insomnia in the control
groups was

7.4

161 fewer per 1000
(from 62 fewer to 183 fewer)

48 more per 1000
(from 18 more to 88 more)

33 more per 1000
(from 10 fewer to 142 more)

The mean pain (VAS/NRS) final values
and change scores <3 months - CBT
for pain in the intervention groups was
0.57 lower

(1.14 lower to 0 higher)

The mean pain (VAS/NRS) final values
and change scores <3 months - CBT
for pain + insomnia in the intervention
groups was

0.11 lower

(0.8 lower to 0.58 higher)
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Pain (VAS/NRS) final values and
change scores >3 months - CBT for
pain

Scale from: 0 to 10.

Pain (VAS/NRS) final values and
change scores >3 months - CBT for
pain + insomnia

Scale from: 0 to 10.

Pain (30% reduction in pain from
baseline) <3 months

Pain (30% reduction in pain from
baseline) >3 months

Pain (McGill Pain Questionnaire) final
values <3 months — CBT for pain

Scale from: 0 to 78.

309
(4 studies)
3-6 months

112
(2 studies)
5-6 months

76
(1 study)
3 months

76
(1 study)
9 months

93
(2 studies)
8-10 weeks

CISISIS)
VERY LOW1,4
due to risk of
bias,
indirectness

CISICIC)
VERY
LOW1,2,3 due
to risk of bias,
indirectness,
imprecision

CISICIS)
VERY LOW1,2
due to risk of
bias,
indirectness

CISISIS)
VERY LOW1,2
due to risk of
bias,
indirectness

SISISIS)
LOW1,2

due to risk of
bias,
indirectness

RR 12.5
(3.18 to
49.11)

RR 24
(3.42 to
168.55)

The mean pain
(VAS/NRS) final
values and change
scores >3 months -
CBT for pain in the
control groups was
5.51

The mean pain
(VAS/NRS) final
values and change
scores >3 months -
CBT for pain +
insomnia in the control
groups was

7

Moderate
53 per 1000

Moderate
26 per 1000

The mean pain (McGill
pain questionnaire)
final values <3 months
in the control groups
was

37.54

The mean pain (VAS/NRS) final values
and change scores >3 months - CBT
for pain in the intervention groups was
0.39 lower

(0.67 to 0.11 lower)

The mean pain (VAS/NRS) final values
and change scores >3 months - CBT
for pain + insomnia in the intervention
groups was

1.07 lower

(1.27 to 0.88 lower)

610 more per 1000
(from 116 more to 1000 more)

598 more per 1000
(from 63 more to 1000 more)

The mean pain McGill pain
questionnaire) final values <3 months in
the intervention groups was

1.81 lower

(8.82 lower to 5.21 higher)
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Pain (McGill Pain Questionnaire) final
values <3 months — CBT for insomnia
Scale from: 0 to 78.

Pain (Multiple Pain Inventory - pain
severity) final values >3 months - CBT
for pain

Scale from: 0 to 6.

Pain (McGill Pain Questionnaire) final
values >3 months - CBT for pain

Scale from: 0 to 78.

Pain (McGill Pain Questionnaire) final
values >3 months - CBT for pain +/
insomnia

Scale from: 0 to 78.

(2 studies)
6-8 weeks

47
(1 study)
6 months

50
(1 study)
6 months

61
(2 studies)
6 months

CISICIS)
VERY LOW1,3
due to risk of
bias,
imprecision

CISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision

CICICIS)
VERY
LOWA1,2,3
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY LOW1,3
due to risk of
bias,
imprecision

The mean pain (McGill
pain questionnaire)
final values <3 months
in the control groups
was

32.12

The mean pain
(multiple pain inventory
- pain severity) final
values >3 months -
CBT for pain in the
control groups was
3.67

The mean pain (McGill
pain questionnaire)
final values >3 months
in the control groups
was

233

The mean pain (McGill
pain questionnaire)
final values >3 months
- CBT for pain +/
insomnia in the control
groups was 28.7

The mean pain (McGill pain
questionnaire) final values <3 months in
the intervention groups was

6.31 lower

(9.35 to 3.28 lower)

The mean pain (multiple pain inventory
- pain severity) final values >3 months -
CBT for pain in the intervention groups
was

0.21 higher

(0.31 lower to 0.73 higher)

The mean pain (McGill pain
questionnaire) final values >3 months in
the intervention groups was

5.69 higher

(2.97 lower to 14.35 higher)

The mean pain (McGill pain
questionnaire) final values >3 months -
CBT for pain + insomnia in the
intervention groups was

4.22 lower

(8.26 to 0.17 lower)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect interventions
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
4 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect comparisons
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5 Downgraded by 1 or 2 increments because the point estimate varies widely across studies, unexplained by subgroup analysis
6 Downgraded by 1 or 2 increments because heterogeneity, 12=50%, p=0.04, unexplained by subgroup analysis
7 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes

Table 4: Clinical evidence summary: ACT versus Usual care
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Quality of life (SF36 physical Poo6 The mean quality of life The mean quality of life (SF36
component) final values <3 months (1 study) VERY LOW1,2 (SF36 physical physical component) final values
Scale from: 0 to 100. 12 weeks due to risk of component) final values <3 <3 months in the intervention

bias, months in the control groups was 1.7 lower

imprecision groups was 30.1 (7.69 lower to 4.29 higher)
Quality of life (SF36 physical 33 Po6 The mean quality of life The mean quality of life (SF36
component) final values >3 months (1 study) VERY LOW1,2 (SF36 physical physical component) final values
Scale from: 0 to 100. 6 months due to risk of component) final values >3 >3 months in the intervention

bias, months in the control groups was 2.7 lower

imprecision groups was 31.1 (9.5 lower to 4.1 higher)
Quality of life (SF36 mental 36 cISICIS) The mean quality of life The mean quality of life (SF36
component) final values <3 months (1 study) VERY LOW1,2 (SF36 mental component)  mental component) final values <3
Scale from: 0 to 100. 12 weeks due to risk of final values <3 months in months in the intervention groups

bias, the control groups was was 8.8 higher

imprecision 36.8 (1.42 to 16.18 higher)
Quality of life (SF36 mental 33 PO The mean quality of life The mean quality of life (SF36
component) final values >3 months (1 study) LOW1 (SF36 mental component)  mental component) final values >3
Scale from: 0 to 100. 6 months due to risk of final values >3 months in months in the intervention groups

bias the control groups was was 11.3 higher
34.7 (3.64 to 18.96 higher)
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Quality of life (EQ-5D VAS) final values
<3 months
Scale from: 0 to 100.

Quality of life (EQ-5D) final values >3
months
Scale from: 0 to 1.

Quality of life (FIQ) final values <3
months
Scale from: 0 to 100.

Quality of life (FIQ) final values >3
months
Scale from: 0 to 100.

Physical function (6 minute walk test)
final values <3 months

104
(1 study)
8 weeks

104
(1 study)
6 months

61
(1 study)
2 months

61
(1 study)
5 months

61
(1 study)
2 months

(CISISIS)
LOW1,3

due to risk of
bias,
indirectness

(CICISIS)
LOW1,3

due to risk of
bias,
indirectness

(CICICIS)
VERY
LOW1,3,4
due to risk of
bias,
indirectness

(CICICIS)
VERY
LOW1,3,4
due to risk of
bias,
indirectness

(CISICIS)
VERY
LOW1,2,3,4
due to risk of
bias,
indirectness,
imprecision

The mean quality of life

(EQ-5D VAS) final values

<3 months in the control
groups was
51

The mean quality of life

(EQ-5D VAS) final values

>3 months in the control
groups was
0.57

The mean quality of life
(FIQ) final values <3
months in the control
groups was

55.3

The mean quality of life
(FIQ) final values >3
months in the control
groups was

53.82

The mean physical
function (6 minute walk
test) final values <3
months in the control
groups was

364.69 meters

The mean quality of life (EQ-5D
VAS) final values <3 months in the
intervention groups was

15.2 higher

(11.47 to 18.93 higher)

The mean quality of life (EQ-5D
VAS) final values >3 months in the
intervention groups was

0.23 higher

(0.18 to 0.28 higher)

The mean quality of life (FIQ) final
values <3 months in the
intervention groups was

16.23 lower

(22.69 t0 9.77 lower)

The mean quality of life (FIQ) final
values >3 months in the
intervention groups was

21.87 lower

(28.83 to 14.91 lower)

The mean physical function (6
minute walk test) final values <3
months in the intervention groups
was 6.39 lower

(62.01 lower to 49.23 higher)

ured Asewd o1uoayo Joj Adelayy |eoibojoyoAsd

NOILVLINSNOD ¥O4 14vdQ :uted dluoyo



1Y
SHYMM FU UULVIN Vi UVIMID  PYIMUSUL Sy IV UGUG JIN Y

Physical function (6 minute walk test)
final values >3 months

Psychological distress (Geriatric
Depression Scale; BDI; HADS
depression; Center for Epidemiologic
Studies depression scale) final values
<3 months

Psychological distress (BDI; HADS
depression; Center for Epidemiologic
Studies depression scale) final values
>3 months

Psychological distress (Spielberger
Trait-State Anxiety Inventory) final
values <3 months - State

Scale from: 20 to 80.

(1 study)
5 months

254
(4 studies)
9-12 weeks

198
(3 studies)
5-6 months

36
(1 study)
12 weeks

(CISISIS)
VERY
LOW1,2,3,4
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3,5
due to risk of
bias,
inconsistency,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3,5
due to risk of
bias,
inconsistency,
indirectness,
imprecision
SISISIS)
VERY LOW1,2
due to risk of
bias,
imprecision

The mean physical
function (6 minute walk
test) final values >3
months in the control
groups was

349.33 meters

The mean psychological
distress (Spielberger trait-
state anxiety inventory)
final values <3 months -
state in the control groups
was

47.6

The mean physical function (6
minute walk test) final values >3
months in the intervention groups
was 34.51 higher

(26.32 lower to 95.34 higher)

The mean psychological distress
(geriatric depression scale; BDI;
HADs depression; center for
epidemiologic studies depression
scale) final values <3 months in the
intervention groups was

0.92 standard deviations lower
(1.62 to 0.23 lower)

The mean psychological distress
(BDI; HADs depression; center for
epidemiologic studies depression
scale) final values >3 months in
the intervention groups was

0.88 standard deviations lower
(1.5 to 0.26 lower)

The mean psychological distress
(Spielberger trait-state anxiety
inventory) final values <3 months -
state in the intervention groups
was

6.8 lower

(15.68 lower to 2.08 higher)
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Psychological distress (Spielberger
Trait-State Anxiety Inventory) final
values <3 months - Trait

Scale from: 20 to 80.

Psychological distress (Pain Anxiety
Symptoms Scale; HADS anxiety) final
values <3 months

Psychological distress (Spielberger
Trait-State Anxiety Inventory) final
values >3 months - State

Scale from: 20 to 80.

Psychological distress (Spielberger
Trait-State Anxiety Inventory) final
values >3 months - Trait

Scale from: 20 to 80.

Psychological distress (HADS -
anxiety) final values >3 months
Scale from: 0 to 21.

(1 study)
12 weeks

157
(2 studies)
8-9 weeks

33
(1 study)
6 months

33
(1 study)
6 months

104
(1 study)
6 months

(CISISIS)
VERY LOW1,2
due to risk of
bias,
imprecision

SISISIS)
VERY
LOWA1,2,3,5
due to risk of
bias,
inconsistency,
indirectness,
imprecision
SISISIS)
VERY LOW1,2
due to risk of
bias,
imprecision

SISISIS)
VERY LOW1,2
due to risk of
bias,
imprecision

(CIGISIS)
LOW1,3
due to risk of

The mean psychological
distress (Spielberger trait-
state anxiety inventory)
final values <3 months -
trait in the control groups
was

49.3

The mean psychological
distress (Spielberger trait-
state anxiety inventory)
final values >3 months -
state in the control groups
was

45.4

The mean psychological
distress (sSpielberger trait-
state anxiety inventory)
final values >3 months -
trait in the control groups
was

47.9

The mean psychological
distress (HADs - anxiety)
final values >3 months in

The mean psychological distress
(Spielberger trait-state anxiety
inventory) final values <3 months -
trait in the intervention groups was
8.7 lower

(16.73 to 0.67 lower)

The mean psychological distress
(pain anxiety symptoms scale;
HADs anxiety) final values <3
months in the intervention groups
was 0.73 standard deviations lower
(1.24 to 0.21 lower)

The mean psychological distress
(Spielberger trait-state anxiety
inventory) final values >3 months -
state in the intervention groups
was 5.6 lower

(13.11 lower to 1.91 higher)

The mean psychological distress
(Spielberger trait-state anxiety
inventory) final values >3 months -
trait in the intervention groups was
8 lower

(15.59 to 0.41 lower)

The mean psychological distress
(HADs - anxiety) final values >3
months in the intervention groups
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Pain interference (BPI - pain
interference) final values <3 months -
General activity

Scale from: 0 to 10.

Pain interference (BPI - pain
interference) final values <3 months -
Mood

Scale from: 0 to 10.

Pain interference (BPI - pain
interference) final values <3 months -
Walking ability

Scale from: 0 to 10.

Pain interference (BPI - pain
interference) final values <3 months -
Relations with other people

Scale from: 0 to 10.

53
(1 study)
9 weeks

53
(1 study)
9 weeks

53
(1 study)
9 weeks

53
(1 study)
9 weeks

bias,
indirectness

S SISIS)
VERY

LOWA1,2,4
due to risk of
bias,
indirectness,
imprecision
(CICICIC)
VERY
LOW1,2,4
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,4
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOWA1,2,4
due to risk of
bias,
indirectness,
imprecision

the control groups was
12.15

The mean pain
interference (BPI - pain
interference) final values
<3 months - general
activity in the control
groups was

4.96

The mean pain
interference (BPI - pain
interference) final values
<3 months - mood in the
control groups was

5.03

The mean pain
interference (BPI - pain
interference) final values
<3 months - walking ability
in the control groups was
6.53

The mean pain
interference (BPI - pain
interference) final values
<3 months - relations with
other people in the control
groups was

3.8

was 3.42 lower
(4.68 to 2.16 lower)

The mean pain interference (BPI -
pain interference) final values <3
months - general activity in the
intervention groups was 0.19 lower
(2.19 lower to 1.81 higher)

The mean pain interference (BPI -
pain interference) final values <3
months - mood in the intervention
groups was 1.03 lower

(3.06 lower to 1 higher)

The mean pain interference (BPI -
pain interference) final values <3
months - walking ability in the
intervention groups was

1.38 lower

(3.21 lower to 0.45 higher)

The mean pain interference (BPI -
pain interference) final values <3
months - relations with other
people in the intervention groups
was 1.47 lower

(3.31 lower to 0.37 higher)
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Pain interference (BPI - pain

interference) final values <3 months -

Sleep
Scale from: 0 to 10.

Pain interference (Pain disability index)
final values <3 months

Scale from: 0 to 70.

Pain interference (Pain disability index)
final values >3 months

Scale from: 0 to 70.

Sleep (Pittsburgh Sleep Quality Index)
final values <3 months

Scale from: 0 to 21.

Sleep (Pittsburgh Sleep Quality Index)

final values >3 months
Scale from: 0 to 21.

(1 study)
9 weeks

36
(1 study)
12 weeks

33
(1 study)
6 months

61
(1 study)
8 weeks

61
(1 study)
5 months

(CISISIS)
VERY
LOW1,2,4
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY LOW1,2
due to risk of
bias,
imprecision

SISISIS)
VERY LOW1,2
due to risk of
bias,
imprecision

S SISIS)
VERY

LOW1,2,3,4
due to risk of
bias,
indirectness,
imprecision
(CISICIS)
VERY
LOW1,2,3,4
due to risk of
bias,

The mean pain
interference (BPI - pain
interference) final values
<3 months - sleep in the
control groups was

5.04

The mean pain
interference (pain disability
index) final values <3
months in the control
groups was

37.8

The mean pain
interference (pain disability
index) final values >3
months in the control
groups was

38.1

The mean sleep
(Pittsburgh sleep quality
index) final values <3
months in the control
groups was

13

The mean sleep
(Pittsburgh sleep quality
index) final values >3
months in the control
groups was

13.21

The mean pain interference (BPI -
pain interference) final values <3
months - sleep in the intervention
groups was 2.64 lower

(4.7 to 0.58 lower)

The mean pain interference (pain
disability index) final values <3
months in the intervention groups
was 10.6 lower

(20.19 to 1.01 lower)

The mean pain interference (pain
disability index) final values >3
months in the intervention groups
was 10 lower

(19.83 t0 0.17 lower)

The mean sleep (Pittsburgh sleep
quality index) final values <3
months in the intervention groups
was 2.76 lower

(4.54 to 0.98 lower)

The mean sleep (Pittsburgh sleep
quality index) final values >3
months in the intervention groups
was 2.51 lower

(4.89 to 0.13 lower)
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indirectness,

imprecision
Discontinuation 312 CISISIS) RR 1.64 74 per 1000 47 more per 1000
(4 studies) VERY (1.03 to (from 2 more to 118 more)
8-12 weeks LOW1,2,4 2.6)
due to risk of
bias,
indirectness,
imprecision
Pain (VAS/NRS; McGill pain 201 SISISIS) The mean pain (VAS/NRS; McGill
questionnaire) final values <3 months (3 studies) VERY pain questionnaire) final values <3
8-12 weeks LOWA1,2,3,5 months in the intervention groups
due to risk of was
bias, 0.84 standard deviations lower
inconsistency, (1.31 to 0.37 lower)
indirectness,
imprecision
Pain (VAS/NRS; McGill pain 198 OO The mean pain (VAS/NRS; McGill
questionnaire) final values >3 months (3 studies) VERY pain questionnaire) final values >3
5-6 months LOWA1,2,3,5 months in the intervention groups

due to risk of
bias,
inconsistency,
indirectness,
imprecision

was
0.67 standard deviations lower
(1.32 to 0.02 lower)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

3 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect interventions
4 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect comparisons
5 Downgraded by 1 or 2 increments because heterogeneity, 1°=50%, p=0.04, unexplained by subgroup analysis
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2

Quality of life (FIQ) final values <3
months

Physical function (Neck disability
index) final values <3 months
Scale from: 0 to 80.

Physical function (Neck disability
index) final values >3 months
Scale from: 0 to 80.

Psychological distress (HADS
depression; Center for Epidemiologic
Studies depression scale) final values
<3 months

173
(2 studies)
4-10 weeks

258
(1 study)
12 weeks

258
(1 study)
12 months

189
(2 studies)
4-10 weeks

Table 5: Clinical evidence summary: Relaxation versus Usual care

SISISIS)
VERY

LOW1,2,3
due to risk of
bias,
inconsistency
, imprecision
SPLSPISPIS)
MODERATE1
due to risk of
bias

SODO
MODERATE"1
due to risk of
bias

SPISISIS)
VERY
LOW1,3

due to risk of
bias,
imprecision

The mean physical
function (neck disability
index) final values <3
months in the control
groups was

14

The mean physical
function (neck disability
index) final values >3
months in the control
groups was

17

The mean quality of life (FIQ) final
values <3 months in the intervention
groups was

1.46 standard deviations lower
(4.69 lower to 1.77 higher)

The mean physical function (neck
disability index) final values <3
months in the intervention groups
was 0 higher

(3.21 lower to 3.21 higher)

The mean physical function (neck
disability index) final values >3
months in the intervention groups
was 2 higher

(1.47 lower to 5.47 higher)

The mean psychological distress
(HADs depression; center for
epidemiologic studies depression
scale) final values <3 months in the
intervention groups was

0.26 standard deviations lower
(0.54 lower to 0.03 higher)
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Psychological distress (HADS anxiety)

final values <3 months
Scale from: 0 to 21.

Pain interference (BPI - interference)
final values <3 months
Scale from: 0 to 10.

Pain self-efficacy (Arthritis Self-efficacy

Scale - pain sub scale) final values <3
months
Scale from: 10 to 100.

Pain self-efficacy (Arthritis Self-efficacy
Scale - self-efficacy for managing other

symptoms sub scale) final values <3
months
Scale from: 10 to 100.

Sleep (MOS sleep problems index)
final values <3 months

125
(1 study)
4 weeks

64
(1 study)
10 weeks

48
(1 study)
10 weeks

64
(1 study)
10 weeks

125
(1 study)
4 weeks

(CIGISIS)
LOW1

due to risk of
bias

SPISISIS)
VERY
LOW1,3

due to risk of
bias,
imprecision

SDDO
MODERATE"1
due to risk of
bias

CISICIS)
VERY
LOW1,3

due to risk of
bias,
imprecision

SISISIS)
VERY

LOW1,3
due to risk of

The mean psychological
distress (HADs anxiety)
final values <3 months in
the control groups was
9.73

The mean pain
interference (bpi -
interference) final values
<3 months in the control
groups was

4.9

The mean pain self-
efficacy (arthritis self-
efficacy scale - pain sub
scale) final values <3
months in the control
groups was

49.83

The mean pain self-
efficacy (arthritis self-
efficacy scale - self-
efficacy for managing
other symptoms sub
scale) final values <3
months in the control
groups was

52.5

The mean sleep (MOS
sleep problems index)
final values <3 months in
the control groups was
5.73

The mean psychological distress
(HADs anxiety) final values <3
months in the intervention groups
was 0.27 higher

(1.03 lower to 1.57 higher)

The mean pain interference (bpi -
interference) final values <3 months
in the intervention groups was

0.7 lower

(2.05 lower to 0.65 higher)

The mean pain self-efficacy (arthritis
self-efficacy scale - pain sub scale)
final values <3 months in the
intervention groups was

14.9 higher

(12.3 to 17.5 higher)

The mean pain self-efficacy (arthritis
self-efficacy scale - self-efficacy for
managing other symptoms sub
scale) final values <3 months in the
intervention groups was

10.6 higher

(0.12 to 21.08 higher)

The mean sleep (MOS sleep
problems index) final values <3
months in the intervention groups
was 9.27 lower

(14.35 to 4.19 lower)
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Discontinuation

Pain (VAS/NRS) final values <3
months
Scale from: 0 to 10.

Pain (VAS/NRS) final values >3
months
Scale from: 0 to 10.

455
(3 studies)
4-12 weeks

485
(4 studies)
4-12 weeks

258
(1 study)
12 months

bias,
imprecision
SPISISIS)
VERY
LOW1,2,3
due to risk of
bias,
inconsistency
, imprecision

(CIOISIS)
LOW1

due to risk of
bias

SODO
MODERATE1
due to risk of
bias

RR 0.66
(0.19 to
2.29)

Moderate
85 per 1000

The mean pain
(VAS/NRS) final values
<3 months in the control
groups was

5.12

The mean pain
(VAS/NRS) final values
>3 months in the control
groups was

3.2

29 fewer per 1000
(from 69 fewer to 110 more)

The mean pain (VAS/NRS) final
values <3 months in the intervention
groups was

0.49 lower

(0.71 to 0.28 lower)

The mean pain (VAS/NRS) final
values >3 months in the intervention
groups was

0.1 higher

(0.52 lower to 0.72 higher)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 or 2 increments because the point estimate varies widely across studies, unexplained by subgroup analysis
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
4 Downgraded by 1 or 2 increments because heterogeneity, 12=50%, p=0.04, unexplained by subgroup analysis
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Table 6: Clinical evidence summary: Relaxation versus Attention control

Pain reduction SISISIS) The mean pain reduction in The mean pain reduction in the
Brief pain inventory pain severity sub (1 study) VERY the control groups was intervention groups was
scale (VAS). Scale from: 0 to 10. 5 days LOW1,2 4.2 1.35 lower
due to risk of (2.88 lower to 0.18 higher)
bias,
imprecision
Discontinuation 27 SISISIS) OR 0.11 Moderate
(1 study) LOW1,2 (0.01100.91) 286 per 1000 244 fewer per 1000
4 weeks gPe to risk of (from 19 fewer to 282 fewer)
ias,
imprecision

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was
at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 7: Clinical evidence summary: Biofeedback versus Usual care

Quality of life (SF36) final values <3 POoo6 The mean quality of life The mean quality of life (SF36) final
months — EMG biofeedback Physical (1 study) VERY (SF36) final values <3 values <3 months - physical
functioning 8 weeks LOW1,2 months - physical functioning in the intervention
Scale from: 0 to 100. due to risk of functioning in the control  groups was

bias, groups was 4.9 lower

imprecision 54.2 (18.88 lower to 9.08 higher)
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Outcomes

Quality of life (SF36) final values <3
months - EMG biofeedback Role
physical

Scale from: 0 to 100.

Quality of life (SF36) final values <3

months - EMG biofeedback Bodily pain

Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - EMG biofeedback General
health

Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - EMG biofeedback Vitality
Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - EMG biofeedback Social
functioning

Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - EMG biofeedback Role

No of
Participants
(studies)
Follow up

38
(1 study)
8 weeks

38
(1 study)
8 weeks

38
(1 study)
8 weeks

38
(1 study)
8 weeks

38
(1 study)
8 weeks

38
(1 study)
8 weeks

Quality of
the
evidence
(GRADE)

(GIGISIS)
LOW1,2

due to risk of
bias,
imprecision
ISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
GISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
GISISIS)
LOW1

due to risk of
bias

SISISIS)
VERY

LOW1,2

due to risk of
bias,
imprecision
CISISIS)
VERY
LOW1,2

Relative
effect
(95% CI)

Anticipated absolute effects

Risk with Control

The mean quality of life
(SF36) final values <3
months - role physical in
the control groups was
33.3

The mean quality of life
(SF36) final values <3
months - bodily pain in
the control groups was
30.4

The mean quality of life
(SF36) final values <3
months - general health
in the control groups was
44.7

The mean quality of life
(SF36) final values <3
months - vitality in the
control groups was
41.7

The mean quality of life
(SF36) final values <3
months - social
functioning in the control
groups was

60.4

The mean quality of life
(SF36) final values <3
months - role emotional

Risk difference with Biofeedback
versus Usual care (95% CI)

The mean quality of life (SF36) final
values <3 months - role physical in
the intervention groups was

19.2 lower

(40.39 lower to 1.99 higher)

The mean quality of life (SF36) final
values <3 months - bodily pain in
the intervention groups was

6.3 higher

(4.16 lower to 16.76 higher)

The mean quality of life (SF36) final
values <3 months - general health
in the intervention groups was

8.2 lower

(20.19 lower to 3.79 higher)

The mean quality of life (SF36) final
values <3 months - vitality in the
intervention groups was

13.5 lower

(23.81 to 3.19 lower)

The mean quality of life (SF36) final
values <3 months - social
functioning in the intervention
groups was

10.4 lower

(26.16 lower to 5.36 higher)

The mean quality of life (SF36) final
values <3 months - role emotional in
the intervention groups was
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emotional
Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - EMG biofeedback Mental
health

Scale from: 0 to 100.

Quality of life (SF36) final values <3
months — HRV biofeedback Physical
functioning

Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - HRV biofeedback Role
physical

Scale from: 0 to 100.

Quality of life (SF36) final values <3

months - HRV biofeedback Bodily pain

Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - HRV biofeedback General
health

Scale from: 0 to 100.

38
(1 study)
8 weeks

22
(1 study)
10 weeks

22
(1 study)
10 weeks

22
(1 study)
10 weeks

22
(1 study)
10 weeks

due to risk of
bias,
imprecision
SISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CICICIC)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CICICIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CICICIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CICICIS)
VERY
LOW1,2

due to risk of

in the control groups was
57.4

The mean quality of life
(SF36) final values <3
months - mental health in
the control groups was
60.7

The mean quality of life
(SF36) final values <3
months - physical
functioning in the control
groups was

84.5

The mean quality of life
(SF36) final values <3
months - role physical in
the control groups was
67.5

The mean quality of life
(SF36) final values <3
months - bodily pain in
the control groups was
58.4

The mean quality of life
(SF36) final values <3
months - general health
in the control groups was
60.5

9.5 lower
(38.48 lower to 19.48 higher)

The mean quality of life (SF36) final
values <3 months - mental health in
the intervention groups was

9.3 lower

(22.53 lower to 3.93 higher)

The mean quality of life (SF36) final
values <3 months - physical
functioning in the intervention
groups was

8 higher

(2.34 lower to 18.34 higher)

The mean quality of life (SF36) final
values =3 months - role physical in
the intervention groups was

9.6 higher

(24.3 lower to 43.5 higher)

The mean quality of life (SF36) final
values <3 months - bodily pain in
the intervention groups was

13.4 higher

(12.83 lower to 39.63 higher)

The mean quality of life (SF36) final
values <3 months - general health
in the intervention groups was

2.9 higher

(17.7 lower to 23.5 higher)
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Quality of life (SF36) final values <3
months - HRV biofeedback Vitality
Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - HRV biofeedback Social
functioning

Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - HRV biofeedback Role
emotional

Scale from: 0 to 100.

Quality of life (SF36) final values <3
months - HRV biofeedback Mental
health

Scale from: 0 to 100.

Quality of life (SF36) final values >3
months - Physical functioning
Scale from: 0 to 100.

22
(1 study)
10 weeks

22
(1 study)
10 weeks

22
(1 study)
10 weeks

22
(1 study)
10 weeks

36
(1 study)
5 months

bias,
imprecision
(CICICIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CICICIC)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CICICIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CISICIC)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CICICIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

The mean quality of life
(SF36) final values <3
months - vitality in the
control groups was

48

The mean quality of life
(SF36) final values <3
months - social
functioning in the control
groups was

82.5

The mean quality of life
(SF36) final values <3
months - role emotional
in the control groups was
83.3

The mean quality of life
(SF36) final values <3
months - mental health in
the control groups was
72.8

The mean quality of life
(SF36) final values >3
months - physical
functioning in the control
groups was

50.9

The mean quality of life (SF36) final
values <3 months - vitality in the
intervention groups was

9.5 higher

(12.88 lower to 31.88 higher)

The mean quality of life (SF36) final
values <3 months - social
functioning in the intervention
groups was

8.1 higher

(8.25 lower to 24.45 higher)

The mean quality of life (SF36) final
values <3 months - role emotional in
the intervention groups was

0 higher

(25.49 lower to 25.49 higher)

The mean quality of life (SF36) final
values <3 months - mental health in
the intervention groups was

0.7 lower

(17.72 lower to 16.32 higher)

The mean quality of life (SF36) final
values >3 months - physical
functioning in the intervention
groups was

0.7 higher

(10.91 lower to 12.31 higher)
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Quality of life (SF36) final values >3
months - Role physical
Scale from: 0 to 100.

Quality of life (SF36) final values >3
months - Bodily pain
Scale from: 0 to 100.

Quality of life (SF36) final values >3
months - General health
Scale from: 0 to 100.

Quality of life (SF36) final values >3
months - Vitality
Scale from: 0 to 100.

Quality of life (SF36) final values >3
months - Social functioning
Scale from: 0 to 100.

(1 study)
5 months

36
(1 study)
5 months

36
(1 study)
5 months

36
(1 study)
5 months

36
(1 study)
5 months

(CISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

SISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

(CICICIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

SPISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

SPISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

The mean quality of life
(SF36) final values >3
months - role physical in
the control groups was
20.8

The mean quality of life
(SF36) final values >3
months - bodily pain in
the control groups was
36.2

The mean quality of life
(SF36) final values >3
months - general health
in the control groups was
44 .4

The mean quality of life
(SF36) final values >3
months - vitality in the
control groups was
38.8

The mean quality of life
(SF36) final values >3
months - social
functioning in the control
groups was

61.1

The mean quality of life (SF36) final
values >3 months - role physical in
the intervention groups was

5.2 lower

(24.28 lower to 13.88 higher)

The mean quality of life (SF36) final
values >3 months - bodily pain in
the intervention groups was

0.7 higher

(8.14 lower to 9.54 higher)

The mean quality of life (SF36) final
values >3 months - general health
in the intervention groups was

0.9 lower

(12.28 lower to 10.48 higher)

The mean quality of life (SF36) final
values >3 months - vitality in the
intervention groups was

10.2 lower

(20.62 lower to 0.22 higher)

The mean quality of life (SF36) final
values >3 months - social
functioning in the intervention
groups was

7.4 lower

(24.19 lower to 9.39 higher)
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Quality of life (SF36) final values >3
months - Role emotional
Scale from: 0 to 100.

Quality of life (SF36) final values >3
months - Mental health
Scale from: 0 to 100.

Quality of life (Arthritis Impact
Measurement Scale) change scores >3
months

Scale from: 0 to 10.

Physical function (Neck disability index)
final values <3 months
Scale from: 0 to 100.

Physical function (Maximal Watt bicycle
ergometer) change scores >3 months

(1 study)
5 months

36
(1 study)
5 months

65
(1 study)
6 months

22
(1 study)
10 weeks

65
(1 study)
6 months

(CISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
SISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CICICIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CISICIC)
VERY
LOWA1,2,3
due to risk of
bias,
indirectness,
imprecision

The mean quality of life
(SF36) final values >3
months - role emotional

in the control groups was

59.3

The mean quality of life
(SF36) final values >3

months - mental health in

the control groups was
57.5

The mean quality of life
(arthritis impact
measurement scale)
change scores >3
months in the control
groups was

0.8

The mean physical
function (neck disability
index) final values <3
months in the control
groups was

20.6

The mean physical
function (maximal watt
bicycle ergometer)
change scores >3
months in the control
groups was

-27.1

The mean quality of life (SF36) final
values >3 months - role emotional
in the intervention groups was

23.9 lower

(53.64 lower to 5.84 higher)

The mean quality of life (SF36) final
values >3 months - mental health in
the intervention groups was

6.4 lower

(18.26 lower to 5.46 higher)

The mean quality of life (arthritis
impact measurement scale) change
scores >3 months in the
intervention groups was

0.4 lower

(1.34 lower to 0.54 higher)

The mean physical function (neck
disability index) final values <3
months in the intervention groups
was

6.6 lower

(17.17 lower to 3.97 higher)

The mean physical function
(maximal watt bicycle ergometer)
change scores >3 months in the
intervention groups was

14.1 higher

(4.46 to 23.74 higher)
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Psychological distress (BDI) — EMG
biofeedback final values <3 months
Scale from: 0 to 63.

Psychological distress (HADS -
depression) — HRV biofeedback final
values <3 months

Scale from: 0 to 21.

Psychological distress (BDI) — EMG
biofeedback final values >3 months
Scale from: 0 to 63.

Psychological distress (Symptoms
Checklist-90-revised) change scores
>3 months

Psychological distress (HADS anxiety)

— HRV biofeedback final values <3
months
Scale from: 0 to 21.

(1 study)
8 weeks

22
(1 study)
10 weeks

36
(1 study)
5 months

65
(1 study)
6 months

22
(1 study)
10 weeks

(CISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
SISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CICICIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CICICIS)
VERY
LOWA1,2,3
due to risk of
bias,
indirectness,
imprecision

SVISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

The mean psychological
distress (BDI) final values
<3 months in the control

groups was
12.9

The mean psychological
distress (HADs -

depression) final values
<3 months in the control

groups was
4.91

The mean psychological
distress (BDI) final values
>3 months in the control

groups was
12.3

The mean psychological
distress (symptoms
checklist-90-revised)
change scores >3
months in the control

groups was
-8.1

The mean psychological
distress (HADs anxiety)
final values <3 months in
the control groups was

6.45

The mean psychological distress
(BDI) final values <3 months in the
intervention groups was

3.2 higher

(1.94 lower to 8.34 higher)

The mean psychological distress
(HADs - depression) final values <3
months in the intervention groups
was

2.49 lower

(5.65 lower to 0.67 higher)

The mean psychological distress
(BDI) final values >3 months in the
intervention groups was

4.6 higher

(0.21 lower to 9.41 higher)

The mean psychological distress
(symptoms checklist-90-revised)
change scores >3 months in the
intervention groups was

1.3 lower

(19.16 lower to 16.56 higher)

The mean psychological distress
(HADs anxiety) final values <3
months in the intervention groups
was

0.95 lower

(3.77 lower to 1.87 higher)
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Discontinuation 147
(3 studies)
2-6 months
Pain (VAS/NRS) final values <3 22
months (1 study)

Scale from: 0 to 10. 10 weeks

Pain (VAS) change scores >3 months 65
Scale from: 0 to 10. (1 study)
6 months

(CISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision
SPISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
SISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision

OR 2.65 Moderate
(1.01106.97) 74 per 1000

The mean pain
(VAS/NRS) final values
<3 months in the control
groups was

2

The mean pain (VAS)
change scores >3
months in the control
groups was

1.3

101 more per 1000
(from 1 more to 284 more)

The mean pain (VAS/NRS) final
values <3 months in the intervention
groups was

0.3 lower

(1.62 lower to 1.02 higher)

The mean pain (VAS) change
scores >3 months in the
intervention groups was

1.9 lower

(10.18 lower to 6.38 higher)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect interventions
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Quality of life (FIQ) changes scores<3

months

Physical function (6 minute walk test)

change scores <3 months

Psychological distress (BDI) change
scores <3 months
Scale from: 0 to 63.

Psychological distress (BDI) change
scores >3 months
Scale from: 0 to 63.

Psychological distress (State trait
anxiety inventory - trait) change
scores <3 months

Scale from: 20 to 80.

(1 study)
6 days

30
(1 study)
6 days

34
(1 study)
5 weeks

32
(1 study)
16.2 months

34
(1 study)
5 weeks

Table 8: Clinical evidence summary: Biofeedback versus Sham biofeedback

SISISIS)
LOW1,2
due to risk of
bias,
imprecision

SISISIS)
LOW1,2

due to risk of
bias,
imprecision

SISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

SISPISIS)
LOW1,2

due to risk of
bias,
imprecision

SVISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

The mean quality of life
(FIQ) changes scores<3
months in the control
groups was

-12.3

The mean physical
function (6 minute walk
test) change scores <3
months in the control
groups was

16

The mean psychological
distress (BDI) change
scores <3 months in the
control groups was

3.8

The mean psychological
distress (BDI) change
scores >3 months in the
control groups was

2.6

The mean psychological

distress (state trait anxiety

inventory - trait) change
scores <3 months in the
control groups was

4.2

The mean quality of life (FIQ)
changes scores<3 months in the
intervention groups was

9.6 lower

(20.14 lower to 0.94 higher)

The mean physical function (6
minute walk test) change scores <3
months in the intervention groups
was

53 higher

(4.18 lower to 110.18 higher)

The mean psychological distress
(BDI) change scores <3 months in
the intervention groups was

0.7 lower

(7.71 lower to 6.31 higher)

The mean psychological distress
(BDI) change scores >3 months in
the intervention groups was

3.9 higher

(3.99 lower to 11.79 higher)

The mean psychological distress
(state trait anxiety inventory - trait)
change scores <3 months in the
intervention groups was

0.3 lower

(9.18 lower to 8.58 higher)
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Psychological distress (State trait
anxiety inventory - trait) change
scores >3 months

Scale from: 20 to 80.

Sleep (Pittsburgh sleep quality index)
change scores <3 months
Scale from: 0 to 21.

Sleep (Pittsburgh sleep quality index)
change scores >3 months
Scale from: 0 to 21.

Discontinuation

Pain (VAS) change scores <3 months
- neurofeedback
Scale from: 0 to 10.

Pain (VAS) change scores <3 months
Scale from: 0 to 10.

(1 study)
16.2 months

34
(1 study)
5 weeks

32
(1 study)
16.2 months

73
(2 studies)

34
(1 study)
5 weeks

30
(1 study)
6 days

(CISISIS)
LOW1,2

due to risk of
bias,
imprecision

(CICICIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

(CICICIS)
LOW1,2

due to risk of
bias,
imprecision

SYISISVIS)
MODERATE
2

due to
imprecision

(CICICIS)
LOW1,2

due to risk of
bias,
imprecision

(CIGISIS)
LOW1,2
due to risk of

RD -0.03
(-0.19 to
0.13)

The mean psychological
distress (state trait anxiety
inventory - trait) change
scores >3 months in the

control groups was
2

The mean sleep

(Pittsburgh sleep quality
index) change scores <3

months in the control
groups was
1.2

The mean sleep

(pittsburgh sleep quality
index) change scores >3

months in the control
groups was -0.5

Moderate

The mean pain (VAS)
change scores <3
months -
neurofeedback in the
control groups was
1.1

The mean pain (VAS)
change scores <3
months in the control

The mean psychological distress
(state trait anxiety inventory - trait)
change scores >3 months in the
intervention groups was

3.5 higher

(4 lower to 11 higher)

The mean sleep (Pittsburgh sleep
quality index) change scores <3
months in the intervention groups
was 0.8 lower

(4.15 lower to 2.55 higher)

The mean sleep (pittsburgh sleep
quality index) change scores >3
months in the intervention groups
was 2 higher

(1.56 lower to 5.56 higher)

The mean pain (VAS) change scores
<3 months - neurofeedback in the
intervention groups was

0.9 lower

(2.06 lower to 0.26 higher)

The mean pain (VAS) change scores
<3 months in the intervention groups
was
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Pain (VAS) change scores >3 months
- neurofeedback
Scale from: 0 to 10.

32
(1 study)

16.2 months

bias,
imprecision

SPISISIS)
LOW1,2

due to risk of
bias,
imprecision

groups was

The mean pain (VAS)
change scores >3
months -
neurofeedback in the
control groups was

0

1.7 higher
(0.27 lower to 3.67 higher)

The mean pain (VAS) change scores
>3 months - neurofeedback in the
intervention groups was

1.10 higher

(0.2 lower to 2.4 higher)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 9: Clinical evidence summary: Mindfulness versus Usual care

Quality of life (FIQ) final values <3
months
Scale from: 0 to 100.

Quality of life (FIQ) final values >3
months
Scale from: 0 to 100.

(1 study)
12 weeks

31
(1 study)
6 months

SISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
SISISIS)
VERY
LOW1,2

due to risk of

The mean quality of life
(FIQ) final values <3
months in the control
groups was

66.2

The mean quality of life
(FIQ) final values >3
months in the control
groups was

70.77

The mean quality of life (FIQ) final
values <3 months in the intervention
groups was 4.43 lower

(15.33 lower to 6.47 higher)

The mean quality of life (FIQ) final
values >3 months in the intervention
groups was 7.52 lower

(17.04 lower to 2 higher)
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bias,
imprecision
(CICICIS)
LOW1

due to risk of
bias

Psychological distress (BDI) final
values <3 months
Scale from: 0 to 63.

Psychological distress (BDI) final
values >3 months
Scale from: 0 to 63.

Psychological distress (Spielberger
Trait-State Anxiety Inventory) final
values <3 months - State

Scale from: 20 to 80.

Psychological distress (Spielberger
Trait-State Anxiety Inventory) final
values <3 months - Trait

Scale from: 20 to 80.

Psychological distress (Spielberger
Trait-State Anxiety Inventory) final
values >3 months - State

Scale from: 20 to 80.

63
(2 studies)
7-12 weeks

63
(2 studies)
5-6 months

32
(1 study)
7 weeks

32
(1 study)
7 weeks

32
(1 study)
5 months

(CICICIC)
VERY
LOW1,2

due to risk of
bias,
imprecision

(CIGISIS)
LOW1

due to risk of
bias

(CICICIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

(CIGISIS)
LOW1

due to risk of
bias

The mean psychological
distress (BDI) final
values <3 months in the
control groups was
28.66

The mean psychological
distress (BDI) final
values >3 months in the
control groups was
30.22

The mean psychological
distress (spielberger
trait-state anxiety
inventory) final values
<3 months - state in the
control groups was
41.12

The mean psychological
distress (spielberger
trait-state anxiety
inventory) final values
<3 months - trait in the
control groups was
36.24

The mean psychological
distress (spielberger
trait-state anxiety
inventory) final values
>3 months - state in the

The mean psychological distress
(BDI) final values <3 months in the
intervention groups was

3.67 lower

(7.39 lower to 0.05 higher)

The mean psychological distress
(BDI) final values >3 months in the
intervention groups was 5.46 lower
(8.79 to 2.12 lower)

The mean psychological distress
(spielberger trait-state anxiety
inventory) final values <3 months -
state in the intervention groups was
11.83 lower

(18.47 to 5.19 lower)

The mean psychological distress
(spielberger trait-state anxiety
inventory) final values <3 months -
trait in the intervention groups was
3.95 lower

(10.05 lower to 2.15 higher)

The mean psychological distress
(spielberger trait-state anxiety
inventory) final values >3 months -
state in the intervention groups was
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Psychological distress (Spielberger
Trait-State Anxiety Inventory) final
values >3 months - Trait

Scale from: 20 to 80.

Sleep (Pittsburgh Sleep Quality
Index) final values <3 months

Scale from: 0 to 21.

Sleep (Pittsburgh Sleep Quality
Index) final values >3 months

Scale from: 0 to 21.

Discontinuation

32
(1 study)
5 months

39
(1 study)
7 weeks

39
(1 study)
5 months

72
(2 studies)
7-12 weeks

(CICICIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

SISISIS)
LOW1

due to risk of
bias

SISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

(CIGISIS)
LOW1,3

due to risk of
bias,
indirectness

OR 5.63
(1.39 to
22.84)

control groups was
40.29

The mean psychological
distress (spielberger
trait-state anxiety
inventory) final values
>3 months - trait in the
control groups was
34.97

The mean sleep
(Pittsburgh sleep quality
index) final values <3
months in the control
groups was 13.1

The mean sleep
(Pittsburgh sleep quality
index) final values >3
months in the control
groups was

12.8

Moderate
26 per 1000

12.44 lower
(18.05 to 6.83 lower)

The mean psychological distress
(spielberger trait-state anxiety
inventory) final values >3 months -
trait in the intervention groups was
3.26 lower

(9.26 lower to 2.74 higher)

The mean sleep (Pittsburgh sleep
quality index) final values <3 months
in the intervention groups was

4 lower
(6.07 to 1.93 lower)

The mean sleep (Pittsburgh sleep
quality index) final values >3 months
in the intervention groups was

2.43 lower
(4.54 to 0.32 lower)

105 more per 1000
(from 10 more to 353 more)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes

ured Asewd o1uoayo Joj Adelayy |eoibojoyoAsd

NOILVLINSNOD ¥O4 14vdQ :uted dluoyo



4]
SHYMM FU UULVIN Vi UVIMID  PYIMUSUL Sy IV UGUG JIN Y

Quality of life (FIQ) final values <3
months

Scale from: 0 to 10

Pain self-efficacy (Coping Skills
Questionnaire self-efficacy sub scale)
final values <3 months

Sleep (Karolinska sleep questionnaire
- sleep quality sub scale) final values
<3 months

Pain (McGill Pain Questionnaire) final
values <3 months
Scale from: 0 to 78.

(1 study)
10 weeks

35
(1 study)
10 weeks

35
(1 study)
10 weeks

35
(1 study)
10 weeks

Table 10: Clinical evidence summary: Pain education versus Usual care

SSISIS)
VERY
LOW1,2
due to risk
of bias,
imprecision

SISISIS)
LOW1,3
due to risk
of bias,
imprecision

SSISIS)
VERY
LOW1,3
due to risk
of bias,
imprecision
SSISIS)
VERY
LOW1,3
due to risk
of bias,
imprecision

The mean quality of life
(FIQ) final values <3
months in the control
groups was

2.65

The mean pain self-
efficacy (coping skills
questionnaire self-
efficacy sub scale) final
values <3 months in the
control groups was 5.59

The mean sleep
(Karolinska sleep
questionnaire - sleep
quality sub scale) final
values <3 months in the
control groups was 3.74

The mean pain (McGill
pain questionnaire) final
values <3 months in the
control groups was
45.24

The mean quality of life (FIQ) final
values <3 months in the intervention
groups was

0.01 higher

(0.42 lower to 0.44 higher)

The mean pain self-efficacy (coping
skills questionnaire self-efficacy sub
scale) final values <3 months in the
intervention groups was

0.47 higher

(0.83 lower to 1.77 higher)

The mean sleep (Karolinska sleep
questionnaire - sleep quality sub
scale) final values <3 months in the
intervention groups was

0.13 higher

(0.41 lower to 0.67 higher)

The mean pain (McGilll pain
questionnaire) final values <3
months in the intervention groups
was

3.9 higher

(20.73 lower to 28.53 higher)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect interventions
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
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Quality of life (FIQ) final values <3
months
Scale from: 0 to 100.

Quality of life (FIQ) final values >3
months
Scale from: 0 to 100.

Psychological distress (Pain Anxiety
Symptom Scale) final values <3
months - PASS1

Psychological distress (Pain Anxiety
Symptom Scale) final values <3
months - PASS2

Psychological distress (Pain Anxiety
Symptom Scale) final values >3
months - PASS1

(1 study)
unclear

77
(1 study)
unclear

77
(1 study)
unclear

77
(1 study)
unclear

77
(1 study)
unclear

Table 11: clinical evidence summary: Pain education versus Attention control

SISISIS)
VERY
LOW1,2
due to risk
of bias,
imprecision

SISISIS)
VERY
LOW1,2
due to risk
of bias,
imprecision
SISISIS)
VERY
LOW1,2
due to risk
of bias,
imprecision

SSISIS)
VERY
LOW1,2
due to risk
of bias,
imprecision

CICSICIS)
VERY
LOW1,2
due to risk

The mean quality of life
(FIQ) final values <3
months in the control
groups was

53.38

The mean quality of life
(FIQ) final values >3
months in the control
groups was

57.04

The mean
psychological distress
(pain anxiety symptom
scale) final values <3
months - pass1 in the
control groups was
32.2

The mean
psychological distress
(pain anxiety symptom
scale) final values <3
months - pass2 in the
control groups was
12.26

The mean
psychological distress
(pain anxiety symptom
scale) final values >3
months - pass1 in the

The mean quality of life (FIQ) final
values <3 months in the intervention
groups was

2.92 higher

(6.34 lower to 12.18 higher)

The mean quality of life (FIQ) final
values >3 months in the intervention
groups was

5.6 lower

(15.93 lower to 4.73 higher)

The mean psychological distress
(pain anxiety symptom scale) final
values <3 months - pass1 in the
intervention groups was

3.66 higher

(3.06 lower to 10.38 higher)

The mean psychological distress
(pain anxiety symptom scale) final
values <3 months - pass2 in the
intervention groups was

1.81 higher

(1.79 lower to 5.41 higher)

The mean psychological distress
(pain anxiety symptom scale) final
values >3 months - pass1 in the
intervention groups was
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Psychological distress (Pain Anxiety
Symptom Scale) final values >3
months - PASS2

Pain (NRS) final values <3 months
Scale from: 0 to 10.

Pain (NRS) final values >3 months
Scale from: 0 to 10.

Discontinuation

77
(1 study)
unclear

77
(1 study)
unclear

77
(1 study)
unclear

103
(1 study)
unclear

of bias,
imprecision

CICICIS)
VERY
LOW1,2
due to risk
of bias,
imprecision

(CIOISIS)
LOWA1

due to risk
of bias

SISISIS)
VERY

LOW1,2
due to risk
of bias,
imprecision
CISICIS)
VERY
LOW1,2
due to risk
of bias,
imprecision

Peto OR
3.78
(0.65 to
21.87)

control groups was
28.53

The mean
psychological distress
(pain anxiety symptom
scale) final values >3
months - pass2 in the
control groups was
11.53

The mean pain (NRS)
final values <3 months
in the control groups
was

8.16

The mean pain (NRS)
final values >3 months
in the control groups
was

7.75

Moderate
0 per 1000

6.41 higher
(1.77 lower to 14.59 higher)

The mean psychological distress
(pain anxiety symptom scale) final
values >3 months - pass2 in the
intervention groups was

2.6 higher

(1.59 lower to 6.79 higher)

The mean pain (NRS) final values <3
months in the intervention groups
was

2.23 lower

(3.04 to 1.43 lower)

The mean pain (NRS) final values >3
months in the intervention groups
was

1.47 lower

(2.41 to 0.53 lower)

110 more per 1000 (from 10 to 200
more)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
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Table 12: Clinical evidence summary: Sleep hygiene versus Usual care
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Quality of life (SF36 mental composite) CISISIS) The mean quality of life The mean quality of life (SF36 mental
final values <3 months (1 study) VERY (SF36 mental composite) final values <3 months in
Scale from: 0 to 100. 6 weeks LOW1,2 composite) final values  the intervention groups was
due to risk <3 months in the 4.8 higher
of bias, control groups was (2.07 to 7.53 higher)
imprecision 455
Quality of life (SF36 mental composite) 14 PPooO The mean quality of life The mean quality of life (SF36 mental
final values >3 months (1 study) LOW1 (SF36 mental composite) final values >3 months in
Scale from: 0 to 100. 6 months due to risk composite) final values  the intervention groups was
of bias >3 months in the 9.4 higher
control groups was (6.52 to 12.28 higher)
40
Sleep (Insomnia Symptom 26 SloISIe) The mean sleep The mean sleep (insomnia symptom
Questionnaire) final values <3 months (1 study) LOW1 (insomnia symptom questionnaire) final values <3 months
6 weeks due to risk questionnaire) final in the intervention groups was
of bias values <3 months in 22.7 lower
the control groups was  (26.26 to 19.14 lower)
53.2
Sleep (Insomnia Symptom 14 SloISIe) The mean sleep The mean sleep (insomnia symptom
Questionnaire) final values >3 months (1 study) LOW1 (insomnia symptom questionnaire) final values >3 months
6 months due to risk questionnaire) final in the intervention groups was
of bias values >3 months in 21.6 lower
the control groups was  (26.21 to 16.99 lower)
52.9
Discontinuation 29 CISISIS) RR 0.31 Moderate
(U Siltel7) ISR (0.03102.99) 182 per 1000 126 fewer per 1000
6 weeks LOW1,2 (from 177 fewer to 362 more)
due to risk
of bias,

imprecision
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Pain (McGill pain questionnaire) final
values <3 months
Scale from: 0 to 78.

Pain (McGill pain questionnaire) final
values >3 months
Scale from: 0 to 78.

(1 study)
6 weeks

14
(1 study)
6 months

(SICISIS)
LOW1

due to risk
of bias

CIGISIC)
LOW1

due to risk
of bias

The mean pain (McGill
pain questionnaire)
final values <3 months
in the control groups
was

34.4

The mean pain (McGill
pain questionnaire)
final values >3 months
in the control groups
was

34.1

The mean pain (McGill pain
questionnaire) final values <3 months
in the intervention groups was

10.7 lower

(14.1 to 7.3 lower)

The mean pain (McGill pain
questionnaire) final values >3 months
in the intervention groups was

11.7 lower

(16.34 to 7.06 lower)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 13: Clinical evidence summary: Hypnosis versus Usual care

Quality of life (FIQ) change scores <3
months
Scale from: 0 to 100.

Quality of life (FIQ) change scores >3
months
Scale from: 0 to 100.

(1 study)
12 weeks

59
(1 study)
6 months

(CICICIS)
VERY
LOW1,2
due to risk
of bias,
imprecision
(CICICIS)

VERY
LOW1,2

The mean quality of
life (FIQ) change
scores <3 months in
the control groups was
0.19

The mean quality of
life (FIQ) change
scores >3 months in

The mean quality of life (FIQ) change
scores <3 months in the intervention
groups was

1.09 lower

(5.83 lower to 3.65 higher)

The mean quality of life (FIQ) change
scores >3 months in the intervention
groups was
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Psychological distress (HADS -
depression) change scores <3 months
Scale from: 0 to 21.

Psychological distress (HADS -
depression) change scores >3 months
Scale from: 0 to 21.

Psychological distress (HADS -
anxiety) change scores <3 months
Scale from: 0 to 21.

Psychological distress (HADS -
anxiety) change scores >3 months
Scale from: 0 to 21.

Sleep (MOS Sleep Scale) change
scores <3 months

59
(1 study)
12 weeks

59
(1 study)
6 months

59
(1 study)
12 weeks

59
(1 study)
6 months

59
(1 study)
12 weeks

due to risk
of bias,
imprecision
SISISIS)
VERY
LOW1,2
due to risk
of bias,
imprecision
(CICICIC)
VERY
LOW1,2
due to risk
of bias,
imprecision
(CICICIS)
VERY
LOW1,2
due to risk
of bias,
imprecision
(CICICIS)
VERY
LOW1,2
due to risk
of bias,
imprecision
(CICICIS)
VERY
LOW1,2
due to risk

the control groups was
-0.7

The mean
psychological distress
(HADs - depression)
change scores <3
months in the control
groups was -0.39

The mean
psychological distress
(HADs - depression)
change scores >3
months in the control
groups was -0.1

The mean
psychological distress
(HADs - anxiety)
change scores <3
months in the control
groups was -0.74

The mean
psychological distress
(HADs - anxiety)
change scores >3
months in the control
groups was -0.5

The mean sleep (MOS
sleep scale) change
scores <3 months in
the control groups was
-2.3

3.9 lower
(11.21 lower to 3.41 higher)

The mean psychological distress
(HADs - depression) change scores
<3 months in the intervention groups
was

0.73 lower

(2.25 lower to 0.79 higher)

The mean psychological distress
(HADs - depression) change scores
>3 months in the intervention groups
was

1.3 lower

(2.63 lower to 0.03 higher)

The mean psychological distress
(HADs - anxiety) change scores <3
months in the intervention groups
was

0.12 lower

(1.07 lower to 0.83 higher)

The mean psychological distress
(HADs - anxiety) change scores >3
months in the intervention groups
was

0.7 lower

(9.05 lower to 7.65 higher)

The mean sleep (MOS sleep scale)
change scores <3 months in the
intervention groups was

3.5 lower

(9.45 lower to 2.45 higher)
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of bias,
imprecision
(CICISIS)
LOW1

due to risk
of bias

Sleep (MOS Sleep Scale) change 59
scores >3 months (1 study)
6 months
Discontinuation 62
(1 study)
6 months
Pain (NRS) final values >3 months 59
Scale from: 0 to 10. (1 study)
6 months

(CICICIC)
VERY
LOW1,2
due to risk
of bias,
imprecision
(CICICIS)
LOWA1

due to risk
of bias

RR 0.5
(0.05 to 5.23)

The mean sleep (MOS
sleep scale) change
scores >3 months in
the control groups was
1.7

Moderate
65 per 1000

The mean pain (NRS)
final values >3 months
in the control groups
was

6.64

The mean sleep (MOS sleep scale)
change scores >3 months in the
intervention groups was

10.3 lower

(12.28 to 8.32 lower)

32 fewer per 1000
(from 62 fewer to 275 more)

The mean pain (NRS) final values >3
months in the intervention groups
was

0.6 lower

(1.19 to 0.01 lower)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
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1

Table 14: Clinical evidence summary: Psychotherapy versus Usual care

Quality of life (SF36 physical
component) final values >3 months
Scale from: 0 to 100.

Quality of life (SF36 mental
component) final values >3 months
Scale from: 0 to 100.

Physical function (Somatoform
disorders-7) final values >3 months
Scale from: 0 to 100.

Psychological distress (HADS -
depression) final values >3 months
Scale from: 0 to 21.

Psychological distress (HADS -
anxiety) final values >3 months
Scale from: 0 to 21.

46
(1 study)
18 months

46
(1 study)
18 months

46
(1 study)
18 months

46
(1 study)
18 months

46
(1 study)
18 months

SISISIS)
VERY
LOW1,2
due to risk
of bias,
imprecision

(CISISIC)
VERY
LOW1,2
due to risk
of bias,
imprecision

(CIGISIS)
LOW1

due to risk
of bias

SISISIS)
VERY
LOW1,2
due to risk
of bias,
imprecision

S SISIS)
VERY

LOW1,2
due to risk

The mean quality of
life (SF36 physical
component) final
values >3 months in
the control groups was
32.9

The mean quality of
life (SF36 mental
component) final
values >3 months in
the control groups was
39.4

The mean physical
function (somatoform
disorders-7) final
values >3 months in
the control groups was
22

The mean
psychological distress
(HADs - depression)
final values >3 months
in the control groups
was

9.7

The mean
psychological distress
(HADs - anxiety) final
values >3 months in

The mean quality of life (SF36
physical component) final values >3
months in the intervention groups
was

1.1 lower

(2.2 lower to 0 higher)

The mean quality of life (SF36
mental component) final values >3
months in the intervention groups
was

4.1 higher

(2.77 to 5.43 higher)

The mean physical function
(somatoform disorders-7) final values
>3 months in the intervention groups
was

4.5 lower

(5.77 to 3.23 lower)

The mean psychological distress
(HADs - depression) final values >3
months in the intervention groups
was

0.7 lower

(1.28 to 0.12 lower)

The mean psychological distress
(HADs - anxiety) final values >3
months in the intervention groups
was
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Pain interference (Pain disability index)
final values >3 months

Discontinuation

46
(1 study)
18 months

47
(1 study)
18 months

of bias,
imprecision

SISISIS)
VERY
LOW1,2
due to risk
of bias,
imprecision
(CICICIC)
VERY
LOW1,2
due to risk
of bias,
imprecision

RR 0.64
(0.12 to 3.48)

the control groups was

The mean pain
interference (pain
disability index) final
values >3 months in
the control groups was
36.5

Moderate
130 per 1000

0.5 lower
(0.96 to 0.04 lower)

The mean pain interference (pain
disability index) final values >3
months in the intervention groups
was

2 lower

(4.02 lower to 0.02 higher)

47 fewer per 1000
(from 114 fewer to 322 more)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 15: Clinical evidence summary: CBT (for insomnia) versus Sleep hygiene

Quality of life (SF36 mental composite)
final values <3 months
Scale from: 0 to 100.

32
(1 study)
6 weeks

(CIGISIS)
LOW1

due to risk of
bias

The mean quality of
life (SF36 mental
composite) final values
<3 months in the
control groups was
50.3

The mean quality of life (SF36
mental composite) final values <3
months in the intervention groups
was

0.4 higher

(1.51 lower to 2.31 higher)
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Quality of life (SF36 mental composite)
final values >3 months
Scale from: 0 to 100.

Quality of life (FIQ) final values <3
months
Scale from: 0 to 100.

Psychological distress (Symptom
Checklist-90-Revised - depression sub
scale; HADS - depression) final values
<3 months

Psychological distress (Symptom
Checklist-90-Revised - anxiety sub
scale; HADS - anxiety) final values <3
months

Pain self-efficacy (Chronic Pain Self-
efficacy Scale) final values <3 months

(1 study)
6 months

97
(2 studies)
6-7 weeks

97
(2 studies)
6-7 weeks

97
(2 studies)
6-7 weeks

57
(1 study)
6 weeks

(CISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

SISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3
due to risk of
bias,
indirectness,
imprecision
SISISIS)
VERY
LOW1,2,3
due to risk of
bias,

The mean quality of
life (SF36 mental
composite) final values
>3 months in the
control groups was
494

The mean quality of
life (FIQ) final values
<3 months in the
control groups was
64.07

The mean pain self-
efficacy (chronic pain
self-efficacy scale)
final values <3 months
in the control groups

The mean quality of life (SF36
mental composite) final values >3
months in the intervention groups
was

1.9 higher

(0.99 lower to 4.79 higher)

The mean quality of life (FIQ) final
values <3 months in the intervention
groups was 14.14 lower

(21.15 to 7.13 lower)

The mean psychological distress
(symptom checklist-90-revised -
depression sub scale; HADs -
depression) final values <3 months
in the intervention groups was

0.61 standard deviations lower
(1.02 to 0.2 lower)

The mean psychological distress
(symptom checklist-90-revised -
anxiety sub scale; HADs - anxiety)
final values <3 months in the
intervention groups was

0.32 standard deviations lower
(0.72 lower to 0.08 higher)

The mean pain self-efficacy (chronic
pain self-efficacy scale) final values
<3 months in the intervention groups
was
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Sleep (Pittsburgh Sleep Quality Index)
final values <3 months

Sleep (Insomnia Symptom
Questionnaire) final values <3 months

Sleep (total sleep time, hours) final
values <3 months

Sleep (Insomnia Symptom
Questionnaire) final values >3 months

Discontinuation

97
(2 studies)
6-7 weeks

32
(1 study)
6 weeks

26
(1 study)
6 weeks

13
(1 study)
6 months

144
(3 studies)
6 weeks

indirectness,
imprecision
SPISISIS)
LOW1,2

due to risk of
bias,
imprecision

(CICISIS)
LOW1

due to risk of
bias

S SISIS)
VERY

LOW1,2

due to risk of
bias,
imprecision
(CICICIS)
VERY
LOW1,2

due to risk of
bias,
imprecision
(CISICIC)
VERY
LOW1,2,3
due to risk of
bias,

OR 1.53
(0.43 to
5.53)

was
70.48

The mean sleep
(Pittsburgh sleep
quality index) final
values <3 months in
the control groups was
13.34

The mean sleep
(insomnia symptom
questionnaire) final
values <3 months in
the control groups was
30.5

The mean sleep (total
sleep time, hours) final
values <3 months in
the control groups was
6.57 hours

The mean sleep
(insomnia symptom
questionnaire) final
values >3 months in
the control groups was
31.3

Moderate
56 per 1000

23.48 higher
(4.83 to 42.13 higher)

The mean sleep (pittsburgh sleep
quality index) final values <3 months
in the intervention groups was

1.96 lower

(3.39 to 0.54 lower)

The mean sleep (insomnia symptom
questionnaire) final values <3
months in the intervention groups
was

5.8 higher

(3.28 to 8.32 higher)

The mean sleep (total sleep time,
hours) final values <3 months in the
intervention groups was

0.04 lower

(1.27 lower to 1.19 higher)

The mean sleep (insomnia symptom
questionnaire) final values >3
months in the intervention groups
was

3.4 higher

(0.19 to 6.61 higher)

27 more per 1000
(from 31 fewer to 191 more)
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Pain (McGill VAS) final values <3
months
Scale from: 0 to 10.

Pain (McGill Pain Questionnaire) final
values <3 months
Scale from: 0 to 78.

Pain (McGill Pain Questionnaire) final
values >3 months
Scale from: 0 to 78.

97
(2 studies)
6-7 weeks

32
(1 study)
6 weeks

13
(1 study)
6 months

indirectness,
imprecision

(CICISIS)
LOW1,3

due to risk of
bias,
indirectness

SPISISIS)
VERY
LOW1,2

due to risk of
bias,
imprecision

(CIGISIS)
LOW1

due to risk of
bias

The mean pain
(McGill VAS) final
values <3 months in
the control groups
was

8.25

The mean pain
(McGill pain
questionnaire) final
values <3 months in
the control groups
was

23.7

The mean pain
(McGill pain
questionnaire) final
values >3 months in
the control groups
was

22.4

The mean pain (McGill VAS) final
values <3 months in the intervention
groups was

1.59 lower

(2.33 to 0.86 lower)

The mean pain (McGill pain
questionnaire) final values <3 months in
the intervention groups was

3.9 higher

(1.06 to 6.74 higher)

The mean pain (McGill pain
questionnaire) final values >3 months
in the intervention groups was

6.4 higher

(2.32 to 10.48 higher)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect interventions

4 Downgraded by 1 or 2 increments because heterogeneity, 12=50%, p=0.04, unexplained by subgroup analysis
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Table 16: Clinical evidence summary: CBT versus Pain education

Quality of life (FIQ) final values <3
months

Scale from: 0 to 10

Quality of life (FIQ) final values >3
months

Scale from: 0 to 10

Quality of life (Satisfaction with life
scale) final values <3 months

Quality of life (Satisfaction with life
scale) final values >3 months

Physical function (SF12 physical
function sub scale) final values <3
months

Scale from: 0 to 100.

(1 study)
10 weeks

36
(1 study)
6 months

151
(1 study)
10 weeks

151
(1 study)
6 months

151
(1 study)
10 weeks

S SISIS)
VERY LOWA1,2,3

due to risk of bias,

indirectness,
imprecision

SISISIS)
VERY LOWA1,2,3

due to risk of bias,

indirectness,
imprecision

SISISIS)
LOW1,2

due to risk of bias,

indirectness

DOOO
LOW1,2

due to risk of bias,

indirectness

SPIPISIS)
LOW1,2

due to risk of bias,

indirectness

The mean quality of life
(FIQ) final values <3
months in the control
groups was

2.66

The mean quality of life
(FIQ) final values >3
months in the control
groups was

2.36

The mean quality of life
(satisfaction with life
scale) final values <3
months in the control
groups was

19.15

The mean quality of life
(satisfaction with life
scale) final values >3
months in the control
groups was

18.58

The mean physical
function (sf12 physical
function sub scale) final
values <3 months in
the control groups was
36.63

The mean quality of life (FIQ) final
values <3 months in the intervention
groups was

0.41 lower
(0.89 lower to 0.07 higher)

The mean quality of life (FIQ) final
values <3 months in the intervention
groups was

0.03 lower
(0.52 lower to 0.46 higher)

The mean quality of life (satisfaction
with life scale) final values <3
months in the intervention groups
was

0.08 higher

(2.43 lower to 2.59 higher)

The mean quality of life (satisfaction
with life scale) final values >3
months in the intervention groups
was

1.06 higher

(1.42 lower to 3.54 higher)

The mean physical function (sf12
physical function sub scale) final
values <3 months in the intervention
groups was

0.87 higher

(2.12 lower to 3.86 higher)
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Physical function (SF12 physical
function sub scale) final values >3
months

Scale from: 0 to 100.

Psychological distress (BDI) change
scores <3 months
Scale from: 0 to 63.

Psychological distress (Center for
Epidemiologic Studies - depression)
final values <3 months

Scale from: 0 to 60.

Psychological distress (Center for
Epidemiologic Studies - depression)
final values >3 months

Scale from: 0 to 60.

Psychological distress (Generalised
anxiety disorder-7) final values <3
months

Scale from: 0 to 21.

151
(1 study)
6 months

16
(1 study)
4 weeks

151
(1 study)
10 weeks

151
(1 study)
6 months

151
(1 study)
10 weeks

(CISISIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision

(CICICIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision

(CIGISIS)

LOW1,2

due to risk of bias,
indirectness

(CIGISIS)

LOW1,2

due to risk of bias,
indirectness

(CICICIS)

LOW1,2

due to risk of bias,
indirectness

The mean physical
function (sf12 physical
function sub scale) final
values >3 months in
the control groups was
35.91

The mean
psychological distress
(BDI) change scores <3
months in the control
groups was

-2

The mean
psychological distress
(center for
epidemiologic studies -
depression) final values
<3 months in the
control groups was
18.22

The mean
psychological distress
(center for
epidemiologic studies -
depression) final values
>3 months in the
control groups was
18.46

The mean
psychological distress
(generalised anxiety
disorder-7) final values

The mean physical function (sf12
physical function sub scale) final
values >3 months in the intervention
groups was

0.87 higher

(2.12 lower to 3.86 higher)

The mean psychological distress
(BDI) change scores <3 months in
the intervention groups was

1.5 lower

(7.77 lower to 4.77 higher)

The mean psychological distress
(center for epidemiologic studies -
depression) final values <3 months
in the intervention groups was
1.87 lower

(5.48 lower to 1.74 higher)

The mean psychological distress
(center for epidemiologic studies -
depression) final values >3 months
in the intervention groups was

1.13 lower

(4.95 lower to 2.69 higher)

The mean psychological distress
(generalised anxiety disorder-7) final
values <3 months in the intervention
groups was
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Psychological distress (Generalised
anxiety disorder-7) final values >3
months

Scale from: 0 to 21.

Pain interference (BPI - interference)
change scores <3 months
Scale from: 0 to 10.

Pain self-efficacy (Coping Skills
Questionnaire self-efficacy sub scale)
final values <3 months

Pain self-efficacy (Coping Skills
Questionnaire self-efficacy sub scale)
final values >3 months

151
(1 study)
6 months

16
(1 study)
4 weeks

36
(1 study)
10 weeks

36
(1 study)
6 months

SISISIS)
VERY LOWA1,2,3

due to risk of bias,

indirectness,
imprecision

S SISIS)
VERY LOWA1,2,3

due to risk of bias,

indirectness,
imprecision

SISISIS)
VERY LOWA1,2,3

due to risk of bias,

indirectness,
imprecision

SISISIS)
VERY LOWA1,2,3

due to risk of bias,

indirectness,
imprecision

<3 months in the
control groups was
6.53

The mean
psychological distress
(generalised anxiety
disorder-7) final values
>3 months in the
control groups was
712

The mean pain
interference (bpi -
interference) change
scores <3 months in
the control groups was
-0.39

The mean pain self-
efficacy (coping skills
questionnaire self-
efficacy sub scale) final
values <3 months in
the control groups was

6.06

The mean pain self-
efficacy (coping skills
questionnaire self-
efficacy sub scale) final
values >3 months in
the control groups was

5.27

0.3 lower
(1.95 lower to 1.35 higher)

The mean psychological distress
(generalised anxiety disorder-7) final
values >3 months in the intervention
groups was

1.3 lower

(2.93 lower to 0.33 higher)

The mean pain interference (bpi -
interference) change scores <3
months in the intervention groups
was

1.11 lower

(3.41 lower to 1.19 higher)

The mean pain self-efficacy (coping
skills questionnaire self-efficacy sub
scale) final values <3 months in the
intervention groups was

0.38 higher

(0.83 lower to 1.59 higher)

The mean pain self-efficacy (coping
skills questionnaire self-efficacy sub
scale) final values >3 months in the
intervention groups was

0.20 lower

(0.91 lower to 1.51 higher)
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Sleep (Karolinska Sleep Questionnaire
sleep quality) final values <3 months

Sleep (Pittsburgh Sleep Quality Index -
sleep problems) final values <3 months

Sleep (Karolinska Sleep Questionnaire
sleep quality) final values >3 months

Sleep (Pittsburgh Sleep Quality Index -
sleep problems) final values >3 months

Use of healthcare services
(physician/other health professional
visits in past 3 months) final values <3
months

(1 study)
10 weeks

151
(1 study)
10 weeks

36
(1 study)
6 months

151
(1 study)
6 months

151
(1 study)
10 weeks

S SISIS)
VERY LOWA1,2,3

due to risk of bias,

indirectness,
imprecision

SISISIS)
VERY LOW1,2,3

due to risk of bias,

indirectness,
imprecision

S SISIS)
VERY LOWA1,2,3

due to risk of bias,

indirectness,
imprecision

SISISIS)
LOW1,2

due to risk of bias,

indirectness

S SISIS)
VERY LOW1,2

due to risk of bias,

indirectness

The mean use of
healthcare services
(physician/other health
professional visits in
past 3 months) final
values <3 months in

The mean sleep (karolinska sleep
questionnaire sleep quality) final
values <3 months in the intervention
groups was

0.26 standard deviations higher
(0.4 lower to 0.91 higher)

The mean sleep (pittsburgh sleep
quality index - sleep problems) final
values <3 months in the intervention
groups was

0.55 standard deviations lower
(0.88 to 0.23 lower)

The mean sleep (karolinska sleep
questionnaire sleep quality) final
values >3 months in the intervention
groups was

0.76 standard deviations higher
(0.08 to 1.44 higher)

The mean sleep (pittsburgh sleep
quality index - sleep problems) final
values >3 months in the intervention
groups was

0.14 standard deviations lower
(0.46 lower to 0.18 higher)

The mean use of healthcare
services (physician/other health
professional visits in past 3 months)
final values <3 months in the
intervention groups was

0.81 lower

(2.48 lower to 0.86 higher)
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Use of healthcare services
(physician/other health professional
visits in past 3 months) final values >3
months

Discontinuation

Pain (VAS/NRS) final values/change
scores <3 months
Scale from: 0 to 10.

Pain (VAS/NRS) final values >3
months
Scale from: 0 to 10.

Pain (McGill Pain Questionnaire) final
values <3 months

Scale from: 0 to 78

151
(1 study)
6 months

167
(2 studies)
4-10 weeks

167
(2 studies)
4-10 weeks

151
(1 study)
6 months

36
(1 study)
10 weeks

(CICICIS)

VERY LOW1,2
due to risk of bias,
indirectness

CISISIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision

CISISIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision

(CIGISIS)

LOW1,2

due to risk of bias,
indirectness

(CISISIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision

See
comment

the control groups was
4.54 visits

The mean use of
healthcare services
(physician/other health
professional visits in
past 3 months) final
values >3 months in
the control groups was
4.8 visits

Moderate
20 per 1000

The mean pain
(VAS/NRS) final
values/change scores
<3 months in the
control groups was
5.2

The mean pain
(VAS/NRS) final values
>3 months in the
control groups was
4.94

The mean pain (mcgill
pain questionnaire)
final values <3 months
in the control groups
was

49.14

The mean use of healthcare
services (physician/other health
professional visits in past 3 months)
final values >3 months in the
intervention groups was

1.41 lower

(3.08 lower to 0.26 higher)

34 more per 1000
(from 11 fewer to 78 more)

The mean pain (VAS/NRS) final
values/change scores <3 months in
the intervention groups was

0.48 lower

(0.99 lower to 0.03 higher)

The mean pain (VAS/NRS) final
values >3 months in the intervention
groups was

0.12 lower

(0.7 lower to 0.46 higher)

The mean pain (mcgill pain
questionnaire) final values <3
months in the intervention groups
was

5.5 lower
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Pain (McGill Pain Questionnaire) final
values >3 months

Scale from: 0 to 78

36
(1 study)

6 months

SISISIS)
VERY LOWA1,2,3

due to risk of bias,

indirectness,
imprecision

The mean pain (mcgill
pain questionnaire)

final values >3 months

in the control groups
was
47.29

(30.73 lower to 19.73 higher)

The mean pain (mcgill pain
questionnaire) final values >3
months in the intervention groups
was

3.08 lower

(24.44 lower to 18.28 higher)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect interventions
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Discontinuation

Pain (NRS) final values <3 months
Scale from: 0 to 10.

Pain (NRS) final values >3 months
Scale from: 0 to 10.

(1 study)
12 weeks

56
(1 study)
12 weeks

56
(1 study)
6 months

Table 17: Clinical evidence summary: CBT versus Biofeedback

S SISIS)
VERY LOW1,2,3

due to risk of bias,

indirectness,
imprecision

S SISIS)
VERY LOW1,2,3

due to risk of bias,

indirectness,
imprecision

S SISIS)
VERY LOWA1,2,3

due to risk of bias,

RR 0.33
(0.04 to
3.02)

Moderate
35 per 1000

The mean pain (NRS)
final values <3
months in the control
groups was

543

The mean pain (NRS)
final values >3
months in the control

23 fewer per 1000
(from 34 fewer to 71 more)

The mean pain (NRS) final values <3
months in the intervention groups
was 0.57 higher

(0.61 lower to 1.75 higher)

The mean pain (NRS) final values >3
months in the intervention groups
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indirectness,
imprecision

groups was

was 0.04 lower
(1.38 lower to 1.30 higher)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect interventions
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 18: Clinical evidence summary: CBT versus Psychotherapy

Psychological distress (BDI) final
values <3 months
Scale from: 0 to 63.

Psychological distress (BDI) final
values >3 months
Scale from: 0 to 63.

Psychological distress (Pain Anxiety
Symptoms Scale) final values <3
months

Scale from: 0 to 200.

(1 study)
10 weeks

47
(1 study)
12 months

48
(1 study)
10 weeks

(CISISIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision

(CISISIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision

(CISISIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision

The mean
psychological distress
(BDI) final values <3
months in the control
groups was 9.9

The mean
psychological distress
(BDI) final values >3
months in the control
groups was 11.5

The mean
psychological distress
(pain anxiety
symptoms scale) final
values <3 months in
the control groups was
62.8

The mean psychological distress
(BDI) final values <3 months in the
intervention groups was

0.8 higher

(4.19 lower to 5.79 higher)

The mean psychological distress
(BDI) final values >3 months in the
intervention groups was

4.2 lower

(9.61 lower to 1.21 higher)

The mean psychological distress
(pain anxiety symptoms scale) final
values <3 months in the intervention
groups was 4.9 higher

(13.81 lower to 23.61 higher)
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Psychological distress (Pain Anxiety
Symptoms Scale) final values >3
months

Scale from: 0 to 200.

Discontinuation

Pain (McGill Pain Questionnaire) final
values <3 months
Scale from: 0 to 78.

Pain (McGill Pain Questionnaire) final
values >3 months
Scale from: 0 to 78.

(1 study)
12 months

50
(1 study)
10 weeks

48
(1 study)
10 weeks

a7
(1 study)
12 months

(CISISIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision

RR 0.6
(0.16 to
2.25)

SISISIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision
(CICICIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision
(CICICIS)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision

The mean
psychological distress
(pain anxiety
symptoms scale) final
values >3 months in
the control groups was
65.2

Moderate
200 per 1000

The mean pain (McGill
pain questionnaire)
final values <3 months
in the control groups
was 14

The mean pain (McGill
pain questionnaire)
final values >3 months
in the control groups
was 13.3

The mean psychological distress
(pain anxiety symptoms scale) final
values >3 months in the intervention
groups was 9.9 lower

(29.45 lower to 9.65 higher)

80 fewer per 1000
(from 168 fewer to 250 more)

The mean pain (McGill pain
questionnaire) final values <3
months in the intervention groups
was 4.5 higher

(2.85 lower to 11.85 higher)

The mean pain (McGill pain
questionnaire) final values >3
months in the intervention groups
was 0.2 higher

(7.84 lower to 8.24 higher)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect interventions
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
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Physical function (FIQ physical function 85 SIeISIS) The mean physical The mean physical function (FIQ
sub scale) final values >3 months (1 study) VERY LOW1,2,3 function (FIQ physical physical function sub scale) final
12 months due to risk of bias, function sub scale) final values >3 months in the intervention
indirectness, values >3 months in groups was
imprecision the control groups was  0.79 higher
2.63 (0.05 lower to 1.63 higher)
Use of healthcare services (Physician 85 SISISIS) The mean use of The mean use of healthcare
visits) >3 months (1 study) VERY LOW1,2,3 healthcare services services (physician visits) >3
12 months due to risk of bias, (physician visits) >3 months in the intervention groups
indirectness, months in the control was 8.92 higher
imprecision groups was 16.35 (1.11 to 16.73 higher)
Discontinuation 85 P66 RR 0.68 Moderate
(1 study) VERY LOW2,3 (0.12to 70 per 1000 22 fewer per 1000
15 weeks due to 3.88) (from 62 fewer to 202 more)
indirectness,
imprecision
Pain (West Haven-Yale Multidimension 85 OO The mean pain (west The mean pain (west haven-yale
Pain Inventory) final values >3 months (1 stud) VERY LOWA1,2,3 haven-yale multidimension pain inventory) final
12 months due to risk of bias, multidimension pain values >3 months in the intervention

indirectness,
imprecision

inventory) final values
>3 months in the
control groups was
3.05

groups was 0.13 higher
(0.47 lower to 0.73 higher)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect interventions
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
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Table 20: Clinical evidence summary: Biofeedback versus Relaxation

Pain (% reduction in pain from
baseline) <3 months
Scale from: 0 to 100.

57
(1 study)
12 weeks

(CISISIC)

VERY LOW1,2,3
due to risk of bias,
indirectness,
imprecision

The mean pain (%
reduction in pain from
baseline) <3 months
in the control groups
was 56% reduction

The mean pain (% reduction in pain
from baseline) <3 months in the
intervention groups was

20 lower

(41.55 lower to 1.55 higher)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 or 2 increments because the majority of the evidence was based on indirect interventions
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 21: Clinical evidence summary: ACT versus Relaxation

Quality of life (SF12 mental
component) final values <3 months
Scale from: 0 to 100.

Quality of life (SF12 mental
component) >3 months
Scale from: 0 to 100.

Quality of life (SF12 physical
component) final values <3 months
Scale from: 0 to 100.

(1 study)
12 weeks

37
(1 study)
9 months

43
(1 study)
12 weeks

SISISIS)

VERY LOW1,2
due to risk of bias,
imprecision

(CISISIS)

VERY LOW1,2
due to risk of bias,
imprecision

S SISIS)
VERY LOW1,2

The mean quality of
life (sf12 mental
component) final
values <3 months in
the control groups was
34.9

The mean quality of
life (sf12 mental
component) >3 months
in the control groups
was 38.8

The mean quality of
life (sf12 physical
component) final

The mean quality of life (sf12 mental
component) final values <3 months
in the intervention groups was

6 higher

(0.36 lower to 12.36 higher)

The mean quality of life (sf12 mental
component) >3 months in the
intervention groups was

0.5 higher

(7.51 lower to 8.51 higher)

The mean quality of life (sf12
physical component) final values <3
months in the intervention groups
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Quality of life (SF12 physical
component) final values >3 months
Scale from: 0 to 100.

Pain interference (Pain disability index)

final values <3 months
Scale from: 0 to 70.

Pain interference (Pain disability index)

final values >3 months
Scale from: 0 to 70.

Psychological distress (HADS
depression) final values <3 months
Scale from: 0 to 21.

Psychological distress (HADS
depression) final values >3 months
Scale from: 0 to 21.

37
(1 study)
9 months

43
(1 study)
12 weeks

37
(1 study)
9 months

43
(1 study)
12 weeks

37
(1 study)
9 months

due to risk of bias,
imprecision

SISISIS)

VERY LOW1,2
due to risk of bias,
imprecision

(CISISIS)

VERY LOW1,2
due to risk of bias,
imprecision

CISISIS)

VERY LOW1,2
due to risk of bias,
imprecision

(CISISIS)

VERY LOW1,2
due to risk of bias,
imprecision

(CISISIS)

VERY LOW1,2
due to risk of bias,
imprecision

values <3 months in
the control groups was
32.1

The mean quality of
life (sf12 physical
component) final
values >3 months in
the control groups was
32.3

The mean pain
interference (pain
disability index) final
values <3 months in
the control groups was
40.3

The mean pain
interference (pain
disability index) final
values >3 months in
the control groups was
34

The mean
psychological distress
(HADs depression)
final values <3 months
in the control groups
was 9.1

The mean
psychological distress
(HADs depression)
final values >3 months

was
2.8 higher
(2.38 lower to 7.98 higher)

The mean quality of life (sf12
physical component) final values >3
months in the intervention groups
was

7 higher

(0.56 to 13.44 higher)

The mean pain interference (pain
disability index) final values <3
months in the intervention groups
was

11.5 lower

(20.38 to 2.62 lower)

The mean pain interference (pain
disability index) final values >3
months in the intervention groups
was

2.8 lower

(14.16 lower to 8.56 higher)

The mean psychological distress
(HADs depression) final values <3
months in the intervention groups
was

2 lower

(5.06 lower to 1.06 higher)

The mean psychological distress
(HADs depression) final values >3
months in the intervention groups
was
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Psychological distress (HADS anxiety)
final values <3 months
Scale from: 0 to 21.

Psychological distress (HADS anxiety)
final values >3 months
Scale from: 0 to 21.

Discontinuation

Pain (NRS 0-6) final values <3 months
Scale from: 0 to 6.

Pain (NRS 0-6) final values >3 months
Scale from: 0 to 6.

43
(1 study)
12 weeks

37
(1 study)
9 months

49
(1 study)
12 weeks

43
(1 study)
12 weeks

37
(1 study)
9 months

SPISISIS)

VERY LOW1,2
due to risk of bias,
imprecision

S SISIS)
VERY LOW1,2

due to risk of bias,
imprecision

DODO
MODERATE1

due to risk of bias

S SISIS)
VERY LOW1,2

due to risk of bias,
imprecision

(CISISIS)

VERY LOW1,2
due to risk of bias,
imprecision

OR 0.11
(0.02 to
0.67)

in the control groups
was 8.4

The mean
psychological distress
(HADs anxiety) final
values <3 months in
the control groups was
9

The mean
psychological distress
(HADs anxiety) final
values >3 months in
the control groups was
9.1

Moderate
208 per 1000

The mean pain (NRS
0-6) final values <3
months in the control
groups was 4

The mean pain (NRS
0-6) final values >3
months in the control
groups was

4.1

0 higher
(3.58 lower to 3.58 higher)

The mean psychological distress
(HADs anxiety) final values <3
months in the intervention groups
was

1.7 lower

(4.27 lower to 0.87 higher)

The mean psychological distress
(HADs anxiety) final values >3
months in the intervention groups
was

0 higher

(3.32 lower to 3.32 higher)

180 fewer per 1000
(from 58 fewer to 203 fewer)

The mean pain (NRS 0-6) final
values <3 months in the intervention
groups was

0.3 lower

(1.18 lower to 0.58 higher)

The mean pain (NRS 0-6) final
values >3 months in the intervention
groups was

0.3 higher

(0.61 lower to 1.21 higher)

1 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was

at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
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See appendix F for full GRADE tables.
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Chronic pain: DRAFT FOR CONSULTATION
Psychological therapy for chronic primary pain

Economic evidence

1.5.1 Included studies

Three health economic studies were identified with the relevant comparison and have been
included in this review.*! 289290 These are summarised in the health economic evidence
profiles below (Note that Table 22 includes only the relevant comparisons for this review,
although the evidence table in Appendix H: includes all comparators in the study.

Table 22, Table 23,

© NICE 2020. All rights reserved. Subject to Notice of rights.
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Table 24) and the health economic evidence tables in appendix H.

1.5.2 Excluded studies

Three economic studies relating to this review question were identified but were excluded
due to a combination of limited applicability and methodological limitations and the availability
of more applicable evidence.?'® 247304 These are listed in appendix |, with reasons for
exclusion given.

See also the health economic study selection flow chart in appendix G.

© NICE 2020. All rights reserved. Subject to Notice of rights.
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1.5.3 Summary of studies included in the economic evidence review

Note that Table 22 includes only the relevant comparisons for this review, although the evidence table in Appendix H: includes all comparators

in the study.

Table 22: Health economic evidence profile: Telephone-delivered cognitive behaviour therapy (TCBT) vs usual care

Beasley Directly Potentially °
2015. applicable @  serious
41 limitations ®

[UK] .

Within-trial analysis (same
paper)

Cost-utility analysis (QALYSs)
Population: Aged over 25 with
chronic widespread pain
according to the definition of
fibromyalgia, and had
consulted their GP in the
previous year.

6 month interventions
Follow-up: 30 months (24
months post treatment)

Comparators:

1.

2.

Telephone-delivered cognitive
behaviour therapy (TCBT):
initial assessment (45-
60mins) followed by 7 weekly
sessions (30-45mins each).

Treatment as usual

Complete
case
analysis:
£574

Multiple
imputation
analysis:
£554

Complete
case
analysis:
0.097

Multiple
imputation
analysis:
0.140

Used non-parametric
bootstrapping.

Complete
case
analysis:
£5,917 per
QALY gained

Multiple
imputation
analysis:
£3,957 per
QALY gained

(a) UK NHS study, used EQ-5D. Participation in study based on self-reported symptoms and recruited through primary care, may not necessarily be representative of general
population with chronic widespread pain caused by fibromyalgia.
(b) Treatment as usual not defined, usual care provided by GP was not restricted and may not be the same across all participants in that group. Within-study analysis which

may not reflect full body of evidence.

(c) Note that looking at the unadjusted EQ-5D values and their pattern over the outcome measurement periods of baseline, 6,9 and 24 months, then at 24 months the CBT
group had an EQ-5D the same as baseline but the control group got worse than baseline at 24 months. So there is a benefit from treatment because people in the
intervention group didn’t get worse, rather than got better.
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Table 23: Health economic evidence profile: Group based cognitive behaviour therapy (CBT) vs usual care

Luciano  Partially Potentially e Within-trial analysis (based on Complete Complete Complete
2014 applicable @  serious Alda 2011 trial)® case: case: case:
289 limitations ® o Cost-utility analysis (QALYs)  -£1,560 0.01 CBT dominant
[Spain] e Population: people with

Fibromyalgia

e 6 month intervention
Comparators:

1. Group based CBT: 9 sessions
2. Treatment as usual

(a) Non-UK study, used Spanish EQ-5D.

Used non-parametric
bootstrapping.

Sensitivity analyses:

e Intention to treat
analysis where
missing data was
imputed.

e Per protocol
analysis where
excluded 14
patients who did not
attend the 9
sessions.

Both analyses still

showed CBT remained

dominant.

(b) Drug costs include VAT, UK costs wouldn’t. Based on one trial. Self-reported resource use. Only minor medication was allowed to be continued in the CBT arm so it is not

in addition to usual care and therefore costs of CBT arm might be underestimated without medication.
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Table 24: Health economic evidence profile: Group based acceptance and commitment therapy (GACT) versus waiting list

Luciano  Partially Potentially e Within-trial analysis (Based Complete Complete Complete Used non-parametric
2017. applicable @  serious on the EFFIGACT trial)2°" case: case: case: bootstrapping.
e limitations ® ¢ Cost-utility analysis (QALYs) ~ -£1,897 0.05 GACT
[Spain] « Population: People aged 18- dominant Sensitivity analyses:
65 years with fibromyalgia e Intention to treat
with no pharmacological or analysis where
psychological treatment missing data was
during the previous year. imputed.
e 6 month interventions e Per protocol
analysis where
Comparators: excluded 14

patients who did not

1. GACT, 8 x 2.5 hour weekly attend the sessions

group sessions; 10-15

patients; covering exercises Both analyses still
and topics within the context showed GACT remained
of ACT practice and training; dominant.

including various types of
formal mindfulness practice;
daily homework assignments
of 15-30 minutes; led by a
clinical psychologist.
2. Treatment as usual
(a) Non-UK study, used Spanish EQ-5D.
(b) Drug costs include VAT, UK costs wouldn’t. Based on one trial. Self-reported resource use. Co-medication not allowed in ACT arm so it is not in addition to usual care and
therefore costs of ACT arm might be underestimated without medication.
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1.5.4 Unit costs
Staff costs:

Table 25: UK costs of clinical psychologists (community based)
Cost per hour of

Staff member Band patient contact Detail/source
Clinical psychology assistant 5 £51 PSSRU 2018.118
practitioner (higher level) Includes direct and
Clinical psychology trainee 6 £64 indirect patient time

. ; at a ratio of 1:0.37,
Clinical psychologist 7 £78

and qualification
costs.

The training costs for psychologists are not included in the PSSRU, so it is assumed the costs would be similar to
that of another role (dietician in this case, to use a more conservative estimate. The ratio of direct to indirect time
is assumed to be the same as that of a physiotherapist, as the ratio for a clinical psychologist is not reported in
this version of the PSSRU.

Psychological programs costs:

Clinical practice is highly variable in terms of how psychological programmes would be
funded. For example some programmes may use NHS reference costs demonstrated below,
some may absorb the costs into outpatient attendance codes, and some may locally
negotiate tariffs for group therapy. Programmes that are provided in the community can also
vary with contracts being based on volume and cost or block contracts providing a certain
amount of reimbursement per course of treatment.

Some illustrations of the costs that could be involved in running psychological therapies are
demonstrated below.

Table 26: UK costs of CBT as part of a pain management programme - NHS reference

costs
Therapy Detail Cost Detail/source
Cognitive Behavioural Therapy as part HRG code: £118 NHS reference costs
of a Pain Management Programme AB11Z 2017-18.133
(Day case)
Cognitive Behavioural Therapy as part HRG code: £123
of a Pain Management Programme AB11Z

(Outpatient)

The NHS reference costs apply per person per session/attendance, regardless of whether

the intervention is delivered in a group.

Table 27: UK costs of clinical Cognitive therapy based programs — PSSRU 2017

Therapy Detail

Cognitive behaviour
therapy — individual (a) Face to face
Mindfulness based
cognitive therapy — group
based (a)

staff member.

Telephone based

Based on a band 7

Cost per hour
£89
£134

£52 per hour

£88 per hour of direct
contact

2 hour sessions for a
group of 12:

© NICE 2020. All rights reserved. Subject to Notice of rights.
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Therapy Detail Cost per hour Detail/source
£175/12 = £15 per
person per session.
(a) These have been removed from PSSRU 2018 so costs are taken from PSSRU 2017.

Threshold calculations:

The clinical review was looked through to identify studies comparing ACT or CBT with usual
care that reported utilities (preferably on the EQ-5D scale) or quality of life data that could be
transformed to utilities, and multiplied by a timeframe to derive QALYs. These have then
been added to QALY already reported in the included economic evaluations.

Table 28: Summary of QALYs from clinical review and included economic evaluations

Intervention  Study Intervention Incremental Incremental N
length/Follow up EQ-5D QALY
ACT (a) Luciano 201720 8 weeks, 8 sessions, 0.05

group based.

6 month follow up.

CBT Luciano 201428  10-12 weeks, 10 0.01 112
sessions, group
based.

6 month follow up.

Castro 2012% 10 weeks, 10 0.064 0.064*10 93
(c) sessions, unclear if weeks

group based =0.012
Friesen 20171 8 weeks, 8 sessions, 0.093 0.093*8 60
(d) online CBT. weeks

=0.014

Beasley 20154 6 month intervention, 0.097 218
(e) phone CBT.

30 months follow up

Pooled incremental QALY gain from CBT 0.05

(a) Adjusted incremental QALY from Table 24.

(b) Adjusted incremental QALY from Table 23.

(c) SF-36 mapped onto EQ-5D, using Ara & Brazier 2008 algorithm.?* Taking into account the difference from
follow up and baseline EQ-5D for the intervention and control groups, and then taking the difference between
the intervention and control group EQ-5D values.

(d) SF-12 mapped onto EQ-5D, using Franks 2004 algorithm.%* Taking into account the difference from follow up
and baseline EQ-5D for the intervention and control groups, and then taking the difference between the
intervention and control group EQ-5D values.

Adjusted incremental QALY from Note that Table 22 includes only the relevant comparisons
for this review, although the evidence table in Appendix H: includes all comparators in the

study.
(e) Table 22.

The QALYs from each study for CBT have been pooled by weighting the QALY by the
number of people in each study. A rearrangement of the ICER equation can identify the
incremental costs needed to make ACT and CBT borderline cost effective at a threshold of
£20,000 per QALY gained. As both interventions resulted in the same QALY gain:

ACT/CBT: £20,000%0.05 = £1,000 per person

© NICE 2020. All rights reserved. Subject to Notice of rights.
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This is the maximum amount that could be spent on the interventions, per person, that would
make them cost effective.

Alternatively, because the QALY gain for the Beasley study seems quite high compared to
the other studies for CBT, excluding this to see the impact results in a QALY gain of 0.01,
which would lead to a maximum cost per person that would make CBT borderline cost
effective of:

ACT/CBT: £20,000*0.01 = £236 per person

If an intervention is group based, then this would lower the cost per person, and it is possible
that the cost per person could be below the costs suggested above. However, these
calculations are based on limited trial data, and the likelihood of ACT/CBT being cost
effective are highly dependent on both the benefits and costs of the treatment.

Evidence statements

1.6.1 Clinical evidence statements
CBT versus usual care
Quality of life

Very low quality evidence from 2 studies with a total of 233 participants showed a clinically
important benefit of CBT at time points up to 3 months, but low to very low quality evidence
from 5 studies with a total of 365 participants showed no clinically important difference
between CBT and usual care. Low quality evidence from two studies with a total of 256
participants showed a clinically important benefit of CBT at time points after 3 months, but
very low quality evidence from 2 studies with a total of 73 participants showed no clinically
important difference between CBT and usual care. Very low quality evidence from one study
with a total of 13 participants showed a clinically important benefit of CBT-I at time points up
to 3 months, but very low quality evidence from one study with a total of 63 participants
showed no clinically important difference between CBT-I and usual care. Low to very low
quality evidence from three studies with a total of 136 participants showed a clinically
important benefit of CBT-I at time points up to and after 3 months.

Physical function

Low quality evidence from one study with a total of 140 participants showed a clinically
important benefit of CBT at time points up to 3 months, but very low quality evidence from
two studies with a total of 190 participants showed no clinically important difference between
CBT and usual care. Very low quality evidence from one study with a total of 28 participants
showed a clinically important benefit of CBT at time points after 3 months, but very low
quality evidence from one study with a total of 118 participants showed no clinically important
difference between CBT and usual care.

Psychological distress

Very low quality evidence from 6 studies with a total of 597 participants showed no clinically
important difference between CBT and usual care at time points up to 3 months. Very low
quality evidence from 7 studies with a total of 75 participants showed no clinically important
difference between CBT and usual care at time points after 3 months. Very low quality
evidence from 2 studies with a total of 118 participants showed no clinically important
difference between CBT-I and usual care at time points up to 3 months. Very low quality
evidence from 2 studies with a total of 95 participants showed no clinically important
difference between CBT-l and usual care at time points after 3 months.

Pain interference
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Moderate quality evidence from one study with a total of 60 participants showed a clinically
important benefit of CBT at time points up to 3 months, but very low quality evidence from
one study with a total of 58 participants showed no clinically important difference between
CBT and usual care. Very low quality evidence from one study with a total of 50 participants
showed no clinically important difference between CBT and usual care at time points after 3
months, but very low quality evidence from one study with a total of 47 participants showed
the opposite. Very low quality evidence from one study with a total of 55 participants showed
no clinically important difference between CBT-l and usual care at time points before or after
3 months.

Pain self-efficacy

Very low quality evidence from 3 studies with a total of 160 participants showed no clinically
important difference between CBT and usual care at time points up to 3 months. Very low
quality evidence from one study with a total of 50 participants showed no clinically important
difference between CBT and usual care at time points after 3 months. Very low quality
evidence from one study with a total of 63 participants showed no clinically important
difference between CBT-I and usual care at time points up to 3 months. Very low quality
evidence from one study with a total of 48 participants showed no clinically important
difference between CBT-I and usual care at time points after 3 months.

Sleep

Low quality evidence from 4 studies with a total of 297 participants showed no clinically
important difference between CBT and usual care at time points up to 3 months. Very low
quality evidence from 4 studies with a total of 407 participants showed no clinically important
difference between CBT and usual care at time points after 3 months. Low quality evidence
from one study with a total of 24 participants showed a clinically important benefit of CBT-I at
time points up to 3 months, but very low quality evidence from 2 studies with a total of 118
participants showed no clinically important difference. Very low quality evidence from 2
studies with a total of 77 participants showed a clinically important benefit of CBT-I at time
points after 3 months, but very low quality evidence from 2 studies with a total of 195
participants showed no clinically important difference.

Use of healthcare services

Very low quality evidence from one study with a total of 63 participants showed a clinically
important benefit of CBT (GP visits and additional psychological services) at time points after
3 months, but very low quality evidence from the same study showed no clinically important
difference (referral to a specialist).

Pain

Low to very low quality evidence from 11 studies with a total of 852 participants showed no
clinically important difference between CBT and usual care at time points up to 3 months.
Very low quality evidence from one study with a total of 76 participants showed a clinically
important benefit of CBT at time points up to 3 months, but very low quality evidence from 6
studies with a total of 406 participants showed no clinically important difference between
CBT and usual care. Very low quality evidence from 3 studies with a total of 142 participants
showed no clinically important difference between CBT-I and usual care at time points up to
3 months. Very low quality evidence from 2 studies with a total of 112 participants showed a
clinically important benefit of CBT-I at time points after 3 months, but very low quality
evidence from 2 studies with a total of 61 participants showed no clinically important
difference between CBT-| and usual care.

Discontinuation

Very low quality evidence from 13 studies with a total of 1258 participants showed more trial
discontinuations from the CBT arms than from usual care. Very low quality evidence from 3
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studies with a total of 177 participants showed more trial discontinuations from the CBT-I
arms than from usual care.

Acceptance and commitment therapy (ACT) versus usual care
Quality of life

Low to very low quality evidence from 3 studies with a total of 201 participants showed a
clinically important benefit of ACT at time points up to 3 months, but very low quality
evidence from 1 study with a total of 63 participants showed no clinically important difference
between ACT and usual care. Low to very low quality evidence from 3 studies with a total of
198 participants showed a clinically important benefit of ACT at time points after 3 months,
but very low quality evidence from one study with a total 33 participants showed usual care
to lead to a clinically important improvement compared ACT.

Physical function

Very low quality evidence from one study with a total of 61 participants showed no clinically
important difference between ACT and usual care at time points up to or after 3 months.

Psychological distress

Very low quality evidence from 4 studies with a total of 254 participants showed a clinically
important benefit of ACT at time points up to 3 months, but very low quality evidence from
one study with a total of 36 participants showed no clinically important difference between
ACT and usual care. Very low quality evidence from 3 studies with a total of 198 participants
showed a clinically important benefit of ACT at time points after 3 months, but very low
quality evidence from one study with a total of 33 participants showed no clinically important
difference between ACT and usual care.

Pain interference

Very low quality evidence from 2 studies with a total of 89 participants showed a clinically
important benefit of ACT at time points up to 3 months, but very low quality evidence from
one study with a total of 53 participants showed no clinically important difference between
ACT and usual care. Very low quality evidence from one study with a total of 33 participants
showed a clinically important benefit of ACT at time points after 3 months.

Sleep

Very low quality evidence from one study with a total of 61 participants showed a clinically
important benefit of ACT at time points up to and after 3 months.

Pain

Very low quality evidence from 3 studies with a total of 201 participants showed a clinically
important benefit of ACT at time points up to and after 3 months.

Discontinuation

Very low quality evidence from 4 studies with a total of 312 participants showed more trial
discontinuations from the ACT arms than from usual care.

Relaxation versus usual care/attention control
Quality of life

Very low quality evidence from 2 studies with a total of 173 participants showed a clinically
important benefit of relaxation at time points up to 3 months.

Physical function
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Moderate quality evidence from one study with a total of 258 participants showed no clinically
important difference between relaxation and usual care at time points up to or after 3 months.

Psychological distress

Low to very low quality evidence from 2 studies with a total of 189 participants showed no
clinically important difference between relaxation and usual care at time points up to 3
months.

Pain interference

Very low quality evidence from one study with a total of 64 participants showed no clinically
important difference between relaxation and usual care at time points up to 3 months.

Pain self-efficacy

Moderate quality evidence from one study with a total of 48 participants showed a clinically
important benefit of relaxation at time points up to 3 months, but very low quality evidence
from one study with a total of 64 participants showed no clinically important difference
between relaxation and usual care.

Sleep

Very low quality evidence from one study with a total of 125 participants showed a clinically
important benefit of relaxation at time points up to 3 months.

Pain

Low quality evidence from 4 studies with a total of 485 participants showed no clinically
important difference between relaxation and usual care at time points up to 3 months.
Moderate quality evidence from 1 study with a total of 258 participants showed no clinically
important difference between relaxation and usual care at time points after 3 months. Very
low quality evidence from one study with a total of 23 participants showed a clinically
important benefit of relaxation over attention control at time points up to 3 months.

Discontinuation

Very low quality evidence from 3 studies with a total of 455 participants showed fewer trial
discontinuations from the relaxation arms than from usual care. Low quality evidence from
one study with a total of 27 participants showed fewer trial discontinuations from the
relaxation arm than from attention control.

Biofeedback versus usual care/attention control (sham biofeedback)
Quality of life

Very low quality evidence from one study with a total of 22 participants showed a clinically
important benefit of HRV biofeedback over usual care at time points up to 3 months, but low
to very low quality evidence from one study with a total of 38 participants showed the
opposite for EMG biofeedback. Very low quality evidence from one study with a total of 65
participants showed no clinically important difference between biofeedback and usual care at
time points after 3 months. Very low quality evidence from one study with a total of 36
participants showed no clinically important difference between biofeedback and usual care
on some SF36 sub scales, but a negative effect from biofeedback that was clinically
important on others. Low quality evidence from one study with a total of 30 participants
showed a clinically important benefit of biofeedback over sham biofeedback at time points
after 3 months.

Physical function
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Very low quality evidence from one study with a total of 22 participants showed no clinically
important difference between biofeedback and usual care at time points up to 3 months. Very
low quality evidence from one study with a total of 65 participants showed a clinically
important benefit of biofeedback at time points after 3 months. Low quality evidence from one
study with a total of 30 participants showed a clinically important benefit of biofeedback over
sham biofeedback at time points up to 3 months.

Psychological distress

Very low quality evidence from one study with a total of 38 participants showed no clinically
important difference between EMG biofeedback and usual care at time points up to 3
months. Very low quality evidence from one study with a total of 22 participants showed a
clinically important benefit of HRV biofeedback over usual care for depression at time points
up to 3 months, but no clinically important difference for anxiety. Very low quality evidence
from one study with a total of 65 participants showed no clinically important difference
between biofeedback and usual care at time points after 3 months, but very low quality
evidence from one study with a total of 36 participants showed a clinically important negative
effect of EMG biofeedback compared to usual care. Very low quality evidence from one
study with a total of 34 participants showed no clinically important difference between
biofeedback and sham biofeedback at time points up to 3 months. Low quality evidence from
one study with a total of 32 participants showed no clinically important difference between
biofeedback and sham biofeedback at time points after 3 months.

Sleep

Very low quality evidence from one study with a total of 34 participants showed no clinically
important difference between biofeedback and sham biofeedback at time points up to 3
months. Low quality evidence from one study with a total of 32 participants showed no
clinically important difference between biofeedback and sham biofeedback at time points
after 3 months.

Pain

Very low quality evidence from one study with a total of 22 participants showed no clinically
important difference between biofeedback and usual care at time points up to 3 months. Very
low quality evidence from one study with a total of 65 participants showed no clinically
important difference between biofeedback and usual care at time points after 3 months. Low
quality evidence from one study with a total of 30 participants showed a clinically important
benefit of biofeedback over sham biofeedback at time points up to 3 months, but low quality
evidence from one study with a total of 34 participants showed the opposite for
neurofeedback. Low quality evidence from one study with a total of 32 participants showed a
clinically important benefit of neurofeedback over sham biofeedback at time points after 3
months.

Discontinuation

Very low quality evidence from 3 studies with a total of 147 participants showed more trial
discontinuations from the biofeedback arms than usual care. Moderate quality evidence from
2 studies with a total of 73 participants showed no difference between biofeedback and sham
biofeedback in discontinuations.

Mindfulness versus usual care
Quality of life

Very low quality evidence from one study with a total of 31 participants showed no clinically
important difference between mindfulness and usual care at time points up to 3 months, but
a clinically important benefit of mindfulness at time points after 3 months.
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Psychological distress

Low quality evidence from one study with a total of 32 participants showed a clinically
important benefit of mindfulness at time points up to 3 months, but low to very low quality
evidence from 2 studies with a total of 63 participants showed no clinically important
difference between mindfulness and usual care. Low to very low quality evidence from 2
studies with a total of 63 participants showed a clinically important benefit of mindfulness at
time points after 3 months, but very low quality evidence from one study with 32 participants
showed no clinically important difference between mindfulness and usual care.

Sleep

Low quality evidence from one study with a total of 39 participants showed a clinically
important benefit of mindfulness at time points up to 3 months and very low quality evidence
from the same study also showed a clinically important benefit of mindfulness at time points
after 3 months.

Discontinuation

Low quality evidence from 2 studies with a total of 72 participants showed more trial
discontinuations from the mindfulness arms than from usual care.

Pain education versus usual care/attention control
Quality of life

Very low quality evidence from one study with a total of 35 participants showed no clinically
important difference between pain education and usual care at time points up to 3 months.
Very low quality evidence from one study with a total of 77 participants showed no clinically
important difference between pain education and attention control at time points up to or after
3 months.

Psychological distress

Very low quality evidence from one study with a total of 77 participants showed no clinically
important difference between pain education and attention control at time points up to or after
3 months.

Pain self-efficacy

Low quality evidence from one study with a total of 35 participants showed no clinically
important difference between pain education and usual care at time points up to 3 months.

Sleep

Very low quality evidence from one study with a total of 35 participants showed no clinically
important difference between pain education and usual care at time points up to 3 months.

Pain

Very low quality evidence from one study with a total of 35 participants showed no clinically
important difference between pain education and usual care at time points up to 3 months.
Low quality evidence from one study with a total of 77 participants showed a clinically
important benefit of pain education at time points up to 3 months and very low quality
evidence from the same study also showed a clinically important benefit at time points after 3
months.

Discontinuation

Very low quality evidence from one study with a total of 103 participants showed more
discontinuations from the pain education arm than attention control.
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Sleep hygiene versus usual care
Quality of life

Very low quality evidence from one study with a total of 26 participants showed a clinically
important benefit of sleep hygiene at time points up to 3 months. Low quality evidence from
one study with a total of 14 participants showed a clinically important benefit of sleep hygiene
at time points after 3 months.

Sleep

Low quality evidence from one study with a total of 26 participants showed a clinically
important benefit of sleep hygiene at time points up to 3 months. Low quality evidence from
one study with a total of 14 participants showed a clinically important benefit of sleep hygiene
at time points after 3 months.

Pain

Low quality evidence from one study with a total of 26 participants showed a clinically
important benefit of sleep hygiene at time points up to 3 months. Low quality evidence from
one study with a total of 14 participants showed a clinically important benefit of sleep hygiene
at time points after 3 months.

Discontinuation

Very low quality evidence from one study with a total of 29 participants showed fewer trial
discontinuations from the sleep hygiene arm than from usual care.

Hypnosis versus usual care
Quality of life

Very low quality evidence from one study with a total of 59 participants showed no clinically
important difference between hypnosis and usual care at time points up to or after 3 months.

Psychological distress

Very low quality evidence from one study with a total of 59 participants showed no clinically
important difference between hypnosis and usual care at time points up to 3 months. Very
low quality evidence from one study with a total of 59 participants showed a clinically
important benefit of hypnosis for depression, but no clinically important difference for anxiety
at time points after 3 months.

Sleep

Very low quality evidence from one study with a total of 59 participants showed no clinically
important difference between hypnosis and usual care at time points up to 3 months. Low
quality evidence from one study with a total of 59 participants showed a clinically important
benefit of hypnosis at time points after 3 months.

Pain

Low quality evidence from one study with a total of 59 participants showed a clinically
important benefit of hypnosis at time points after 3 months.

Discontinuation

Very low quality evidence from one study with a total of 62 participants showed no clinically
important difference between hypnosis and usual care.

Psychotherapy versus usual care
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Quality of life

Very low quality evidence from one study with a total of 46 participants showed a clinically
important benefit of psychotherapy on the SF36 mental component, but no clinically
important difference on the physical component at time points after 3 months.

Physical function

Low quality evidence from one study with a total of 46 participants showed a clinically
important benefit of psychotherapy at time points after 3 months.

Psychological distress

Very low quality evidence from one study with a total of 46 participants showed a clinically
important benefit of psychotherapy at time points after 3 months.

Pain interference

Very low quality evidence from one study with a total of 46 participants showed a clinically
important benefit of psychotherapy at time points after 3 months.

Discontinuation

Very low quality evidence from one study with a total of 46 participants showed fewer trial
discontinuations from the psychotherapy arm than usual care.

CBT-l versus Sleep hygiene
Quality of life

Very low quality evidence from 2 studies with a total of 97 participants showed a clinically
important benefit of CBT-I at time points up to 3 months, but one study with a total of 32
participants showed no clinically important difference between CBT-I and sleep hygiene.
Very low quality evidence from one study with a total of 13 participants showed no clinically
important difference between CBT-I and sleep hygiene at time points after 3 months.

Psychological distress

Very low quality evidence from 2 studies with a total of 97 participants showed a clinically
important benefit of CBT-I at time points up to 3 months for depression, but very low quality
evidence from the same studies showed no clinically important difference between CBT-I
and sleep hygiene for anxiety.

Pain self-efficacy

Very low quality evidence from one study with a total of 57 participants showed a clinically
important benefit of CBT-I at time points up to 3 months.

Sleep

Low quality evidence from 2 studies with a total of 97 participants showed a clinically
important benefit of CBT-I at time points up to 3 months, but very low quality evidence from
one study with a total of 26 participants showed no clinically important difference between
CBT-I and sleep hygiene and low quality evidence from one study with a total of 32
participants showed a clinically important benefit of sleep hygiene. Very low quality evidence
from one study with a total of 13 participants showed a clinically important benefit of sleep
hygiene at time points after 3 months.

Pain

Low quality evidence from 2 studies with a total of 97 participants showed a clinically
important benefit of CBT-I at time points up to 3 months, but very low quality evidence from
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one study with a total of 32 participants showed a clinically important benefit of sleep
hygiene. Low quality evidence from one study with a total of 13 participants showed a
clinically important benefit of sleep hygiene at time points after 3 months.

Discontinuation

Very low quality evidence from 3 studies with a total of 144 participants showed more
discontinuations from the CBT-| arms than sleep hygiene.

CBT versus other interventions
Quality of life

Very low quality evidence from one study with a total of 36 participants showed a clinically
important benefit of CBT over pain education at time points up to 3 months, but low quality
evidence from one study with a total of 151 participants showed no clinically important
difference between CBT and pain education. Low to very low quality evidence from 2 studies
showed no clinically important difference between CBT and pain education at time points
after 3 months.

Physical function

Low quality evidence from one study with a total of 151 participants showed no clinically
important difference between CBT and pain education at time points up to 3 months. Very
low quality evidence from one study with a total of 151 participants showed no clinically
important difference between CBT and pain education at time points after 3 months. Very low
quality evidence from one study with a total of 85 participants showed a clinically important
benefit of behaviour therapy over CBT at time points after 3 months.

Psychological distress

Low to very low quality evidence from 2 studies with a total of 167 participants showed no
clinically important difference between CBT and pain education at time points up to 3
months. Low to very low quality evidence from one study with a total of 151 participants
showed no clinically important difference between CBT and pain education at time points
after 3 months. Very low quality evidence from one study with a total of 48 participants
showed no clinically important difference between CBT and psychotherapy at time points up
to or after 3 months.

Pain interference

Very low quality evidence from one study with a total of 16 participants showed a clinically
important benefit of CBT over pain education at time points up to 3 months.

Pain self-efficacy

Very low quality evidence from one study with a total of 36 participants showed no clinically
important difference between CBT and pain education at time points up to or after 3 months.

Sleep

Very low quality evidence from one study with a total of 151 participants showed a clinically
important benefit of CBT over pain education at time points up to 3 months, but very low
quality evidence from one study with a total of 36 participants showed no clinically important
difference between CBT and pain education. Very low quality evidence from one study with a
total of 36 participants showed a clinically important benefit of pain education over CBT at
time points up to 3 months, but low quality evidence from one study with a total of 151
participants showed no clinically important difference between CBT and pain education.

Use of healthcare services
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Very low quality evidence from one study with a total of 151 participants showed no clinically
important difference between CBT and pain education at time points up to or after 3 months.
Very low quality evidence from one study with a total of 85 participants showed no clinically
important difference between CBT and behaviour therapy at time points after 3 months.

Pain

Very low quality evidence from 2 studies with a total of 167 participants showed no clinically
important difference between CBT and pain education at time points up to 3 months. Low
quality evidence from one study with a total of 151 participants showed no clinically important
difference between CBT and pain education at time points after 3 months. Very low quality
evidence from one study with a total of 56 participants showed no clinically important
difference between CBT and biofeedback at time points up to or after 3 months. Very low
quality evidence from one study with a total of 48 participants showed no clinically important
difference between CBT and psychotherapy at time points up to or after 3 months. Very low
quality evidence from one study with a total of 85 participants showed no clinically important
difference between CBT and behaviour therapy at time points after 3 months.

Discontinuation

Very low quality evidence from 2 studies with a total of 167 participants showed more
discontinuations from the CBT arms than from pain education. Very low quality evidence
from one study with a total of 58 participants showed more discontinuations from the
biofeedback arm than from CBT. Very low quality evidence from one study with a total of 50
participants showed more discontinuations from the psychotherapy arm than from CBT. Very
low quality evidence from one study with a total of 85 participants showed no clinically
important difference between CBT and behaviour therapy.

Other interventions compared with each other
Quality of life

Very low quality evidence from one study with a total of 43 participants showed a clinically
important benefit of ACT over relaxation on SF12 mental component at time points up to 3
months, but no clinically important difference between ACT and relaxation on the physical
component. Very low quality evidence from one study with a total of 37 participants showed a
clinically important benefit of ACT over relaxation on SF12 physical component at time points
after 3 months, but no clinically important difference between ACT and relaxation on the
mental component.

Psychological distress

Very low quality evidence from one study with a total of 43 participants showed no clinically
important difference between ACT and relaxation at time points up to or after 3 months.

Pain interference

Very low quality evidence from one study with a total of 43 participants showed a clinically
important benefit of ACT at time points up to 3 months, but no clinically important difference
between ACT and relaxation at time points after 3 months.

Pain

Very low quality evidence from one study with a total of 57 participants showed a clinically
important benefit of relaxation over biofeedback at time points up to 3 months. Very low
quality evidence from one study with a total of 43 participants showed no clinically important
difference between ACT and relaxation at time points up to or after 3 months.

Discontinuation
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Moderate quality evidence from one study with a total of 49 participants showed more
discontinuations from the relaxation arm than from ACT.

1.6.2 Health economic evidence statements

¢ One cost—utility analysis found that telephone-delivered cognitive behaviour therapy:

o was cost effective compared to usual care for treating chronic widespread
pain when using complete case analysis (ICER: £5,917 per QALY gained in
complete case analysis).

o was cost effective compared to usual care for treating chronic widespread
pain when using multiple imputation analysis (ICER: £3,957 per QALY gained
in complete case analysis).

This analysis was assessed as partially applicable with potentially serious limitations.

¢ One cost—utility analysis found that group based cognitive behaviour therapy was
dominant compared to usual care for treating fiboromyalgia. This analysis was assessed as
partially applicable with potentially serious limitations.

¢ One cost—utility analysis found that group based acceptance and commitment therapy
was dominant compared to a wait list control for treating fibromyalgia. This analysis was
assessed as partially applicable with potentially serious limitations.

The committee’s discussion of the evidence

1.7.1 Interpreting the evidence

The outcomes that matter most

The committee considered health-related quality of life, physical function, psychological
distress, pain interference and pain self-efficacy to be critical outcomes for decision-making.
Use of healthcare services, sleep, discontinuation and pain reduction were also considered
to be important outcomes. The critical and important outcomes agreed by the committee
were adapted by consensus from relevant core outcome sets registered under the Core
Outcome Measures in Effectiveness Trials (COMET) Initiative. This included the Initiative on
Methods, Measurement, and Pain Assessment in Clinical Trials (IMMPACT)
recommendations.

Pain reduction was considered to be a critical outcome for some other reviews included in
this guideline; however the committee considered that the aim of psychological-based
interventions is not to reduce pain severity but the extent to which pain impacts on daily living
and therefore it was only included as an important outcome in this protocol.

Evidence was identified for all critical and important outcomes.

The quality of the evidence

Evidence from 47 randomised controlled trials was identified for 18 different comparisons.
The majority of the evidence identified compared psychological therapies with usual care and
the comparison with the most evidence was CBT versus usual care. No evidence was
identified for cognitive analytic therapy, solution-focussed therapy, problem-solving therapy
or eye movement desensitisation reprocessing.

The majority of the evidence was of low to very low quality. The main reasons for
downgrading were risk of bias, intervention indirectness and imprecision. There was a lack of
blinding in the studies due to the nature of the interventions; this combined with the mostly
subjective outcomes resulted in a high risk of performance bias. The majority of the studies
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had small sample sizes, which increased the uncertainty around the point estimates, and
very few could be combined in a meta-analysis due to substantial differences in the
interventions and outcome measures. Several of the studies used interventions which were
considered to be indirect as they included elements of other types of psychological therapy.
This was more common for CBT and biofeedback interventions, which often included
elements of relaxation and pain education. The committee agreed that this is common in
clinical practice and that the distinction between the different types of therapy is not always
clear. However, for the purposes of this review, the intention was to identify the evidence for
independent psychological therapies to inform which are effective. The inclusion of elements
of other types of therapy limited the ability to determine that the effects were due to the
intervention of interest.

The committee took into account the low to very low quality in their interpretation of the
evidence, particularly when considering the small amount of evidence for comparisons of
mindfulness, pain education, sleep hygiene, hypnosis and psychotherapy versus usual care
and several of the head-to-head comparisons.

Benefits and harms
ACT

The majority of the evidence showed a benefit of ACT over usual care for quality of life and
psychological distress at both the short and longer-term time points, although there was
some uncertainty around the evidence for psychological distress. Evidence for pain
interference was conflicting between a benefit of ACT and no difference at time points up to 3
months, but evidence from one small study showed a benefit of ACT after 3 months. Despite
some uncertainty around the evidence, this was consistent with the committee’s
understanding of time taken to master new techniques through therapy. Evidence for sleep
and pain reduction showed a benefit of ACT at both follow-up time points with uncertainty.
There was no clinically important difference between ACT and usual care for physical
function at either time point, but an increased discontinuation rate in those receiving ACT.
The committee decided that there was enough evidence of benefit to make a
recommendation to consider ACT, but that the evidence was too uncertain not of high
enough quality to justify a stronger recommendation to offer ACT. There was some
suggestion from the evidence that ACT may confer additional benefits, particularly in
improving psychological distress, compared with CBT. However, no evidence comparing
ACT with CBT was identified to support a preference for either intervention.

CBT

General CBT was considered separately from both CBT for insomnia (CBT-I) and hybrid
CBT for insomnia and pain (CBT-I/P) as these were considered to be distinct from general
CBT.

Evidence for CBT versus usual care for quality of life, physical function and pain reduction
was conflicting; with some outcomes showing a benefit of CBT and some showing no
difference at both the shorter and longer term follow up. Evidence showed no difference in
psychological distress, pain self-efficacy or sleep outcomes. Evidence for pain interference at
time points up to 3 months was conflicting between benefit of CBT and no difference,
however the evidence of benefit for this outcome was of moderate quality, which the
committee placed more weight on than the very low quality evidence of no difference. At time
points after 3 months, 1 pain interference outcome measure (pain disability index) showed
CBT to be less beneficial than usual care and 1 (multidimensional pain inventory — pain
interference sub scale) showed no difference. The committee noted that the evidence of
usual care producing better results than CBT was of very low quality and based on one small
study. There was also some evidence of benefit for reducing use of some healthcare
services (GP visits and psychological services), but no difference for others (cardiac
specialists). The committee noted that this evidence was based on one study in a specific
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non-cardiac chest pain population and may not be generalisable to the wider chronic primary
pain population due to the recurrent nature and the specific anxieties associated with chest
pain.

Evidence for CBT-1 and CBT-I/P for quality of life at time points up to 3 months was
conflicting, with some outcomes showing benefit of the two types of CBT and others showing
no difference, whereas at the longer-term follow up, evidence showed a benefit of CBT.
There was no clinically important difference between CBT and usual care for psychological
distress, pain interference or pain self-efficacy at either time point, or pain reduction at time
points up to 3 months. Evidence for pain reduction after 3 months was conflicting, with some
outcomes showing benefit and some showing no difference. Evidence showed a benefit of
CBT for improving sleep problems/insomnia at both time points, but no difference in scales
measuring sleep quality.

More people in both CBT and CBT-I discontinued the studies than in the usual care groups
and this was also true of several of the other interventions in this review. The committee
suggested that this may be because psychological therapy requires more active participation
and is more demanding than usual care, however the small event numbers and imprecision
were also noted giving lower confidence in this evidence.

The committee agreed that overall, there was evidence for benefit of CBT for improving
quality of life, although there was some uncertainty around the evidence. The committee
considered that the effectiveness of CBT may be dependent on the level of training of the
person delivering it. Some studies did not report who delivered the CBT, and some CBT
interventions were internet-based, therefore the evidence identified may underestimate a
potential beneficial effect. With this in mind, as well as having no strong evidence of harm,
the committee decided to make a recommendation to consider offering CBT.

The committee considered that although there was also a signal for benefit of CBT-I and
CBT-I/P, particularly in terms of improving quality of life and sleep, the evidence base was
smaller and health economic evidence was lacking. The committee considered that there
was not enough evidence to make a recommendation for CBT-I or CBT-I/P given that it was
not routinely provided for people with chronic primary pain, and that further research was
needed. The committee also drew on their knowledge of epidemiological research which
suggests a role of sleep in the aetiology of conditions such as fibromyalgia. Therefore the
committee decided to make a research recommendation for CBT-l and CBT-I/P.

Sleep hygiene

The evidence showed a benefit of sleep hygiene compared with usual care at both short and
longer term follow-up for quality of life, sleep, pain reduction and discontinuation. The
committee discussed the general pattern across the body of evidence of psychological
therapies that interventions addressing sleep appeared to be beneficial. However, it was
considered that evidence for sleep hygiene was of low to very low quality and based on one
small study. In addition, the comparison between CBT-| and sleep hygiene showed sleep
hygiene to be no more effective than CBT-I overall. The committee also considered that
sleep hygiene is a component of CBT-I. Taking these factors in to account, the committee
decided not to make a practice or research recommendation for sleep hygiene.

Relaxation

The evidence showed a benefit of relaxation techniques for quality of life, sleep and
discontinuation at time points up to 3 months with some uncertainty, but no difference in
physical function, psychological distress, pain interference or pain reduction. For pain self-
efficacy, evidence was conflicting, with one outcome measure showing a benefit of relaxation
and one showing no difference. When compared against attention control, evidence showed
a benefit of relaxation for pain reduction and discontinuation, although there was some
uncertainty around the evidence. It was noted that most of the outcomes were only reported
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at earlier time points (less than or equal to 3 months). The committee considered that there
was insufficient evidence of benefit, as well as the lack of evidence at longer follow up points
and decided not to make a recommendation for relaxation techniques as a stand-alone
therapy for chronic primary pain. The committee agreed that studies with longer-term follow
up are required in order to inform future recommendations and therefore decided to make a
research recommendation. It was also noted that relaxation is a common component of other
types of psychological therapies and may still be useful as such.

Biofeedback

The evidence for biofeedback compared with usual care for quality of life was conflicting, with
some SF-36 subscales showing a benefit of biofeedback, some showing no difference and
some showing biofeedback to be less effective than usual care in terms of improving quality
of life. Evidence for physical function showed no difference at short term follow up and a
benefit after 3 months. The majority of the evidence showed no difference in psychological
distress at the early time point and evidence was conflicting at the later follow up, with no
difference on the Symptoms Checklist-90-revised and worse results from biofeedback on the
Beck Depression Inventory. Evidence showed no difference in pain reduction and an
increased incidence of discontinuation for biofeedback compared with usual care. When
biofeedback was compared with sham biofeedback, evidence showed a benefit of
biofeedback for quality of life and physical function at time points up to 3 months, but no
difference for psychological distress or sleep at either time point. Evidence for pain reduction
at the earlier follow up showed a benefit of electromyogram (EMG) biofeedback and an
increase of pain for neurofeedback. There was a benefit from neurofeedback at the later
follow up. The committee noted that the benefits shown were based on low quality evidence
from single small studies and there was very serious uncertainty around several of the
outcomes. There was also variation in the type of biofeedback interventions used in the
studies. Some interventions such as neurofeedback (based on the amygdala electrical
fingerprint) were not considered to be specific for symptoms associated with chronic pain and
not commonly used in practice. The committee considered the overall lack of evidence of
benefit, as well as the evidence of harm. Although evidence of negative effects was based on
single small studies and there was very serious uncertainty, the committee noted that it was
shown across two of the critical outcomes as well as two of the important outcomes. The
committee also noted that in clinical practice, biofeedback is often used in physiotherapy as a
method of monitoring progress rather than as a treatment in itself. Therefore stopping the
use of the intervention as a management strategy would not be likely to cause harm for
people currently receiving it. Therefore, they decided to make a recommendation that
biofeedback should not be offered as a stand-alone therapy.

Mindfulness

The evidence showed no difference in quality of life between mindfulness and usual care at
time points up to 3 months and a benefit of mindfulness after 3 months, although with
uncertainty. The majority of the evidence showed no difference in psychological distress at
the earlier time point and a benefit after 3 months. There was a benefit of mindfulness for
sleep at both time points, although there was some uncertainty around the evidence at the
later time point. No evidence was identified for any other outcomes other than
discontinuation, which showed more discontinuations among the mindfulness group. The
committee agreed that the delayed benefit observed in the evidence for quality of life and
psychological distress was in line with their clinical experience and suggested that a possible
reason is that it can take some time to understand this type of therapy and master the
techniques. The committee considered that there was insufficient evidence to make a
recommendation for mindfulness but that there was an indication of a benefit, particularly
after 3 months, that warranted further investigation. The committee were aware that
mindfulness is often used in clinical settings to help with symptoms associated with chronic
pain, and that people are actively enquiring about it. Therefore the committee decided to
make a research recommendation for mindfulness to inform future updates of the guideline.
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Pain education

The evidence showed no clinically important difference between pain education and usual
care in outcomes of quality of life, pain self-efficacy, sleep or pain before three months and
no difference for quality of life at time points after 3 months. The evidence was low to very
low quality and based on one small study. Evidence comparing pain education with attention
control showed a benefit of pain education for reducing pain, but no clinically important
difference in quality of life or psychological distress at time points before and after three
months. There were more discontinuations in the pain education group. Evidence for this
comparison was also based on a single study and was of low to very low quality. The
committee considered the evidence to be insufficient to support a recommendation for or
against pain education. Therefore no recommendation was made. The committee also noted
that education should be part of good clinical practice and is not specific to chronic primary
pain, which is addressed by the NICE patient experience guideline (CG138) and therefore no
research recommendation was made.

Hypnosis

The evidence, which was based on one small study, showed no clinically important
difference in quality of life between hypnosis and usual care. Evidence showed no difference
in psychological distress at the earlier time point and a mixture of no difference and a benefit
of hypnosis with some uncertainty at the later time point. There was no difference in sleep at
the earlier time point and a benefit of hypnosis to sleep and pain reduction after 3 months.
There were fewer study discontinuations in the hypnosis group. The committee noted that
the evidence was based on a study in which the intervention included an element of self-
hypnosis, which they considered may explain the apparent delayed benefit, as this is a
technique that requires practice. The committee considered that there was insufficient
evidence of benéefit, the lack of evidence for several critical outcomes, the low to very low
quality of the evidence and decided not to make a recommendation for or against hypnosis.
The committee decided not to make a research recommendation because the results of the
evidence available were not promising enough to warrant further research as a priority and
because hypnosis is not widely used to manage chronic primary pain in current clinical
practice.

Psychotherapy

The evidence for psychotherapy was based on a single study. Evidence for quality of life was
conflicting, with one outcome measure showing a benefit with uncertainty and one showing
no difference after three months. Evidence showed a benefit for physical function,
psychological distress, pain interference and discontinuation at the time points after 3
months, although there was some uncertainty around the evidence for psychological
distress, pain interference and discontinuation. The committee considered that although
there was an overall benefit of psychotherapy, the evidence was of low to very low quality
with a lot of uncertainty. Therefore, it was decided that a recommendation for psychotherapy
could not be made without further research. A research recommendation to develop this
evidence was therefore made.

Comparisons between Psychological Therapies

Evidence comparing CBT-I with sleep hygiene showed conflicting results for outcomes of
quality of life and psychological distress. There was both a benefit of CBT-I and no difference
between CBT-l and sleep hygiene. There was a benefit of CBT-I over sleep hygiene for pain
self-efficacy, no difference in sleep at earlier time points and a benefit of sleep hygiene over
CBT-I after three months. Evidence for pain reduction was also conflicting, showing both a
benefit of CBT-I and a benefit of sleep hygiene. There was a benefit of sleep hygiene for
discontinuation. Overall, the committee considered that the benefits of CBT-I to the critical
outcomes outweighed the benefits of sleep hygiene to the important outcomes and this
supported the decision to make a research recommendation for CBT for insomnia.
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The evidence showed no difference between CBT and pain education for quality of life,
physical function, psychological distress, use of healthcare services or pain reduction at
either time point. Evidence showed a benefit of CBT for pain interference at the earlier time
point only and a benefit of pain education for discontinuation. Evidence for sleep was
conflicting. The committee considered that the small benefits of CBT over pain education
were in line with the evidence comparing both interventions with usual care and in support of
the recommendation to consider CBT. However, the committee also noted that the majority
of outcomes were based on individual studies and the low to very low quality of the evidence.

None of the other head-to-head comparisons were considered to provide sufficient evidence
to inform recommendations. The majority of the outcomes were of low to very low quality and
based on single studies.

1.7.2 Cost effectiveness and resource use

Three economic evaluations were included for this question on psychological therapies.
Three additional studies were also identified but excluded; one was based on the same trial
as one of the included papers but with a shorter time horizon, and the other two had
methodological limitations and more applicable evidence was included.

One UK study compared 6 months of telephone delivered CBT (TCBT) delivered over 10
sessions versus exercise therapy, treatment as usual, and a combination of the two active
treatments, in people with fibromyalgia. The study was a within-trial analysis with follow up of
30 months (24 months post treatment), and used the EQ-5D questionnaire as a measure of
quality of life. The study found that TCBT was cost-effective compared to treatment as usual
(£5,917 per QALY gained in the complete case data analysis), and remained cost-effective
when missing data was imputed. The study was rated as directly applicable because it was
from the UK NHS perspective, and used the EQ-5D. It had potentially serious limitations
because participation in the study was based on self-reported symptoms, and it is also a
within-trial analysis only reflecting the outcomes of one study. There were large differences in
the unadjusted baseline EQ-5D between the groups, with an interesting point being when
comparing the unadjusted EQ-5D data at baseline and at 30 months, the treatment as usual
group had a lower EQ-5D value at 30 months than at baseline whereas the TCBT group had
the same EQ-5D value as at baseline. This highlights that an improvement in the intervention
group can be for a variety of reasons when compared to a control group, such as that it stops
symptoms getting worse, rather than improves them. The committee commented that the
cost of the intervention reported in the paper was low. This is because fewer sessions than
that described in the intervention detail were actually delivered, as supplementary data from
the economic evaluation (McBeth 2012) based on the same trial but with a shorter time
horizon, reported an average of 6.8 sessions, whereas the intervention is described as
having 10 sessions in total. A higher intervention cost is likely to make TCBT less cost
effective, but this is unlikely to be to an extent that the ICER would exceed the £20,000 per
additional QALY threshold.

Two Spanish economic evaluations were also included. Both were within trial analyses, in
people with fibromyalgia, with one comparing group based CBT (9 sessions) to usual care,
and the other comparing group based ACT to usual care (8 sessions). Both were by the
same author and therefore had similar methodology and limitations. Follow up was 6 months,
which was the length of the interventions. Both found that the interventions were dominant
(less costly and more effective), and remained dominant in sensitivity analyses where
missing data was imputed. They were found to be partially applicable because they were
non-UK studies, and used the EQ-5D using the Spanish tariff. The studies were rated as
having potentially serious limitations because the costs of medicines included VAT which
would not be included in the UK. Also, the authors state the trial designs were not intended to
look at the interventions on top of usual care, and the intervention groups were only allowed
to continue taking minor medicines (occasionally minor analgesics but no pregabalin,
gabapentin, opioids, or antidepressants were permitted), therefore costs may be
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underestimated in the intervention arms. Given that the interventions are dominant,
additional costs may not impact the overall conclusion. Additionally, the studies are only
reflecting the outcomes of single trials.

Unit costs were presented to the committee to illustrate the costs of psychological therapies.
CBT is usually the most common type of psychological intervention, and NHS reference
costs provide some unit costs associated with CBT as part of pain management programmes
such as £123 for CBT as an outpatient (per session), or £118 as a day case. Examples of
costs of CBT based on staff time are also provided in the PSSRU 2017, such as £88 per
hour of direct contact for mindfulness-based cognitive therapy. Using the staff bands that a
clinical psychologist could fall into, the cost per hour can range from £50 to £77 per hour
depending on the band (bands 5 and 7 respectively). A group intervention is likely to be
cheaper as the costs would be spread over more people (even if more staff are required).
The committee agreed that who is providing the intervention is important and can have an
impact on the treatment effect.

Some threshold calculations were undertaken to assess the likely cost effectiveness of the
main types of interventions identified of CBT and ACT. Quality of life data was identified in
the clinical review, and where it was possible to map outcomes onto the EQ-5D this was
undertaken to be able to pool EQ-5D to generate an average QALY. ACT had only one
study, and CBT had 4 studies that reported outcomes as utilities, or outcomes that could be
transformed to utilities. Using these EQ-5D values (weighted average pooling for CBT) and
assuming a timeframe based on the length of the interventions, the incremental QALY gain
from the intervention versus control could be calculated. Rearranging the ICER equation to
find the incremental cost needed to make the intervention cost effective at the £20,000
threshold showed that for both CBT and ACT, an incremental cost would have to be £1,000
or below per person to make ACT cost effective. Excluding the study with the highest QALY
gain from the CBT calculations showed the maximum cost per person for CBT would be
lower at £236. Whether these calculations mean that psychological interventions are cost
effective are dependent on a number of factors that have not been taken into account in the
threshold analysis, such as whether the effect from the intervention is maintained after the
end of the intervention, whether group-based or individual treatment are similarly effective,
and whether the intervention impacts other resource use like reducing use of healthcare
services. Some outcomes in the clinical review for CBT did show a benefit from CBT in
reducing use of healthcare services.

Overall, the committee agreed that the interventions that had shown evidence of benefit
warranting a recommendation were ACT and CBT. These also had evidence of cost
effectiveness.

The committee made a ‘do not use biofeedback’ recommendation as the evidence suggested
a mixed picture with a general lack of benefit and sometimes negative effects of the
intervention. There were also other interventions for which there was some signal of benefit
but the limited evidence meant that these areas would benefit from further research.

Overall as the recommendations made are ‘consider’ recommendations, then any resource
impact is dependent on uptake, and also how the intervention is delivered (group or
individual for example). ACT and CBT are currently used in practice, however practice can
vary across the country.

1.7.3 Other factors the committee took into account

The committee discussed the generalisability of the evidence to all people with chronic
primary pain as the majority of the evidence identified was for women with fibromyalgia. The
committee discussed that distress, loss of quality of life and psychological comorbidity are
common in people living with all types of chronic primary pain. The committee agreed that
the main aim of psychological therapies is to improve quality of life and wellbeing rather than
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to treat the underlying condition and improve pain and response to treatment would be
sufficiently similar to allow recommendations to be made across all chronic primary pain
conditions, even when evidence was available for only one condition.

The committee discussed the common comorbidities in people with chronic primary pain
such as depression, anxiety and post-traumatic stress disorder. It was highlighted that
psychological therapies for these conditions should still be offered in accordance with
existing NICE guidelines.
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Appendices

Appendix A: Review protocols

Review protocol for psychological therapy

ID Field Content

0. PROSPERO registration number Not registered.

1. Review title What is the clinical and cost effectiveness of psychological therapy for the
management of chronic primary pain?

2. Review question What is the clinical and cost effectiveness of psychological therapy for the
management of chronic primary pain?

3. Objective To determine the clinical and cost effectiveness of psychological therapy for the
management of chronic primary pain.

4. Searches The following databases will be searched:

e Cochrane Central Register of Controlled Trials (CENTRAL)
e Cochrane Database of Systematic Reviews (CDSR)

e Embase

e MEDLINE

e CINAHL, Current Nursing and Allied Health Literature.

Searches will be restricted by:

e English language

e Human studies

e Letters and comments are excluded.
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Other searches:
e Inclusion lists of relevant systematic reviews will be checked by the reviewer.

The searches may be re-run 6 weeks before final committee meeting and further
studies retrieved for inclusion if relevant.

The full search strategies will be published in the final review.

Condition or domain being studied

Chronic pain in one or more anatomical regions that is characterized by significant
emotional distress (anxiety, anger/frustration or depressed mood) and functional
disability (interference in daily life activities and reduced participation in social
roles). The diagnosis is appropriate independently of identified biological or
psychological contributors unless another diagnosis would better account for the
presenting symptoms.

Population

Inclusion: People, aged 16 years and over, with chronic primary pain (whose pain
management is not addressed by existing NICE guidance) (chronic widespread
pain, complex regional pain syndrome, chronic visceral pain, chronic orofacial
pain, chronic primary musculoskeletal pain other than orofacial)

Exclusion: Those whose pain management is addressed by existing NICE
guidance.

Intervention/Exposure/Test

Interventions:

cognitive behavioural therapy (CBT)

cognitive analytic therapy (CAT)

behaviour therapy

solution-focused therapy

e problem-solving therapy

acceptance and commitment therapy (ACT)

pain education

relaxation techniques

mindfulness

¢ hypnosis

e EMDR (eye movement desensitisation reprocessing)
¢ psychotherapy (psycho-dynamic and psycho-analytic)
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¢ sleep management/hygiene
¢ biofeedback

8. Comparator/Reference standard/Confounding factors Comparators:
e each other
e usual care
e attention control
9. Types of study to be included Randomised controlled trials (RCTs) and systematic reviews of RCTs
Cross-over RCTs will be considered if no non-cross-over RCT evidence is
identified.
10. Other exclusion criteria Non-English language studies.
. Context A clear understanding of the evidence for the effectiveness of chronic primary
pain treatments:
e improves the confidence of healthcare professionals in their
conversations about pain, and
¢ helps healthcare professionals and patients to have realistic expectations
about outcomes of treatment.
12. Primary outcomes (critical outcomes) ¢ Health related quality of life (including meaningful activity)
¢ physical function (5 minute walk, sit to stand, Roland Morris Disability
Questionnaire, Oswestry Disability Index, Canadian Occupational Performance
Measure)
¢ psychological distress (depression/anxiety) (preferably Hospital Anxiety and
Depression Scale)
¢ pain interference (brief pain inventory interference subscale) and pain self-
efficacy (pain self-efficacy questionnaire).
Outcomes will be extracted at the longest time point up to 3 months and at the
longest time point after 3 months.
13. Secondary outcomes (important outcomes) e Use of healthcare services

e sleep
e discontinuation
¢ pain reduction (any validated scale).
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Outcomes will be extracted at the longest time point up to 3 months and at the
longest time point after 3 months.

14.

Data extraction (selection and coding)

EndNote will be used for reference management, sifting, citations and
bibliographies. All references identified by the searches and from other sources
will be screened for inclusion. 10% of the abstracts will be reviewed by two
reviewers, with any disagreements resolved by discussion or, if necessary, a third
independent reviewer. The full text of potentially eligible studies will be retrieved
and will be assessed in line with the criteria outlined above.

EviBASE will be used for data extraction.

Study investigators may be contacted for missing data where time and resources
allow.

15.

Risk of bias (quality) assessment

Risk of bias will be assessed using the Cochrane Risk of Bias (2.0) tool.
Disagreements between the review authors over the risk of bias in particular
studies will be resolved by discussion, with involvement of a third review author
where necessary.

16.

Strategy for data synthesis

Pairwise meta-analyses will be performed using Cochrane Review Manager
(RevMan5). GRADEpro will be used to assess the quality of evidence for each
outcome, taking into account individual study quality and the meta-analysis
results. The 4 main quality elements (risk of bias, indirectness, inconsistency and
imprecision) will be appraised for each outcome.

17.

Analysis of sub-groups

Proposed sensitivity / subgroup analysis to be explored where there is
heterogeneity:

chronic widespread pain

complex regional pain syndrome
chronic visceral pain

chronic orofacial pain

chronic primary musculoskeletal pain
cognitive impairment

learning difficulties

o first language not English
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e sensory impairment

e homelessness

¢ people aged16-25 years.

18.

Type and method of review

Intervention
O Diagnostic
O Prognostic
O Qualitative
O Epidemiologic
O Service Delivery
| Other (please specify)
19. Language English
20. Country England
21. Anticipated or actual start date NA — not registered on PROSPERO
22. Anticipated completion date 19/08/2020
23. Named contact

5a. Named contact

National Guideline Centre

5b Named contact e-mail

Chronicpain@nice.org.uk

5e Organisational affiliation of the review

National Institute for Health and Care Excellence (NICE) and the National

Guideline Centre
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24. Review team members From the National Guideline Centre:
Serena Carville, Guideline Lead
Maria Smyth, Senior Systematic Reviewer
Rebecca Boffa, Senior Systematic Reviewer
Margaret Constanti, Senior Health Economist
Joseph Runicles, Information Specialist
Katie Broomfield, Project Manager

25. Funding sources/sponsor This systematic review is being completed by the National Guideline Centre which
receives funding from NICE.

26. Conflicts of interest All guideline committee members and anyone who has direct input into NICE
guidelines (including the evidence review team and expert witnesses) must
declare any potential conflicts of interest in line with NICE's code of practice for
declaring and dealing with conflicts of interest. Any relevant interests, or changes
to interests, will also be declared publicly at the start of each guideline committee
meeting. Before each meeting, any potential conflicts of interest will be considered
by the guideline committee Chair and a senior member of the development team.
Any decisions to exclude a person from all or part of a meeting will be
documented. Any changes to a member's declaration of interests will be recorded
in the minutes of the meeting. Declarations of interests will be published with the
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Table 29: Health economic review protocol

Review
question

Objectives

Search
criteria

Search
strategy

Review
strategy

All questions — health economic evidence

To identify health economic studies relevant to any of the review questions.

e Populations, interventions and comparators must be as specified in the clinical
review protocol above.

o Studies must be of a relevant health economic study design (cost—utility analysis,
cost-effectiveness analysis, cost—benefit analysis, cost—-consequences analysis,
comparative cost analysis).

o Studies must not be a letter, editorial or commentary, or a review of health
economic evaluations. (Recent reviews will be ordered although not reviewed. The
bibliographies will be checked for relevant studies, which will then be ordered.)

e Unpublished reports will not be considered unless submitted as part of a call for
evidence.

e Studies must be in English.

A health economic study search will be undertaken using population-specific terms
and a health economic study filter — see appendix B below.

Studies not meeting any of the search criteria above will be excluded. Studies
published before 2002. Abstract-only studies and studies from non-OECD countries
or the USA will also be excluded.

Each remaining study will be assessed for applicability and methodological limitations
using the NICE economic evaluation checklist which can be found in appendix H of
Developing NICE guidelines: the manual (2014).334

Inclusion and exclusion criteria

e If a study is rated as both ‘Directly applicable’ and with ‘Minor limitations’ then it will
be included in the guideline. A health economic evidence table will be completed
and it will be included in the health economic evidence profile.

e If a study is rated as either ‘Not applicable’ or with ‘Very serious limitations’ then it
will usually be excluded from the guideline. If it is excluded then a health economic
evidence table will not be completed and it will not be included in the health
economic evidence profile.

e If a study is rated as ‘Partially applicable’, with ‘Potentially serious limitations’ or
both then there is discretion over whether it should be included.

Where there is discretion

The health economist will make a decision based on the relative applicability and
quality of the available evidence for that question, in discussion with the guideline
committee if required. The ultimate aim is to include health economic studies that are
helpful for decision-making in the context of the guideline and the current NHS
setting. If several studies are considered of sufficiently high applicability and
methodological quality that they could all be included, then the health economist, in
discussion with the committee if required, may decide to include only the most
applicable studies and to selectively exclude the remaining studies. All studies
excluded on the basis of applicability or methodological limitations will be listed with
explanation in the excluded health economic studies appendix below.

The health economist will be guided by the following hierarchies.
Setting:
e UK NHS (most applicable).
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e OECD countries with predominantly public health insurance systems (for example,
France, Germany, Sweden).

e OECD countries with predominantly private health insurance systems (for example,
Switzerland).

¢ Studies set in non-OECD countries or in the USA will be excluded before being
assessed for applicability and methodological limitations.

Health economic study type:

o Cost-utility analysis (most applicable).

e Other type of full economic evaluation (cost—benefit analysis, cost-effectiveness
analysis, cost—consequences analysis).

e Comparative cost analysis.

e Non-comparative cost analyses including cost-of-illness studies will be excluded
before being assessed for applicability and methodological limitations.

Year of analysis:

e The more recent the study, the more applicable it will be.

e Studies published in 2002 or later but that depend on unit costs and resource data
entirely or predominantly from before 2002 will be rated as ‘Not applicable’.

¢ Studies published before 2002 will be excluded before being assessed for
applicability and methodological limitations.

Quality and relevance of effectiveness data used in the health economic analysis:

e The more closely the clinical effectiveness data used in the health economic

analysis match with the outcomes of the studies included in the clinical review the
more useful the analysis will be for decision-making in the guideline.

Appendix B: Literature search strategies

The literature searches for this review are detailed below and complied with the methodology
outlined in Developing NICE guidelines: the manual.33*

For more information, please see the Methods Report published as part of the accompanying
documents for this guideline.

Clinical search literature search strategy

Searches were constructed using a PICO framework where population (P) terms were
combined with Intervention (I) and in some cases Comparison (C) terms. Outcomes (O) are
rarely used in search strategies for interventions as these concepts may not be well
described in title, abstract or indexes and therefore difficult to retrieve. Search filters were
applied to the search where appropriate.

Database Dates searched Search filter used
Medline (OVID) 1946 — 20 May 2020 Exclusions
Randomised controlled trials
Systematic review studies
Embase (OVID) 1974 — 20 May 2020 Exclusions
Randomised controlled trials
Systematic review studies
The Cochrane Library (Wiley) Cochrane Reviews to 2020 None

Issue 5 of 12
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Database Dates searched Search filter used
CENTRAL to 2020 Issue 5 of
12
PsycINFO (ProQuest) Inception — 20 May 2020 Exclusions

Medline (Ovid) search terms

1. Chronic pain/

((chronic or persist* or idiopathic or atypical or a-typical) adj4 pain).ti,ab.

3 exp Complex Regional Pain Syndromes/

4. (complex regional pain syndrome* or CRPS or causalgia).ti,ab.

5. ((reflex or sympathetic) adj2 dystroph*).ti,ab.

6 fibromyalgia/

7 (fibromyalgia® or fibrositis or myofascial pain syndrome).ti,ab.

8 vulvodynia/

9. (vulvodynia or vestibulodynia or dyspareunia or vulvar vestibulitis or vulvitis).ti,ab.
10. interstitial cystitis/

11. (interstitial adj2 cystitis).ti,ab.

12. algodystrophy/

13. (algodystroph* or sudek or sudeck®).ti,ab.

14. exp myofascial pain syndromes/

15. cystitis, interstitial/

16. (loin pain adj (haematuria or hematuria) adj syndrome*).ti,ab.

17. (LPHS or prostatodynia or CPPS or atypic* odontalgia or a-typic* odontalgia or burning

mouth syndrome* or phantom tooth pain or neuropathic orofacial pain or "myofascial
pain" or MPS).ti,ab.

18. ((pelvic or pelvis) adj pain syndrome*).ti,ab.

19. ((non-cardiac or noncardiac) adj3 chest adj3 pain).ti,ab.

20. (temporomandibular adj3 joint adj3 pain).ti,ab.

21. ((prostate or vulv* or bladder or perineal) adj3 pain).ti,ab.

22. (functional pain syndrome* or non-cancer pain or noncancer pain).ti,ab.

23. ((pelvic or pelvis or abdominal) adj3 pain adj3 (unknown or un-known or idiopathic or
atypic* or a-typic*)).ti,ab.

24, or/1-23

25. letter/

26. editorial/

27. news/

28. exp historical article/

29. Anecdotes as Topic/

30. comment/

31. case report/

32. (letter or comment™).ti.

33. or/25-32

34. randomized controlled trial/ or random®.ti,ab.

35. 33 not 34

36. animals/ not humans/

37. exp Animals, Laboratory/

38. exp Animal Experimentation/

39. exp Models, Animal/
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40. exp Rodentia/

41. (rat or rats or mouse or mice).ti.

42. or/35-41

43. 24 not 42

44, limit 43 to English language

45. psychotherapy/ or behavior therapy/ or biofeedback, psychology/ or exp relaxation
therapy/ or mind-body therapies/ or conditioning, operant/ or exp cognitive therapy/ or
relaxation/ or reality therapy/ or hypnosis/

46. (meditat* or psychotherap* or psycho dynamic or psycho analytic or group therapy or
self-regulation training or coping skill or pain-related thought or "mind and body
relaxation technique*" or mind-body relaxation technique* or operant conditioning or
pain education or hypnosis).ti,ab.

47. (biofeedback or mindfulness or "eye movement disensitisation and reprocessing").ti,ab.

48. (CBASP or CBT or SFT or BSFT or ACT or EMDR).ti,ab.

49. (acceptance based or commitment therapy or exposure therapy or implosive therapy or
"acceptance and commitment" or psycho-education or psychoeducation or
occupational therapy).ti,ab.

50. ((behavio#r* or cognitive or relax* or psycho* or respondent or compassion or solution)
adj3 (technique® or therap™® or treatment® or training or rehabilitat* or strateg®)).ti,ab.

51. Patient Education as Topic/ or health education/ or information services/ or teaching/ or
pamphlets/ or exp teaching materials/

52. ((professional or physician or doctor) adj2 patient adj2 (communication or interact* or
relation®)).ti,ab.

53. ((educat* or information or advice) adj3 (patient* or consumer* or health*)).ti,ab.

54. exp Sleep Wake Disorders/ or sleep hygiene/

55. insomnia.ti,ab.

56. (sleep adj3 (manag* or program* or regulat* or therap* or disorder* or deprivation or
hygiene)).ti,ab.

57. or/45-56

58. randomized controlled trial.pt.

59. controlled clinical trial.pt.

60. randomi#ed.ti,ab.

61. placebo.ab.

62. randomly.ti,ab.

63. Clinical Trials as topic.sh.

64. trial.ti.

65. or/58-64

66. Meta-Analysis/

67. exp Meta-Analysis as Topic/

68. (meta analy* or metanaly* or metaanaly* or meta regression).ti,ab.

69. ((systematic* or evidence®) adj3 (review* or overview®)).ti,ab.

70. (reference list* or bibliograph* or hand search* or manual search* or relevant
journals).ab.

71. (search strategy or search criteria or systematic search or study selection or data
extraction).ab.

72. (search* adj4 literature).ab.

73. (medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or
psycinfo or cinahl or science citation index or bids or cancerlit).ab.

74. cochrane.jw.

75. ((multiple treatment™ or indirect or mixed) adj2 comparison®).ti,ab.
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76. or/66-75

77. 44 and 57 and (65 or 76)
Embase (Ovid) search terms

1. Chronic pain/

2. ((chronic or persist* or idiopathic or atypical or a-typical) adj4 pain).ti,ab.

3. exp Complex regional pain syndrome/

4. (complex regional pain syndrome* or CRPS or causalgia).ti,ab.

5. ((reflex or sympathetic) adj2 dystroph*).ti,ab.

6. fibromyalgia/

7. (fibromyalgia* or fibrositis or myofascial pain syndrome).ti,ab.

8. vulvodynia/

9. (vulvodynia or vestibulodynia or dyspareunia or vulvar vestibulitis or vulvitis).ti,ab.

10. interstitial cystitis/

11. (interstitial adj2 cystitis).ti,ab.

12. algodystrophy/

13. (algodystroph* or sudek or sudeck®).ti,ab.

14. myofascial pain/

15. noncardiac chest pain/

16. cystalgia/

17. Pelvis pain syndrome/

18. (loin pain adj (haematuria or hematuria) adj syndrome*).ti,ab.

19. (LPHS or prostatodynia or CPPS or atypic* odontalgia or a-typic* odontalgia or burning
mouth syndrome* or phantom tooth pain or neuropathic orofacial pain or "myofascial
pain" or MPS).ti,ab.

20. ((pelvic or pelvis) adj pain syndrome*).ti,ab.

21. ((non-cardiac or noncardiac) adj3 chest adj3 pain).ti,ab.

22. (temporomandibular adj3 joint adj3 pain).ti,ab.

23. ((prostate or vulv* or bladder or perineal) adj3 pain).ti,ab.

24. (functional pain syndrome* or non-cancer pain or noncancer pain).ti,ab.

25. ((pelvic or pelvis or abdominal) adj3 pain adj3 (unknown or un-known or idiopathic or
atypic* or a-typic*)).ti,ab.

26. or/1-25

27. letter.pt. or letter/

28. note.pt.

29. editorial.pt.

30. case report/ or case study/

31. (letter or comment™).ti.

32. or/27-31

33. randomized controlled trial/ or random*.ti,ab.

34. 32 not 33

35. animal/ not human/

36. nonhuman/

37. exp Animal Experiment/

38. exp Experimental Animal/

39. animal model/

40. exp Rodent/

41. (rat or rats or mouse or mice).ti.
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42. or/34-41

43. 26 not 42

44, limit 43 to English language

45, exp psychotherapy/

46. alternative medicine/

47. instrumental conditioning/

48. (meditat* or psychotherap* or psycho dynamic or psycho analytic or group therapy or
self-regulation training or coping skill or pain-related thought or "mind and body
relaxation technique*" or mind-body relaxation technique* or operant conditioning or
pain education or hypnosis).ti,ab.

49. (biofeedback or mindfulness or "eye movement disensitisation and reprocessing").ti,ab.

50. (CBASP or CBT or SFT or BSFT or ACT or EMDR).ti,ab.

51. (acceptance based or commitment therapy or exposure therapy or implosive therapy or
"acceptance and commitment" or psycho-education or psychoeducation or
occupational therapy).ti,ab.

52. ((behavio#r* or cognitive or relax* or psycho* or respondent or compassion or solution)
adj3 (technique* or therap® or treatment* or training or rehabilitat* or strateg*)).ti,ab.

53. patient education/

54. health education/

55. information service/

56. teaching/

57. publication/

58. ((professional or physician or doctor) adj2 patient adj2 (communication or interact* or
relation®)).ti,ab.

59. ((educat* or information or advice) adj3 (patient* or consumer™ or health*)).ti,ab.

60. sleep disorder/ or insomnia/

61. sleep hygiene/

62. insomnia.ti,ab.

63. (sleep adj3 (manag* or program* or regulat* or therap* or deprivation or disorder* or
hygiene)).ti,ab.

64. or/45-63

65. random®.ti,ab.

66. factorial™.ti,ab.

67. (crossover* or cross over*).ti,ab.

68. ((doubl* or singl*) adj blind*).ti,ab.

69. (assign* or allocat* or volunteer™ or placebo*).ti,ab.

70. crossover procedure/

71. single blind procedure/

72. randomized controlled trial/

73. double blind procedure/

74. or/65-73

75. systematic review/

76. meta-analysis/

77. (meta analy* or metanaly* or metaanaly* or meta regression).ti,ab.

78. ((systematic* or evidence*) adj3 (review* or overview*)).ti,ab.

79. (reference list* or bibliograph* or hand search* or manual search* or relevant
journals).ab.

80. (search strategy or search criteria or systematic search or study selection or data
extraction).ab.

© NICE 2020. All rights reserved. Subject to Notice of rights.

185




2

Chronic pain: DRAFT FOR CONSULTATION

References
81. (search* adj4 literature).ab.
82. (medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or
psycinfo or cinahl or science citation index or bids or cancerlit).ab.
83. cochrane.jw.
84. ((multiple treatment™ or indirect or mixed) adj2 comparison*).ti,ab.
85. or/75-84
86. 44 and 64 and (74 or 85)
PsycINFO (ProQuest) search terms

1.

((su.exact("Chronic Pain") OR ti,ab((chronic OR persist* OR idiopathic OR atypical OR
a-typical) NEAR/3 pain) OR SU.EXACT.EXPLODE("Complex Regional Pain Syndrome
(Type )") OR ti,ab(complex regional pain syndrome* OR CRPS OR causalgia) OR
ti,ab((reflex OR sympathetic) NEAR/2 dystroph*) OR su.exact("fibromyalgia") OR
ti,ab(fibromyalgia OR fibrositis OR myofascial pain syndrome) OR
su.exact("vulvodynia") OR ti,ab(vulvodynia OR vestibulodynia OR dyspareunia OR
vulvar vestibulitis OR vulvitis) OR su.exact("interstitial cystitis") OR ti,ab(interstitial
NEAR/2 cystitis) OR ti,ab(algodystop* OR sudek OR sudeck) OR
SU.EXACT.EXPLODE("Myofascial Pain") OR ti,ab(loin pain NEAR/2 (haematuria OR
hematuria) NEAR/2 syndrome*) OR ti,ab(Ilphs OR prostatodynia OR cpps OR atypic*
odontalgia OR a-tupic* odontalgia OR burning mouth syndrom* OR phantom tooth pain
OR neuropathic orofacial pain OR myofascial pain OR mps) OR ti,ab((pelvic OR pelvis)
NEAR/2 pain syndrome*) OR ti,ab((non-cardiac OR noncardiac) NEAR/2 chest pain)
OR ti,ab(temporomandibular NEAR/2 joint NEAR/2 pain) OR ti,ab((prostate OR vulv*
OR bladder OR perineal) NEAR/2 pain) OR ti,ab(functional pain syndrome* OR non-
cancer pain OR noncancer pain) OR ti,ab((pelvic OR pelvis OR abdominal) NEAR/2
pain NEAR/2 (unknown OR un-known OR idiopathic OR atypic* OR a-typic*))) NOT
(su.exact.explode("rodents") OR su.exact.explode("mice") OR (su.exact("animals")
NOT (su.exact("human males") OR su.exact("human females"))) OR ti(rat OR rats OR
mouse OR mice))) AND (su.exact.explode("psychotherapy") OR
su.exact.explode("behavior therapy") OR su.exact("cognitive therapy") OR
su.exact("relaxation therapy") OR su.exact("operant conditioning") OR
su.exact("hypnosis") OR su.exact("reality therapy") OR su.exact("biofeedback") OR
su.exact(" psycholy, biofeedback") OR su.exact("biofeedback, psychology") OR
ti,ab(meditat* OR psychotherap* OR psycho dynamic OR psycho analytic OR group
therapy OR self-regulation training OR coping skill OR pain-related thought OR "mind
and body relaxation technique*" OR mind-body relaxation technique* OR operant
conditioning OR pain education OR hypnosis) OR ti,ab(biofeedback OR mindfulness
OR "eye movement disensitisation and reprocessing") OR ti,ab(CBASP OR CBT OR
SFT OR BSFT OR ACT OR EMDR) OR ti,ab(acceptance based OR commitment
therapy OR exposure therapy OR implosive therapy OR "acceptance and commitment"
OR psycho-education OR psychoeducation OR occupational therapy) OR
ti,ab((behavior* OR beahviour* OR cognitive OR relax* OR psycho* OR respondent
OR compassion OR solution) NEAR/2 (technique* OR therap* OR treatment* OR
training OR rehabilitat* OR strateg*)) OR su.exact("patient education as topic") OR
su.exact("health education") OR su.exact("information services") OR
su.exact("teaching materials") OR su.exact("pamphlets") OR su.exact("sleep wake
disorders") OR su.exact("sleep hygiene") OR su.exact("sleep deprivation") OR
su.exact("sleep disorders") OR ti,ab((professional OR physician OR doctor) NEAR/2
patient NEAR/2 (communication OR interact* OR relation*)) OR ti,ab((educat* OR
information OR advice) NEAR/2 (patient* OR consumer* OR health*)) OR
ti,ab(insomnia) OR ti,ab(sleep NEAR/2 (manag* OR program* OR regulat* OR therap*
OR disorder* OR deprivation OR hygiene)))

Cochrane Library (Wiley) search terms

#1. MeSH descriptor: [Chronic Pain] explode all trees

#2. ((chronic or persist* or idiopathic or atypical or a-typical) near/4 pain):ti,ab
#3. MeSH descriptor: [Complex Regional Pain Syndromes] explode all trees
#4. (complex regional pain syndrome* or CRPS or causalgia):ti,ab
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#5. ((reflex or sympathetic) near/2 dystroph*):ti,ab

#6. MeSH descriptor: [Fibromyalgia] explode all trees

#7. (fibromyalgia® or fibrositis or myofascial pain syndrome):ti,ab

#8. MeSH descriptor: [Vulvodynia] explode all trees

#9. (vulvodynia or vestibulodynia or dyspareunia or vulvar vestibulitis or vulvitis):ti,ab

#10. MeSH descriptor: [Cystitis, Interstitial] explode all trees

#11. (interstitial near/2 cystitis):ti,ab

#12. MeSH descriptor: [Reflex Sympathetic Dystrophy] explode all trees

#13. (algodystroph* or sudek or sudeck*):ti,ab

#14. MeSH descriptor: [Myofascial Pain Syndromes] explode all trees

#15. (loin pain near (haematuria or hematuria) near syndrome*):ti,ab

#16. (LPHS or prostatodynia or CPPS or atypic* odontalgia or a-typic* odontalgia or burning
mouth syndrome* or phantom tooth pain or neuropathic orofacial pain or "myofascial
pain" or MPS):ti,ab

#17. ((pelvic or pelvis) near pain syndrome*):ti,ab

#18. ((non-cardiac or noncardiac) near/3 chest near/3 pain):ti,ab

#19. (temporomandibular near/3 joint near/3 pain):ti,ab

#20. ((prostate or vulv* or bladder or perineal) near/3 pain):ti,ab

#21. (functional pain syndrome* or non-cancer pain or noncancer pain):ti,ab

#22. ((pelvic or pelvis or abdominal) near/3 pain near/3 (unknown or un-known or idiopathic
or atypic* or a-typic*)):ti,ab

#23. (or #1-#22)

#24. MeSH descriptor: [Psychotherapy] explode all trees

#25. MeSH descriptor: [Behavior Therapy] explode all trees

#26. MeSH descriptor: [Cognitive Therapy] explode all trees

#27. MeSH descriptor: [Biofeedback, Psychology] explode all trees

#28. MeSH descriptor: [Relaxation Therapy] explode all trees

#29. MeSH descriptor: [Reality Therapy] explode all trees

#30. MeSH descriptor: [Hypnosis] explode all trees

#31. MeSH descriptor: [Conditioning, Operant] explode all trees

#32. MeSH descriptor: [Mind-Body Therapies] explode all trees

#33. (meditat* or psychotherap* or psycho dynamic or psycho analytic or group therapy or
self-regulation training or coping skill or pain-related thought or "mind and body
relaxation technique*" or mind-body relaxation technique* or operant conditioning or
pain education or hypnosis):ti,ab

#34. (biofeedback or mindfulness or "eye movement disensitisation and reprocessing"):ti,ab

#35. (CBASP or CBT or SFT or BSFT or ACT or EMDR):ti,ab

#36. (acceptance based or commitment therapy or exposure therapy or implosive therapy or
"acceptance and commitment" or psycho-education or psychoeducation or
occupational therapy):ti,ab

#37. ((behavio?r* or cognitive or relax* or psycho* or respondent or compassion or solution)
near/3 (technique* or therap* or treatment* or training or rehabilitat* or strateg*)):ti,ab

#38. MeSH descriptor: [Patient Education as Topic] explode all trees

#39. MeSH descriptor: [Health Education] explode all trees

#40. MeSH descriptor: [Information Services] explode all trees

#41. MeSH descriptor: [Teaching] explode all trees

#42. MeSH descriptor: [Teaching Materials] explode all trees

#43. MeSH descriptor: [Pamphlets] explode all trees
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#44. ((professional or physician or doctor) near/2 patient near/2 (communication or interact*
or relation*)):ti,ab

#45. ((educat* or information or advice) near/3 (patient* or consumer* or health*)):ti,ab

#46. MeSH descriptor: [Sleep Wake Disorders] explode all trees

#47. MeSH descriptor: [Sleep Hygiene] explode all trees

#48. insomnia:ti,ab

#49. (sleep near/3 (manag* or program* or regulat* or therap* or disorder* or deprivation or
hygiene)):ti,ab

#50. (or #24-#49)

#51. #23 and #50

~NOoO g WN ()

Health Economics literature search strategy

Health economic evidence was identified by conducting a broad search relating to a Chronic
Pain population in NHS Economic Evaluation Database (NHS EED - this ceased to be
updated after March 2015) and the Health Technology Assessment database (HTA) with no
date restrictions. NHS EED and HTA databases are hosted by the Centre for Research and
Dissemination (CRD). Additional searches were run on Medline and Embase for health
economics and economic modelling.

8 Table 30: Database date parameters and filters used

Database Dates searched Search filter used

Medline 2014 — 20 May 2020 Exclusions
Health economics studies
Health economics modelling
studies

Embase 2014 — 20 May 2020 Exclusions
Health economics studies
Health economics modelling
studies

Centre for Research and HTA - Inception — 20 May 2020 None

Dissemination (CRD) NHSEED - Inception to March

9

2015

10 Medline search terms

1. chronic pain/ or pain, intractable/

2. ((persist* or intract* or chronic or longstanding or long standing or longterm or long
term or refractory or prolong* or long last* or sustain* or linger* or syndrome*) adj3
pain*).ti,ab.

3. ((chronic or persist* or idiopathic or atypical or a-typical) adj4 pain).ti,ab.

4. exp Complex Regional Pain Syndromes/

5. (complex regional pain syndrome* or CRPS or causalgia).ti,ab.

6. fibromyalgia/

7. ((reflex or sympathetic) adj2 dystroph*).ti,ab.

8. vulvodynia/

9. (vulvodynia or vestibulodynia or dyspareunia or vulvar vestibulitis or vulvitis).ti,ab.
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10. interstitial cystitis/

11. (interstitial adj2 cystitis).ti,ab.

12. algodystrophy/

13. (algodystroph* or sudek or sudeck*).ti,ab.

14. exp myofascial pain syndromes/

15. cystitis, interstitial/

16. (loin pain adj (haematuria or hematuria) adj syndrome®).ti,ab.

17. (LPHS or prostatodynia or CPPS or atypic* odontalgia or a-typic* odontalgia or burning
mouth syndrome* or phantom tooth pain or neuropathic orofacial pain or "myofascial
pain" or MPS).ti,ab.

18. ((pelvic or pelvis) adj pain syndrome*).ti,ab.

19. ((non-cardiac or noncardiac) adj3 chest adj3 pain).ti,ab.

20. (temporomandibular adj3 joint adj3 pain).ti,ab.

21. ((prostate or vulv* or bladder or perineal) adj3 pain).ti,ab.

22. (functional pain syndrome* or non-cancer pain or noncancer pain).ti,ab.

23. ((pelvic or pelvis or abdominal) adj3 pain adj3 (unknown or un-known or idiopathic or
atypic* or a-typic*)).ti,ab.

24. (fibromyalgia* or fibrositis or myofascial pain syndrome).ti,ab.

25. or/1-24

26. letter/

27. editorial/

28. news/

29. exp historical article/

30. Anecdotes as Topic/

31. comment/

32. case report/

33. (letter or comment™).ti.

34. or/26-33

35. randomized controlled trial/ or random*.ti,ab.

36. 34 not 35

37. animals/ not humans/

38. exp Animals, Laboratory/

39. exp Animal Experimentation/

40. exp Models, Animal/

41. exp Rodentia/

42. (rat or rats or mouse or mice).ti.

43. or/36-42

44, 25 not 43

45. Economics/

46. Value of life/

47. exp "Costs and Cost Analysis"/

48. exp Economics, Hospital/

49. exp Economics, Medical/

50. Economics, Nursing/

51. Economics, Pharmaceutical/

52. exp "Fees and Charges"/

53. exp Budgets/

54. budget®.ti,ab.
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55. cost* ti.
56. (economic* or pharmaco?economic*).ti.
57. (price* or pricing®).ti,ab.
58. (cost* adj2 (effective™ or utilit* or benefit* or minimi* or unit* or estimat* or
variable*)).ab.
59. (financ™ or fee or fees).ti,ab.
60. (value adj2 (money or monetary)).ti,ab.
61. or/45-60
62. exp models, economic/
63. *Models, Theoretical/
64. *Models, Organizational/
65. markov chains/
66. monte carlo method/
67. exp Decision Theory/
68. (markov* or monte carlo).ti,ab.
69. econom* model*.ti,ab.
70. (decision* adj2 (tree* or analy* or model*)).ti,ab.
71. or/62-70
72. 44 and (61 or 71)

Embase (Ovid) search terms

chronic pain/ or pain, intractable/

2. ((persist* or intract* or chronic or longstanding or long standing or longterm or long
term or refractory or prolong* or long last* or sustain® or linger* or syndrome*) adj3
pain*).ti,ab.

3. ((chronic or persist* or idiopathic or atypical or a-typical) adj4 pain).ti,ab.

4. exp Complex regional pain syndrome/

5. (complex regional pain syndrome* or CRPS or causalgia).ti,ab.

6. ((reflex or sympathetic) adj2 dystroph*).ti,ab.

7. fibromyalgia/

8. (fibromyalgia™ or fibrositis or myofascial pain syndrome).ti,ab.

9. vulvodynia/

10. (vulvodynia or vestibulodynia or dyspareunia or vulvar vestibulitis or vulvitis).ti,ab.

11. interstitial cystitis/

12. (interstitial adj2 cystitis).ti,ab.

13. algodystrophy/

14. (algodystroph* or sudek or sudeck?®).ti,ab.

15. myofascial pain/

16. noncardiac chest pain/

17. cystalgia/

18. Pelvis pain syndrome/

19. (loin pain adj (haematuria or hematuria) adj syndrome*).ti,ab.

20. (LPHS or prostatodynia or CPPS or atypic* odontalgia or a-typic* odontalgia or burning
mouth syndrome* or phantom tooth pain or neuropathic orofacial pain or "myofascial
pain" or MPS).ti,ab.

21. ((pelvic or pelvis) adj pain syndrome®).ti,ab.

22. ((non-cardiac or noncardiac) adj3 chest adj3 pain).ti,ab.

23. (temporomandibular adj3 joint adj3 pain).ti,ab.

24, ((prostate or vulv* or bladder or perineal) adj3 pain).ti,ab.
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25. (functional pain syndrome* or non-cancer pain or noncancer pain).ti,ab.

26. ((pelvic or pelvis or abdominal) adj3 pain adj3 (unknown or un-known or idiopathic or
atypic* or a-typic*)).ti,ab.

27. or/1-26

28. letter.pt. or letter/

29. note.pt.

30. editorial.pt.

31. case report/ or case study/

32. (letter or comment*).ti.

33. or/28-32

34. randomized controlled trial/ or random*.ti,ab.

35. 33 not 34

36. animal/ not human/

37. nonhuman/

38. exp Animal Experiment/

39. exp Experimental Animal/

40. animal model/

41. exp Rodent/

42. (rat or rats or mouse or mice).ti.

43. or/35-42

44, 27 not 43

45. health economics/

46. exp economic evaluation/

47. exp health care cost/

48. exp fee/

49. budget/

50. funding/

51. budget*.ti,ab.

52. cost™ ti.

53. (economic* or pharmaco?economic®).ti.

54. (price* or pricing®).ti,ab.

55. (cost* adj2 (effective* or utilit* or benefit* or minimi* or unit* or estimat* or
variable*)).ab.

56. (financ™* or fee or fees).ti,ab.

57. (value adj2 (money or monetary)).ti,ab.

58. or/45-57

59. statistical model/

60. exp economic aspect/

61. 59 and 60

62. *theoretical model/

63. *nonbiological model/

64. stochastic model/

65. decision theory/

66. decision tree/

67. monte carlo method/

68. (markov* or monte carlo).ti,ab.

69. econom® model*.ti,ab.

70. (decision™ adj2 (tree* or analy* or model*)).ti,ab.
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71. or/61-70

72. 44 and (58 or 71)

NHS EED and HTA (CRD) search terms

#1. MeSH DESCRIPTOR Chronic Pain EXPLODE ALL TREES

#2. (((persist* or intract* or chronic or longstanding or long standing or longterm or long
term or refractory or prolong* or long last* or sustain* or linger* or syndrome*) adj3
pain®))

#3. (((chronic or persist* or idiopathic or atypical or a-typical) adj4 pain))

#4. MeSH DESCRIPTOR Complex Regional Pain Syndromes EXPLODE ALL TREES

#5. ((complex regional pain syndrome* or CRPS or causalgia))

#6. MeSH DESCRIPTOR Fibromyalgia EXPLODE ALL TREES

#7. (((reflex or sympathetic) adj2 dystroph*))

#8. MeSH DESCRIPTOR Vulvodynia EXPLODE ALL TREES

#9. ((vulvodynia or vestibulodynia or dyspareunia or vulvar vestibulitis or vulvitis))

#10. MeSH DESCRIPTOR Cystitis, Interstitial EXPLODE ALL TREES

#11. ((interstitial adj2 cystitis))

#12. MeSH DESCRIPTOR Reflex Sympathetic Dystrophy EXPLODE ALL TREES

#13. ((algodystroph* or sudek or sudeck®))

#14. MeSH DESCRIPTOR Myofascial Pain Syndromes EXPLODE ALL TREES

#15. ((loin pain adj (haematuria or hematuria) adj syndrome?*))

#16. ((LPHS or prostatodynia or CPPS or atypic* odontalgia or a-typic* odontalgia or
burning mouth syndrome* or phantom tooth pain or neuropathic orofacial pain or
"myofascial pain" or MPS))

#17. (((pelvic or pelvis) adj pain syndrome*))

#18. (((non-cardiac or noncardiac) adj3 chest adj3 pain))

#19. ((temporomandibular adj3 joint adj3 pain))

#20. (((prostate or vulv* or bladder or perineal) adj3 pain))

#21. ((functional pain syndrome™ or non-cancer pain or noncancer pain))

#22. (((pelvic or pelvis or abdominal) adj3 pain adj3 (unknown or un-known or idiopathic or
atypic* or a-typic*)))

#23. ((fibromyalgia* or fibrositis or myofascial pain syndrome))

#24. (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12
OR#13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22
OR #23)
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Appendix C: Clinical evidence selection

Figure 1: Flow chart of clinical study selection for the review of Psychological therapy for
chronic primary pain

Records identified through Additional records identified through
database searching, n=11,726 other sources, n=0

A 4

Records screened, n=11,726

Records excluded, n=10,660

A 4

\ 4

Full-text papers assessed for

eligibility, n=577
v \ 4
: . )
Papers included in review, n=56 rPapers excluded from review, n=517 A
n=47 studies
Reasons for exclusion: see appendix |
U J . J
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i+ Appendix D: Clinical evidence tables

2

Study (subsidiary papers)

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments
Indirectness of population

Alda 20116 (Garcia-campayo 2009'7°, Luciano 20142%)
RCT (Patient randomised; Parallel)

1 (n=169)

Conducted in Spain; Setting: health centre

Not applicable

Intervention + follow up: 12 weeks + 6 months

Adequate method of assessment/diagnosis: fulfilled the criteria for FM according to the American College of
Rheumatology

Overall: NA

Not applicable: NA

18 to 65 years of age, able to understand and read Spanish, fulfilled the criteria for FM according to the
American College of Rheumatology, had undergone no psychological treatment during the preceding two
years, were receiving no pharmacological treatment at that time or were willing to discontinue it for two
weeks before the start of the study, and had signed an informed consent statement

severe axis | psychiatric disorders (dementia, schizophrenia, paranoid disorder and alcohol and/or drug
abuse); patients with severe axis Il psychiatric disorders or other medical disorders that, from the clinician's
point of view prevented the patient from following the treatment protocol; women who were pregnant or
nursing; and those who declined to participate

patients recruited by doctors working in 41 primary care centres

Age - Mean (SD): CBT 46.35 (6.71), usual care 47.04 (6.53). Gender (M:F): /159. Ethnicity: 100% European
1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: No 4.
Chronic widespread pain: Yes 5. Cognitive impairment: Not stated / Unclear 6. Complex regional pain
syndrome: No 7. First language not English: Not applicable 8. Homeless: Not stated / Unclear 9. Learning
difficulties: Not stated / Unclear 10. People aged 16-25 years: People aged >25 years 11. Sensory
impairment: Not stated / Unclear

NA

No indirectness: NA
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Study (subsidiary papers) Alda 2011¢ (Garcia-campayo 2009'7°, Luciano 20142%)

Interventions (n=57) Intervention 1: Psychological therapy - Cognitive behavioural therapy. 10 x 90 minute group (max. 8
patients) sessions delivered by trained therapists and consisting of 2 major components: cognitive
restructuring, which focuses on reducing pain-specific dysfunctional cognitions and coping, which focuses on
teaching cognitive and behavioural coping strategies. Sessions included e.g. evaluation of automated
thoughts, expressive writing, coping with ruminations, obsessions and worrying. Duration 10-12 weeks .
Concurrent medication/care: occasionally allowed to use minor analgesics during the study, but not
pregabalin, gabapentin, opioids or antidepressants. Indirectness: No indirectness; Indirectness comment:
NA

(n=56) Intervention 2: Usual care. Standard care offered by general practitioners at their health centres. To
improve this groups' treatment, the doctors received the ‘Guide for the Treatment of Fibromyalgia in Primary
Care', which is edited and distributed by the Aragonese Health Service. Treatment as usual’ implies that
doctors selected a pharmacological treatment as well as the frequency of patient visits that they considered
adequate. However, the treatment recommended in the guide matched that of the recommended
pharmacological intervention arm of the trial. Duration study duration. Concurrent medication/care: NA.
Indirectness: Serious indirectness; Indirectness comment: doctors received guide

Funding Academic or government funding (Carlos Il Health Institute of the Spanish Ministry of Health and
Consumption)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: COGNITIVE BEHAVIOURAL THERAPY versus USUAL CARE

Protocol outcome 1: Health related quality of life

- Actual outcome: EuroQoL VAS at Post treatment (9 weeks); Group 1: mean 60.45 (SD 16.63); n=57, Group 2: mean 53.49 (SD 14.4); n=56; EQ-5D
VAS 0-100 Top=High is good outcome; Comments: Baseline values: CBT 44.55 (16.47), usual care 43.87 (14.5)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 1, Reason: lack of efficacy; Group 2 Number
missing: 3, Reason: adverse events (2), moved away (1)

- Actual outcome: EuroQoL VAS at 6 months follow up; Group 1: mean 58.39 (SD 16.27); n=57, Group 2: mean 52.26 (SD 14.03); n=56; EQ-5D VAS 0-
100 Top=High is good outcome; Comments: Baseline values: CBT 44.55 (16.47), usual care 43.87 (14.5)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 8, Reason: lack of efficacy (1), patient decision (4),
lost to follow up (3); Group 2 Number missing: 10, Reason: adverse events (2), moved away (1), lack of efficacy (3), patient decision (2), loss to follow up
)

- Actual outcome: EQ-5D utility score at 6 months follow up; Group 1: mean 0.61 (SD 0.25); n=53, Group 2: mean 0.54 (SD 0.28); n=49; EQ-5D utility
score 0-1 Top=High is good outcome; Comments: Baseline values: CBT 0.4 (0.26), usual care 0.38 (0.27)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
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Study (subsidiary papers) Alda 2011¢ (Garcia-campayo 2009'7°, Luciano 20142%)
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 4, Reason: unclear; Group 2 Number missing: 7,
Reason: unclear

Protocol outcome 2: Psychological distress

- Actual outcome: Hamilton Rating Scale for Depression at Post treatment (9 weeks); Group 1: mean 7.78 (SD 2.46); n=57, Group 2: mean 8.17 (SD
2.25); n=56; Hamilton Rating Scale for Depression 0-50 Top=High is poor outcome; Comments: Baseline values: CBT 14.47, usual care 14.09 (4.64)
Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 1, Reason: lack of efficacy; Group 2 Number
missing: 3, Reason: adverse events (2), moved away (1)

- Actual outcome: Hamilton Rating Scale for Depression at 6 months follow up; Group 1: mean 7.91 (SD 2.5); n=57, Group 2: mean 8.57 (SD 2.47);
n=56; Hamilton Rating Scale for Depression 0-50 Top=High is poor outcome; Comments: Baseline values: CBT 14.47, usual care 14.09 (4.64)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 8, Reason: lack of efficacy (1), patient decision (4),
lost to follow up (3); Group 2 Number missing: 10, Reason: adverse events (2), moved away (1), lack of efficacy (3), patient decision (2), loss to follow up
)

- Actual outcome: Hamilton Anxiety Rating Scale at Post treatment (9 weeks); Group 1: mean 7.09 (SD 2.96); n=57, Group 2: mean 7.4 (SD 2.18); n=56;
Hamilton Anxiety Rating Scale 0-56 Top=High is poor outcome; Comments: Baseline values: CBT 10.84 (4.27), 9.5 (2.98)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 1, Reason: lack of efficacy; Group 2 Number
missing: 3, Reason: adverse events (2), moved away (1)

- Actual outcome: Hamilton Anxiety Rating Scale at 6 months follow up ; Group 1: mean 7.25 (SD 3.02); n=57, Group 2: mean 7.58 (SD 2.07); n=56;
Hamilton Anxiety Rating Scale 0-56 Top=High is poor outcome; Comments: Baseline values: CBT 10.84 (4.27), 9.5 (2.98)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 8, Reason: lack of efficacy (1), patient decision (4),
lost to follow up (3); Group 2 Number missing: 10, Reason: adverse events (2), moved away (1), lack of efficacy (3), patient decision (2), loss to follow up

()

Protocol outcome 3: Discontinuation

- Actual outcome: Study withdrawal at Post treatment (9 weeks); Group 1: 1/57, Group 2: 3/56; Comments: CBT: withdrawal due to lack of efficacy (n=1),
usual care: withdrawal due to adverse events (n=2), moved away (n=1)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: ; Group 2 Number missing:

Protocol outcome 4: Pain reduction

- Actual outcome: Visual analogue scale at Post treatment (9 weeks); Group 1: mean 36.88 (SD 8.29); n=57, Group 2: mean 38.68 (SD 7.48); n=56;
Pain VAS 0-100 Top=High is poor outcome; Comments: Baseline values: CBT 64.2 (10.78), usual care 64.72 (10.44)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
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Study (subsidiary papers) Alda 20116 (Garcia-campayo 2009'7°, Luciano 20142%%)

Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 1, Reason: lack of efficacy; Group 2 Number
missing: 3, Reason: adverse events (2), moved away (1)

- Actual outcome: Visual analogue scale at 6 months follow up ; Group 1: mean 40.68 (SD 10.93); n=57, Group 2: mean 44.34 (SD 8.56); n=56; Pain
VAS 0-100 Top=High is poor outcome; Comments: Baseline values: CBT 64.2 (10.78), usual care 64.72 (10.44)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 8, Reason: lack of efficacy (1), patient decision (4),
lost to follow up (3); Group 2 Number missing: 10, Reason: adverse events (2), moved away (1), lack of efficacy (3), patient decision (2), loss to follow up

)

Protocol outcomes not reported by the Physical function ; Pain interference ; Pain self-efficacy ; Use of healthcare services ; Sleep

study

Study Alonso-Fernandez 2016’

Study type RCT (Patient randomised; Parallel)

Number of studies (number of participants) 1 (n=101)

Countries and setting Conducted in Spain; Setting: not reported

Line of therapy Not applicable

Duration of study Intervention + follow up: 9 weeks

Method of assessment of guideline Method of assessment /diagnosis not stated: NA

condition

Stratum Overall: NA

Subgroup analysis within study Not applicable: NA

Inclusion criteria age 65 years old or older, diagnosis of chronic musculoskeletal pain for at least 6 months, non-malignant
pain (e.g., no cancer pain, ALS, etc.) and ability to read and write at an adequate level of proficiency

Exclusion criteria dementia or severe cognitive impairment, sensory disability or serious psychiatric or psychological disorder
that could compromise study participation

Recruitment/selection of patients recruited through 5 nursing homes

Age, gender and ethnicity Age - Mean (SD): 83.04 (6.82) years. Gender (M:F): 78.1% female. Ethnicity: not reported

Further population details 1. Chronic orofacial pain: No 2. Chronic primary musculoskeletal pain: Yes 3. Chronic visceral pain: No 4.

Chronic widespread pain: No 5. Cognitive impairment: No 6. Complex regional pain syndrome: No 7. First
language not English: Not applicable 8. Homeless: No 9. Learning difficulties: No 10. People aged 16-25
years: People aged >25 years 11. Sensory impairment: No
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Study Alonso-Fernandez 20167
Indirectness of population No indirectness: NA
Interventions (n=53) Intervention 1: Psychological therapy - Acceptance and commitment therapy. 9 x 120-min weekly

group sessions, max. 8 participants led by a psychologist. Intervention based on Acceptance and
Commitment Therapy and Selective Optimization with Compensation model. Program sets out to promote
the use of SOC strategies and reduce efforts to struggle with pain. The general session structure was: a)
review of the task carried out during the week, b) therapeutic training, and c) explanation of a new between-
session assignment. Duration 9 weeks approx. Concurrent medication/care: not reported. Indirectness: No
indirectness; Indirectness comment: NA

(n=48) Intervention 2: Usual care. Minimal support: a 2 h educational group session about factors that can
influence pain conditions and pain perception and information about selective optimisation and
compensation strategies. The MS group did not receive any type of psychological training. Duration 9 weeks

approx. Concurrent medication/care: not reported. Indirectness: Serious indirectness; Indirectness comment:

2 hour education session not considered sufficient for an education intervention but may be more than usual
care

Funding Academic or government funding (MAPFRE Foundation, Spanish Ministry of Economy and
Competitiveness, Spanish
Ministry of Science and Innovation, Community of Madrid and the Rey Juan Carlos University)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: ACCEPTANCE AND COMMITMENT THERAPY versus USUAL CARE

Protocol outcome 1: Psychological distress

- Actual outcome: Geriatric Depression Scale at 9 weeks ; Group 1: mean 8.88 (SD 5.62); n=27, Group 2: mean 11.92 (SD 7.24); n=26; Geriatric
Depression Scale 0-30 Top=High is poor outcome; Comments: Baseline values: ACT 10.81 (6.39), usual care 12 (6.87)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: usual care group had better cognitive status; Group 1
Number missing: 26, Reason: discontinued intervention (23), refused post-treatment assessment (3); Group 2 Number missing: 22, Reason: discontinued
(14), refused post-treatment assessment (8)

- Actual outcome: Pain Anxiety Symptoms Scale-Short Form at 9 weeks ; Group 1: mean 28.92 (SD 16.9); n=27, Group 2: mean 38 (SD 24.15); n=26;
Pain Anxiety Symptoms Scale short form not reported Top=High is poor outcome; Comments: Baseline values: ACT 38.37 (21.91), usual care 37.26
(23.86)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: usual care group had better cognitive status; Group 1
Number missing: 26, Reason: discontinued intervention (23), refused post-treatment assessment (3); Group 2 Number missing: 22, Reason: discontinued
(14), refused post-treatment assessment (8)
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Study Alonso-Fernandez 20167

Protocol outcome 2: Pain interference

- Actual outcome: BPI interference general activity sub scale at 9 weeks ; Group 1: mean 4.77 (SD 3.85); n=27, Group 2: mean 4.96 (SD 3.59); n=26;
Brief Pain Inventory interference general activity sub scale 0-10 Top=High is poor outcome; Comments: Baseline values: ACT 4.7 (3.24), usual care 5.36
(3.59)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: usual care group had better cognitive status; Group 1
Number missing: 26, Reason: discontinued intervention (23), refused post-treatment assessment (3); Group 2 Number missing: 22, Reason: discontinued
(14), refused post-treatment assessment (8)

- Actual outcome: BPI interference mood sub scale at 9 weeks ; Group 1: mean 4 (SD 3.48); n=27, Group 2: mean 5.03 (SD 4.04); n=26; Brief pain
inventory interference mood sub scale 0-10 Top=High is poor outcome; Comments: Baseline values: ACT 5.48 (3.29), usual care 5.19 (3.17)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: usual care group had better cognitive status; Group 1
Number missing: 26, Reason: discontinued intervention (23), refused post-treatment assessment (3); Group 2 Number missing: 22, Reason: discontinued
(14), refused post-treatment assessment (8)

- Actual outcome: BPI interference walking ability sub scale at 9 weeks ; Group 1: mean 5.15 (SD 3.6); n=27, Group 2: mean 6.53 (SD 3.21); n=26;
Brief pain inventory interference walking ability sub scale 0-10 Top=High is poor outcome; Comments: Baseline values: ACT 6.5 (3.25), usual care 6.07
(3.23)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: usual care group had better cognitive status; Group 1
Number missing: 26, Reason: discontinued intervention (23), refused post-treatment assessment (3); Group 2 Number missing: 22, Reason: discontinued
(14), refused post-treatment assessment (8)

- Actual outcome: BPI interference relations with other people sub scale at 9 weeks ; Group 1: mean 2.33 (SD 2.9); n=27, Group 2: mean 3.8 (SD 3.84);
n=26; Brief pain inventory interference relations with other people sub scale 0-10 Top=High is poor outcome; Comments: Baseline values: ACT 2.96
(3.03), usual care 2.61 (2.94)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: usual care group had better cognitive status; Group 1
Number missing: 26, Reason: discontinued intervention (23), refused post-treatment assessment (3); Group 2 Number missing: 22, Reason: discontinued
(14), refused post-treatment assessment (8)

- Actual outcome: BPI interference sleep sub scale at 9 weeks ; Group 1: mean 2.4 (SD 3.53); n=27, Group 2: mean 5.04 (SD 4.08); n=26; Brief pain
inventory interference sleep sub scale 0-10 Top=High is poor outcome; Comments: Baseline values: ACT 3.03 (3.83), usual care 4.28 (3.94)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: usual care group had better cognitive status; Group 1
Number missing: 26, Reason: discontinued intervention (23), refused post-treatment assessment (3); Group 2 Number missing: 22, Reason: discontinued
(14), refused post-treatment assessment (8)

Protocol outcome 3: Discontinuation
- Actual outcome: Discontinuation at 9 weeks ; Group 1: 23/53, Group 2: 14/48; Comments: ACT: lost interest in study (n=8), medical iliness (n=4),
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Alonso-Fernandez 20167

difficulty with homework (n=5), problems with other residents (n=3), family caregivers (n=3)

Usual care: lost interest in study (n=4), medical illness (n=5), moved out of nursing home (n=5)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: usual care group had better cognitive status; Group 1
Number missing: 0; Group 2 Number missing: 0

Protocol outcomes not reported by the
study

Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity

Further population details

Health related quality of life ; Physical function ; Pain self-efficacy ; Use of healthcare services ; Sleep ; Pain
reduction

Amer-Cuenca 2019"!

RCT (Patient randomised; Parallel)

1 (n=103)

Conducted in Spain; Setting: 3 fibromyalgia centres, Spain

Not applicable

Intervention + follow up: 3 months

Adequate method of assessment/diagnosis: ACR criteria for fibromyalgia

Overall: NA
Not applicable: NA

fulfilled 1990 ACR classification criteria for fibromyalgia; reported an average pain intensity 24 on a 0-10
VAS during the week before study commencement; stable dose of medication for FM for 4 or more weeks;
aged 18-65 years

inflammatory rheumatic condition; planned surgery during the study period; symptoms of bipolar disorder,
major depressive disorder, panic disorder or psychosis; did not speak Spanish fluently

referred from 3 Spanish fibromyalgia associations

Age - Mean (SD): high dose 54.75 (10.14), low concentrated 55.2 (8.19), diluted low dose 51.67 (7.38),
control 51.27 (10.57). Gender (M:F): 6/71. Ethnicity: not reported

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: No 4.
Chronic widespread pain: Yes 5. Cognitive impairment: Not stated / Unclear 6. Complex regional pain
syndrome: No 7. First language not English: Not applicable 8. Homeless: Not stated / Unclear 9. Learning

S9JUBIBJ9Y

NOILVLTINSNOD HO4 14vd(Q :uted d1uoiyy



LUC
CHYNMNIA JU UUBU Vi JUVIYIIY PYIWUOUA Oy ||V UCUG TJIIN Y

Study

Indirectness of population
Interventions

Funding

Amer-Cuenca 2019

difficulties: Not stated / Unclear 10. People aged 16-25 years: Not stated / Unclear 11. Sensory impairment:
Not stated / Unclear

No indirectness: NA

(n=84) Intervention 1: Psychological therapy - Pain education. Pain neuroscience education by
physiotherapists, provided in accordance with published guidelines in groups of 4-6 patients. PowerPoint
addressed the following topics: physiology of the nervous system, characteristics of acute vs. chronic pain,
the purpose of acute pain, how acute pain originates in the nervous system (nociception, ion gates, neurons,
action potential, peripheral sensitisation, synapses, synaptic gap, inhibitory/excitatory chemicals, spinal cord,
descending/ascending pain pathways, the role of the brain, pain memory, pain perception), how pain
becomes chronic (plasticity of the nervous system, modulation, modulation, modification, central
sensitisation, the pain neuromatrix theory) and potential sustaining factors of central sensitization such as
illness, emotions, stress, perceptions, pain cognitions, and pain behaviour. Information presented in an
understandable way, using pictures, examples and metaphors. Also explained how various treatment
components are likely to contribute to decreasing the hypersensitivity of the central nervous system. All
participants asked to read the Spanish translation of the book 'Explain Pain'. After each session, therapists
answered questions from patients. Patients asked if they had applied learning in daily life and what their
experiences were. Patients motivated and coached to apply insights to daily life.

Three trial arms: 1) high dose (6 x 45 minute sessions), 2) low concentrated dose (2 x 45 minute sessions),
3) diluted low dose (6 x 15 minute sessions). Content identical but adapted to the different doses/durations.
Duration unclear. Concurrent medication/care: All participants instructed to continue current medication but
not to initiate new medication or any other new treatment. Indirectness: No indirectness; Indirectness
comment: NA

(n=19) Intervention 2: Attention control . Biomedical education: 2 x 45 minute sessions by physiotherapists in
groups of 4-6 patients. Duration unclear. Concurrent medication/care: All participants instructed to continue
current medication but not to initiate new medication or any other new treatment. Indirectness: No
indirectness; Indirectness comment: NA

Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: PAIN EDUCATION versus ATTENTION CONTROL

Protocol outcome 1: Health related quality of life
- Actual outcome: Fibromyalgia Impact Questionnaire at post-intervention ; Group 1: mean 56.3 (SD 18.97); n=60, Group 2: mean 53.38 (SD 16.67);
n=17; Fibromyalgia Impact Questionnaire 0-100 Top=High is poor outcome; Comments: Baseline values: pain education 60.17 (19.65), control 61.35

(15.48)

Three pain neuroscience education arms combined for analysis.
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Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 24, Reason: loss to follow up n=15, discontinued
intervention n=9; Group 2 Number missing: 2, Reason: loss to follow up n=2

- Actual outcome: Fibromyalgia Impact Questionnaire at 3 month follow up post-intervention ; Group 1: mean 51.44 (SD 23.54); n=60, Group 2: mean
57.04 (SD 17.76); n=17; Fibromyalgia Impact Questionnaire 0-100 Top=High is poor outcome; Comments: Baseline values: pain education 60.17
(19.65), control 61.35 (15.48)

Three pain neuroscience education arms combined for analysis.

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 24, Reason: loss to follow up n=15, discontinued
intervention n=9; Group 2 Number missing: 2, Reason: loss to follow up n=2

Protocol outcome 2: Psychological distress

- Actual outcome: Pain Anxiety Symptoms Scale (PASS-1) at post-intervention ; Group 1: mean 35.86 (SD 12.99); n=60, Group 2: mean 32.2 (SD
12.32); n=17; Pain anxiety symptoms scale unclear Top=High is poor outcome; Comments: Baseline values: pain neuroscience education 38.37
(12.94), control 35.73 (15.13)

3 pain neuroscience education trial arms combined for analysis.

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 24, Reason: loss to follow up n=15, discontinued
intervention n=9; Group 2 Number missing: 2, Reason: loss to follow up n=2

- Actual outcome: Pain Anxiety Symptoms Scale (PASS-1) at 3 month follow up post-intervention ; Group 1: mean 34.94 (SD 14.96); n=60, Group 2:
mean 28.53 (SD 15.26); n=17; pain anxiety symptom scale unclear Top=High is poor outcome; Comments: Baseline values: pain neuroscience
education 38.37 (12.94), control 35.73 (15.13)

3 pain neuroscience education trial arms combined for analysis.

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 24, Reason: loss to follow up n=15, discontinued
intervention n=9; Group 2 Number missing: 2, Reason: loss to follow up n=2

- Actual outcome: Pain Anxiety Symptoms Scale (PASS-2) at post-intervention ; Group 1: mean 14.07 (SD 6.837); n=60, Group 2: mean 12.26 (SD
6.64); n=17; pain anxiety symptom scale unclear Top=High is poor outcome; Comments: Baseline values: pain neuroscience education 15.29 (5.795),
control 13.86 (7.52)

3 pain neuroscience education trial arms combined for analysis.

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 24, Reason: loss to follow up n=15, discontinued
intervention n=9; Group 2 Number missing: 2, Reason: loss to follow up n=2

- Actual outcome: Pain Anxiety Symptoms Scale (PASS-2) at 3 month follow up post-intervention ; Group 1: mean 14.13 (SD 6.46); n=60, Group 2: mean
11.53 (SD 8.12); n=17; pain anxiety symptom scale unclear Top=High is poor outcome; Comments: Baseline values: pain neuroscience education 15.29
(5.795), control 13.86 (7.52)

3 pain neuroscience education trial arms combined for analysis.
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Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 24, Reason: loss to follow up n=15, discontinued
intervention n=9; Group 2 Number missing: 2, Reason: loss to follow up n=2

Protocol outcome 3: Discontinuation

- Actual outcome: Discontinuation at Intervention time ; Group 1: 9/84, Group 2: 0/19; Comments: reasons for discontinuation not reported

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 0, Reason: NA; Group 2 Number missing: 0,
Reason: NA

Protocol outcome 4: Pain reduction

- Actual outcome: Numeric rating scale at post-intervention ; Group 1: mean 5.927 (SD 2.481); n=60, Group 2: mean 8.16 (SD 1.06); n=17; Comments:

Baseline values: pain neuroscience education 7.2 (1.891), control 8.42 (1.39)

3 pain neuroscience education trial arms combined for analysis.

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: pain higher in the control group at baseline ; Group 1
Number missing: 24, Reason: loss to follow up n=15, discontinued intervention n=9; Group 2 Number missing: 2, Reason: loss to follow up n=2

- Actual outcome: Numeric rating scale at 3 month follow up post-intervention ; Group 1: mean 6.28 (SD 2.51); n=60, Group 2: mean 7.75 (SD 1.45);
n=17; numeric rating scale 0-10 Top=High is poor outcome; Comments: Baseline values: pain neuroscience education 7.2 (1.891), control 8.42 (1.39)
3 pain neuroscience education trial arms combined for analysis.

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: pain higher in the control group at baseline ; Group 1
Number missing: 24, Reason: loss to follow up n=15, discontinued intervention n=9; Group 2 Number missing: 2, Reason: loss to follow up n=2

Protocol outcomes not reported by the Physical function ; Pain interference; Pain self-efficacy; Use of healthcare services; Sleep
study

Study Amirova 20172

Study type RCT (Patient randomised; Parallel)

Number of studies (number of participants) 1 (n=191)

Countries and setting Conducted in United Kingdom; Setting: home-based

Line of therapy Not applicable

Duration of study Intervention + follow up: 4 weeks + 4 weeks
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Study

Method of assessment of guideline
condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity

Further population details

Extra comments
Indirectness of population
Interventions

Funding

Amirova 201712

Adequate method of assessment/diagnosis: diagnosed with Fibromyalgia syndrome as outlined by American
College of Rheumatology classification criteria of widespread pain persistent for at least 3 months and
tenderness at a minimum of 11 of the 18 tender points

Overall: NA
Not applicable: NA

aged between 18 to 80 years, have internet access and to be diagnosed with fibromyalgia syndrome as
outlined by American College of Rheumatology classification criteria of widespread pain persistent for at
least 3 months and tenderness at a minimum of 11 of the 18 tender points; additionally participants had to
satisfy the new preliminary diagnostic criteria for fibromyalgia

participants reporting severe psychiatric comorbidities, life-threatening conditions, substance abuse and
pregnancy as well as recipients of any non-pharmaceutical treatment

participants approached online via regional support groups

Age - Mean (SD): MMRT 48.1 (11.08), waiting list 48.95 (10.13). Gender (M:F): 12/179. Ethnicity:
predominantly Caucasian (90%)

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: No 4.
Chronic widespread pain: Yes 5. Cognitive impairment: Not stated / Unclear 6. Complex regional pain
syndrome: No 7. First language not English: Not stated / Unclear 8. Homeless: No 9. Learning difficulties:
Not stated / Unclear 10. People aged 16-25 years: Not stated / Unclear 11. Sensory impairment: Not stated /
Unclear

NA. NA
No indirectness: NA

(n=67) Intervention 1: Psychological therapy - Relaxation techniques. Written instructions of the Mitchell
Method Relaxation Technique and a short audio recording of the guided technique to use every day for 1
month. Participants sat at a desk/in a chair/laid on the floor and were given verbal orders to engage in a
series of muscle relaxation exercises, followed by deep breathing and finally an imagery task, recalling a
pleasant occasion or concentrating on a pleasant repetitive sequence for 1 minute. Duration 4 weeks.
Concurrent medication/care: not reported. Indirectness: No indirectness; Indirectness comment: NA

(n=58) Intervention 2: Usual care. Waiting list - no active treatment and proceeded with usual care. Duration
4 weeks. Concurrent medication/care: not reported. Indirectness: No indirectness; Indirectness comment:
NA

Funding not stated
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RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: RELAXATION TECHNIQUES versus USUAL CARE

Protocol outcome 1: Health related quality of life

- Actual outcome: Revised Fibromyalgia Impact Questionnaire at 4 weeks ; Group 1: mean 68.79 (SD 16.9); n=67, Group 2: mean 66.1 (SD 15.34);
n=58; Comments: Baseline values: MMRT 68.09 (20.03), waiting list 65.5 (16.1)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference in baseline VAS - MMRT group higher than
waiting list group; Group 1 Number missing: 3, Reason: not reported ; Group 2 Number missing: 12, Reason: not reported

Protocol outcome 2: Psychological distress

- Actual outcome: Hospital Anxiety and Depression Scale depression sub scale at 4 weeks ; Group 1: mean 10.4 (SD 0.46); n=67, Group 2: mean 10.5
(SD 0.4); n=58; HADS depression sub scale 0-21 Top=High is poor outcome; Comments: Baseline values: MMRT 10.4 (0.27), waiting list 10.06 (0.31)
Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference in baseline VAS - MMRT group higher than
waiting list group; Group 1 Number missing: 3, Reason: not reported ; Group 2 Number missing: 12, Reason: not reported

- Actual outcome: Hospital Anxiety and Depression Scale anxiety sub scale at 4 weeks ; Group 1: mean 10 (SD 4.09); n=67, Group 2: mean 9.73 (SD
3.33); n=58; HADS anxiety sub scale 0-21 Top=High is poor outcome; Comments: Baseline values: MMRT 9.72 (3.56), waiting list 10.28 (2.97)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference in baseline VAS - MMRT group higher than
waiting list group; Group 1 Number missing: 3, Reason: not reported ; Group 2 Number missing: 12, Reason: not reported

Protocol outcome 3: Sleep

- Actual outcome: Medical Outcome Sleep Scale at 4 weeks ; Group 1: mean 46.46 (SD 14.16); n=67, Group 2: mean 55.73 (SD 14.71); n=58;
Comments: Baseline values: MMRT 49.5 (16.88), waiting list 54.86 (15.1)

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference in baseline VAS - MMRT group higher than
waiting list group; Group 1 Number missing: 3, Reason: not reported ; Group 2 Number missing: 12, Reason: not reported

Protocol outcome 4: Discontinuation

- Actual outcome: Dropout rate at 4 weeks ; Group 1: 3/67, Group 2: 12/58; Comments: Dropouts resulted from the disregarding of emails, difficultly in
contacting the participants and withdrawals for personal reasons (i.e. holidays).

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: Serious indirectness, Comments: unclear whether participants completed the intervention or not; Baseline
details: difference in baseline VAS - MMRT group higher than waiting list group; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 5: Pain reduction
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- Actual outcome: Visual Analogue Scale at 4 weeks ; Group 1: mean 7.03 (SD 1.81); n=67, Group 2: mean 6.87 (SD 1.69); n=58; Comments: Baseline
values: MMRT 7.44 (1.69), waiting list 6.7 (1.42)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference in baseline VAS - MMRT group higher than
waiting list group; Group 1 Number missing: 3, Reason: not reported ; Group 2 Number missing: 12, Reason: not reported

Protocol outcomes not reported by the
study

Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments

Physical function ; Pain interference ; Pain self-efficacy ; Use of healthcare services

Amutio 2015 15

RCT (Patient randomised; Parallel)

1 (n=39)

Conducted in Spain; Setting: not reported

Not applicable

Intervention + follow up: 7 weeks + 3 months
Method of assessment /diagnosis not stated: NA

Overall: NA
Not applicable: NA

Able to prove a current diagnosis of FMS (e.g., via a letter from a doctor or pain consultant); female; aged
18—70 years

Currently undergoing mindfulness training and/or formal psychotherapy (stable prescription medication was
permitted for both the intervention and control group)

recruited through the Fibromyalgia Association of Alemria

Age - Mean (SD): 51.82 (10.18). Gender (M:F): Define. Ethnicity: not reported

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: No 4.
Chronic widespread pain: Yes 5. Cognitive impairment: Not stated / Unclear 6. Complex regional pain
syndrome: No 7. First language not English: Not applicable 8. Homeless: Not stated / Unclear 9. Learning

difficulties: Not stated / Unclear 10. People aged 16-25 years: People aged >25 years 11. Sensory
impairment: Not stated / Unclear

NA. NA
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Indirectness of population No indirectness: NA
Interventions (n=20) Intervention 1: Psychological therapy - Mindfulness. Weekly 2 hour sessions for 7 consecutive

weeks. Participants' reflections about their mindfulness meditation exercise practice during the week,
practice of body scan for 10 minutes, presentation of metaphors through different animations and stories and
also some exercises for each of the sessions (observing physical sensations of different body parts,
breathing, observing thoughts, accepting uncomfortable private events), practice of mindfulness, attending to
the breath for 30 minutes. Requested to practice body scan for 10 minutes and mindfulness breathing for 30
minutes and record the practice using a register sheet. Duration 7 weeks. Concurrent medication/care: not
reported. Indirectness: No indirectness; Indirectness comment: NA

(n=19) Intervention 2: Usual care. Waiting list - informed that due to space constraints they would receive the
course at a later time. Duration 7 weeks. Concurrent medication/care: not reported. Indirectness: No
indirectness; Indirectness comment: NA

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: MINDFULNESS versus USUAL CARE

Protocol outcome 1: Psychological distress

- Actual outcome: Beck Depression Inventory at 7 weeks ; Group 1: mean 36.02 (SD 7.49); n=14, Group 2: mean 41.87 (SD 10.36); n=18; Beck
Depression Inventory 0-63 Top=High is poor outcome; Comments: Baseline values: mindfulness 41.79 (8.96), waiting list 40.15 (9.19)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: no statistically significant differences between groups in the
mean scores of the target variables ; Group 1 Number missing: 6, Reason: not reported ; Group 2 Number missing: 1, Reason: not reported

- Actual outcome: State-Trait Anxiety Questionnaire (state anxiety) at 7 weeks ; Group 1: mean 29.29 (SD 9.69); n=14, Group 2: mean 41.12 (SD 9.25);
n=18; STAI state anxiety 20-80 Top=High is poor outcome; Comments: Baseline values: mindfulness 38.63 (8.75), waiting list 39.93 (8.34)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: no statistically significant differences between groups in the
mean scores of the target variables ; Group 1 Number missing: 6, Reason: not reported ; Group 2 Number missing: 1, Reason: not reported

- Actual outcome: State-Trait Anxiety Questionnaire (trait anxiety) at 7 weeks ; Group 1: mean 32.29 (SD 8.53); n=14, Group 2: mean 36.24 (SD 8.98);
n=18; STAI trait anxiety 20-80 Top=High is poor outcome; Comments: Baseline values: mindfulness 35.81 (9.61), waiting list 34.03 (7.58)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: no statistically significant differences between groups in the
mean scores of the target variables ; Group 1 Number missing: 6, Reason: not reported ; Group 2 Number missing: 1, Reason: not reported

- Actual outcome: Beck Depression Inventory at 3 months follow up ; Group 1: mean 35.12 (SD 8.26); n=14, Group 2: mean 42.68 (SD 9.79); n=18;
Beck depression Inventory 0-63 Top=High is poor outcome; Comments: Baseline values: mindfulness 41.79 (8.96), waiting list 40.15 (9.19)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
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Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: no statistically significant differences between groups in the
mean scores of the target variables ; Group 1 Number missing: 6, Reason: not reported ; Group 2 Number missing: 1, Reason: not reported

- Actual outcome: State-Trait Anxiety Questionnaire (state anxiety) at 3 months follow up; Group 1: mean 27.85 (SD 8.14); n=14, Group 2: mean 40.29
(SD 7.89); n=18; STAI state anxiety 20-80 Top=High is poor outcome; Comments: Baseline values: mindfulness 38.63 (8.75), waiting list 39.93 (8.34)
Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: no statistically significant differences between groups in the
mean scores of the target variables ; Group 1 Number missing: 6, Reason: not reported ; Group 2 Number missing: 1, Reason: not reported

- Actual outcome: State-Trait Anxiety Questionnaire (trait anxiety) at 3 months follow up; Group 1: mean 31.71 (SD 7.93); n=14, Group 2: mean 34.97
(SD 9.37); n=18; STAI trait anxiety 20-80 Top=High is poor outcome; Comments: Baseline values: mindfulness 35.81 (9.61), waiting list 34.03 (7.58)
Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: no statistically significant differences between groups in the
mean scores of the target variables ; Group 1 Number missing: 6, Reason: not reported ; Group 2 Number missing: 1, Reason: not reported

Protocol outcome 2: Sleep

- Actual outcome: Pittsburgh Sleep Quality Index at 7 weeks ; Group 1: mean 9.1 (SD 3.3); n=20, Group 2: mean 13.1 (SD 3.3); n=19; Pittsburgh Sleep
Quality Index 0-21 Top=High is poor outcome; Comments: Baseline values: mindfulness 13 (3.9), usual care 12.4 (3.1)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: no statistically significant differences between groups in the
mean scores of the target variables ; Group 1 Number missing: 0, Reason: NA; Group 2 Number missing: 0, Reason: NA

- Actual outcome: Pittsburgh Sleep Quality Index at 3 months follow up ; Group 1: mean 10.37 (SD 3.1); n=20, Group 2: mean 12.8 (SD 3.6); n=19;
Comments: Baseline values: mindfulness 13 93.9), usual care 12.4 (3.1)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: no statistically significant differences between groups in the
mean scores of the target variables ; Group 1 Number missing: 0, Reason: NA; Group 2 Number missing: 0, Reason: NA

Protocol outcome 3: Discontinuation

- Actual outcome: Excluded due to non-completion of the course or questionnaires at 7 weeks ; Group 1: 6/20, Group 2: 1/19

Risk of bias: All domain - High, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: Serious indirectness, Comments: unclear how many didn't complete the course; Baseline details: no
statistically significant differences between groups in the mean scores of the target variables ; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcomes not reported by the Health related quality of life ; Physical function ; Pain interference ; Pain self-efficacy ; Use of healthcare
study services ; Pain reduction
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria
Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments
Indirectness of population
Interventions

Ang 20108

RCT (Patient randomised; Parallel)

1 (n=32)

Conducted in USA; Setting: telephone-based intervention

Not applicable

Intervention + follow up: 6 weeks + 6 weeks

Adequate method of assessment/diagnosis: American College of Rheumatology classification criteria for
fibromyalgia

Overall: NA

Not applicable: NA

moderately symptomatic with respect to pain intensity (FIQ pain score >3 and FIQ physical impairment score
=2), taking stable doses of pain- related medications (antidepressants, anticonvulsants, NSAIDs and
opiates) for at least 4 weeks

peripheral neuropathy, diabetes, demyelinating disorders and inflammatory rheumatic diseases

not reported

Age - Mean (SD): 49 (11). Gender (M:F): 0/32. Ethnicity: 78% white

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: No 4.
Chronic widespread pain: Yes 5. Cognitive impairment: Not stated / Unclear 6. Complex regional pain
syndrome: No 7. First language not English: Not stated / Unclear 8. Homeless: Not stated / Unclear 9.

Learning difficulties: Not stated / Unclear 10. People aged 16-25 years: People aged >25 years 11. Sensory
impairment: Not stated / Unclear

NA. NA
No indirectness: NA

(n=17) Intervention 1: Psychological therapy - Cognitive behavioural therapy. 6 weekly 30-40 minute
sessions of CBT over the telephone by a single trained therapist (psychology graduate student under
supervision of a clinical psychologist) and a companion workbook to encourage active participation.
Components of CBT included time-contingent activity pacing, pleasant activity scheduling, relaxation,
automatic thoughts and pain, cognitive restructuring and stress management. Duration 6 weeks. Concurrent
medication/care: allowed to continue pain related medications and asked to stay on the same regimen and
complete a drug diary throughout the study period. Indirectness: Serious indirectness; Indirectness
comment: included relaxation elements

(n=15) Intervention 2: Usual care. Customary care received from treating physicians. Duration 6 weeks.
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Study Ang 20108
Concurrent medication/care: allowed to continue pain related medications and asked to stay on the same
regimen and complete a drug diary throughout the study period. Indirectness: No indirectness; Indirectness
comment: NA

Funding Funding not stated (Ang has received consulting fees from Eli Lilly )

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: COGNITIVE BEHAVIOURAL THERAPY versus USUAL CARE

Protocol outcome 1: Physical function

- Actual outcome: Fibromyalgia Impact Questionnaire physical impairment sub scale at 6 weeks ; Group 1: mean -0.3 (SD 2.2); n=15, Group 2: mean 0.2
(SD 1.7); n=13; FIQ physical impairment sub scale 0-10 Top=High is poor outcome; Comments: Baseline values: CBT 5.6 (1.8), usual care 5.4 (1.7)
Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Baseline details: more participants in the CBT group took NSAIDs ; Group 1 Number missing:
2, Reason: 1 refused follow up, 1 stated NFR measurement too painful; Group 2 Number missing: 2, Reason: 1 refused follow up, 1 stated NFR
measurement too painful

- Actual outcome: Fibromyalgia Impact Questionnaire physical impairment sub scale at 12 weeks ; Group 1: mean -0.6 (SD 2.3); n=15, Group 2: mean
0.5 (SD 1.2); n=13; FIQ physical impairment sub scale 0-10 Top=High is poor outcome; Comments: Baseline values: CBT 5.6 (1.8), usual care 5.4 (1.7)
Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Baseline details: more participants in the CBT group took NSAIDs ; Group 1 Number missing:
2, Reason: 1 refused follow up, 1 stated NFR measurement too painful; Group 2 Number missing: 2, Reason: 1 refused follow up, 1 stated NFR
measurement too painful

Protocol outcome 2: Psychological distress

- Actual outcome: Patient Health Questionnaire 8-item depression scale at 12 weeks ; Group 1: mean -0.9 (SD 5.2); n=15, Group 2: mean 0 (SD 4.1);
n=13; Patient Health Questionnaire 8-item depression scale 0-24 Top=High is poor outcome; Comments: Baseline values: CBT 10 (5.4), usual care 13
(4.5)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Baseline details: more participants in the CBT group took NSAIDs ; Group 1 Number missing:
2, Reason: 1 refused follow up, 1 stated NFR measurement too painful; Group 2 Number missing: 2, Reason: 1 refused follow up, 1 stated NFR
measurement too painful

Protocol outcome 3: Discontinuation

- Actual outcome: Discontinuation at 6 weeks ; Group 1: 2/17, Group 2: 2/17; Comments: 1 from each group refused further follow up, 1 from each group
stated that NFR assessment was too painful

Risk of bias: All domain - High, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: Serious indirectness, Comments: unclear whether participants discontinued intervention; Baseline details: more
participants in the CBT group took NSAIDs ; Group 1 Number missing: 0; Group 2 Number missing: 0
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Study Ang 20108

Protocol outcome 4: Pain reduction

- Actual outcome: Fibromyalgia Impact Questionnaire pain sub scale at 6 weeks ; Group 1: mean -0.2 (SD 1.8); n=15, Group 2: mean -0.3 (SD 1.6);
n=13; FIQ pain sub scale 0-10 Top=High is poor outcome; Comments: Baseline values: CBT 7.6 (1.8), usual care 7.8 (1.4)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,

Crossover - Low; Indirectness of outcome: No indirectness ; Baseline details: more participants in the CBT group took NSAIDs ; Group 1 Number missing:

2, Reason: 1 refused follow up, 1 stated NFR measurement too painful; Group 2 Number missing: 2, Reason: 1 refused follow up, 1 stated NFR
measurement too painful

- Actual outcome: Fibromyalgia Impact Questionnaire pain sub scale at 12 weeks ; Group 1: mean -0.6 (SD 1.6); n=15, Group 2: mean -0.3 (SD 1.7);
n=13; FIQ pain sub scale 0-10 Top=High is poor outcome; Comments: Baseline values: CBT 7.6 (1.8), usual care 7.8 (1.4)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,

Crossover - Low; Indirectness of outcome: No indirectness ; Baseline details: more participants in the CBT group took NSAIDs ; Group 1 Number missing:

2, Reason: 1 refused follow up, 1 stated NFR measurement too painful; Group 2 Number missing: 2, Reason: 1 refused follow up, 1 stated NFR
measurement too painful

Protocol outcomes not reported by the Health related quality of life ; Pain interference ; Pain self-efficacy ; Use of healthcare services ; Sleep
study
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum

Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity

Further population details

Indirectness of population
Interventions

Babu 2007%°

RCT (Patient randomised; Parallel)

1 (n=30)

Conducted in India; Setting: not reported

Not applicable

Intervention time: 6 days

Adequate method of assessment/diagnosis: fulfilled the ACR criteria

Overall: NA
Not applicable: NA
ACR criteria for fibromyalgia

major psychiatric disorders, malignancies, osteomalacia, New York Heart Association (NYHA) class 3 and 4,
recent stroke or myocardial infarction, renal failure and neuropathic pain

patients attending a single outpatient department

Age - Mean (SD): biofeedback 43.2 (10.5) years; sham 35.3 (9.7) years. Gender (M:F): 8/22. Ethnicity: not
reported

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: No 4.
Chronic widespread pain: Yes 5. Cognitive impairment: Not stated / Unclear 6. Complex regional pain
syndrome: No 7. First language not English: Not applicable 8. Homeless: Not stated / Unclear 9. Learning
difficulties: Not stated / Unclear 10. People aged 16-25 years: Not stated / Unclear 11. Sensory impairment:
Not stated / Unclear

No indirectness: NA

(n=15) Intervention 1: Psychological therapy - Biofeedback. A continuous 6-day treatment schedule of EMG
biofeedback, with each session lasting 45 min. Treatment was given to the forearm extensors, upper
trapezius and frontalis. Patients were taught to relax through techniques like positioning, breathing and hold-
relax with the help of visual and auditory feedback. Patients were gradually taught how to include relaxation
into their activities of daily life. Duration 6 days. Concurrent medication/care: Not reported. Indirectness:
Serious indirectness; Indirectness comment: included elements of relaxation

(n=15) Intervention 2: Attention control . Sham biofeedback - A continuous 6-day treatment schedule, with
each session lasting 45 min. This provided a constant visual feedback to the patient, irrespective of the
muscle activity. Treatment was given to the forearm extensors, upper trapezius and frontalis. Patients were
taught to relax through techniques like positioning, breathing and hold-relax with the help of visual and
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auditory feedback. Patients were gradually taught how to include relaxation into their activities of daily life.
Duration 6 days. Concurrent medication/care: Not reported. Indirectness: Serious indirectness; Indirectness
comment: included elements of relaxation

Funding Academic or government funding (Fluid Research Grant)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: BIOFEEDBACK versus ATTENTION CONTROL

Protocol outcome 1: Health related quality of life

- Actual outcome: Fibromyalgia impact questionnaire at 6 days ; Group 1: mean -21.9 (SD 12.8441); n=15, Group 2: mean -12.3 (SD 16.4009); n=15;
Fibromyalgia impact questionnaire not reported Top=High is poor outcome; Comments: standard deviations calculated from confidence intervals
Baseline values: biofeedback 61 (13.3), sham 65 (15.6)

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: Mean age higher in treatment group ; Group 1 Number
missing: 0; Group 2 Number missing: 0

Protocol outcome 2: Physical function

- Actual outcome: 6 minute walk test at 6 days ; Group 1: mean 69 meters (SD 79.9); n=15, Group 2: mean 16 meters (SD 79.9); n=15; 6 minute walk
test NA Top=High is good outcome; Comments: estimated standard deviations calculated from p value

Baseline values: biofeedback 314.5 (63.4), sham 309.1 (81.3)

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: Mean age higher in treatment group ; Group 1 Number
missing: 0; Group 2 Number missing: 0

Protocol outcome 3: Discontinuation

- Actual outcome: Discontinuation at 6 days ; Group 1: 0/15, Group 2: 0/15

Risk of bias: All domain - Low, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover
- Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: Mean age higher in treatment group ; Group 1 Number missing: 0;
Group 2 Number missing: 0

Protocol outcome 4: Pain reduction

- Actual outcome: VAS at 6 days ; Group 1: mean -4.3 (SD 1.976); n=15, Group 2: mean -2.6 (SD 3.359); n=15; VAS 0-10 Top=High is poor outcome;
Comments: standard deviations calculated from confidence intervals

Baseline values: biofeedback 7.1 (1.8), sham 8.1 (1.8)

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: Mean age higher in treatment group ; Group 1 Number
missing: 0; Group 2 Number missing: 0
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Protocol outcomes not reported by the
study

Psychological distress; Pain interference; Pain self-efficacy; Use of healthcare services; Sleep
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum

Subgroup analysis within study
Inclusion criteria

Exclusion criteria
Recruitment/selection of patients

Age, gender and ethnicity

Further population details

Indirectness of population
Interventions

Bahremand 2015

RCT (Patient randomised; Parallel)

1 (n=41)

Conducted in Iran; Setting: not reported
Not applicable

Intervention + follow up: 4 weeks
Adequate method of assessment/diagnosis

Overall: NA
Not applicable: NA

Ages between 35 and 75 years old; minimum background of 3 months of prior chest pain; natural and
healthy angiography; existence of extreme pain, at a level higher than 2 out of 10 degrees on the pain scale;
continued persistent pain for at least one month after the angiography; lack of physical origin for the pain

Receiving a simultaneous diagnosis of psychological intervention at any stage of the treatment plan;
unwillingness to continue treatment

patients who had visited the heart emergency section of the hospital during one summer on account of chest
pain

Age - Mean (SD): relaxation 52.69 (10.8) years; control group 51.8 (10.68) years . Gender (M:F): 14/27.
Ethnicity: not reported

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: Yes 4.
Chronic widespread pain: No 5. Cognitive impairment: Not stated / Unclear 6. Complex regional pain
syndrome: No 7. First language not English: Not applicable 8. Homeless: Not stated / Unclear 9. Learning
difficulties: Not stated / Unclear 10. People aged 16-25 years: People aged >25 years 11. Sensory
impairment: Not stated / Unclear

No indirectness: NA

(n=13) Intervention 1: Psychological therapy - Relaxation techniques. Relaxation training - 4 x weekly 2 hour
group sessions led by clinical psychologists. Session 1: introduced to procedures used in Ost's treatment
and placed in progressive relaxation therapy after diaphragmatic breathing training. Session 2: release-only
technique was taught. Session 3: cue-control relaxation method and a different relaxation method. Session
4: rapid relaxation method and application to real life. At the end of each session homework to practice the
techniques and record relaxation conditions was set. Duration 4 weeks. Concurrent medication/care: Not
reported. Indirectness: No indirectness; Indirectness comment: NA
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(n=14) Intervention 2: Attention control . In the control sessions, only discussions about the physical
conditions of the patients and their assessments of future problems were conducted, without any training or
medical therapy trends. Duration 4 weeks. Concurrent medication/care: not reported. Indirectness: No
indirectness; Indirectness comment: NA

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: RELAXATION TECHNIQUES versus ATTENTION CONTROL

Protocol outcome 1: Discontinuation

- Actual outcome: Discontinuation at 4 weeks ; Group 1: 0/13, Group 2: 4/14; Comments: reason not reported

Risk of bias: All domain - High, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: ; Group 2 Number missing:

Protocol outcome 2: Pain reduction

- Actual outcome: Brief pain inventory - pain severity sub scale (VAS) at 5 weeks ; Group 1: mean 2.85 (SD 1.67); n=13, Group 2: mean 4.2 (SD 1.99);
n=10; Brief pain inventory-pain severity 0-10 Top=High is poor outcome; Comments: Baseline values: relaxation 6.15 (1.77), attention control 5.1 (1.73)
Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 0, Reason: NA; Group 2 Number missing: 4,
Reason: not reported

Protocol outcomes not reported by the Health related quality of life; Physical function ; Psychological distress; Pain interference; Pain self-efficacy;
study Use of healthcare services; Sleep

Study Baumueller 201738

Study type RCT (Patient randomised; Parallel)

Number of studies (number of participants) 1 (n=40)

Countries and setting Conducted in Germany; Setting: single centre

Line of therapy Not applicable

Duration of study Intervention + follow up: 8 weeks + 3 months
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Study

Method of assessment of guideline
condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity
Further population details

Extra comments
Indirectness of population
Interventions

Funding

Baumueller 201738

Adequate method of assessment/diagnosis: diagnosis of fibromyalgia according to American College of
Rheumatology criteria

Overall: NA
Not applicable: NA

diagnosis of FM, female gender, age between 18 and 65 years, cognitive ability, sufficient German language
skills

major medical disorders, i.e. cancer, chronic heart failure, or asthma requiring cortisone, suffering from
psychosis or major affective disorders, substance abuse, co medication with opiates or benzodiazepines,
transmeridian flight in the last weeks, shift work or gravidity

consecutive patients from a waiting list for a fibromyalgia day hospital programme meeting the inclusion
criteria

Age - Mean (SD): biofeedback: 55.4 (6.1), usual care 56 (6.1). Gender (M:F): 0/40. Ethnicity: not reported

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: No 4.
Chronic widespread pain: Yes 5. Cognitive impairment: No 6. Complex regional pain syndrome: No 7. First
language not English: Not applicable 8. Homeless: Not stated / Unclear 9. Learning difficulties: Not stated /
Unclear 10. People aged 16-25 years: Not stated / Unclear 11. Sensory impairment: Not stated / Unclear

NA.
No indirectness: NA

(n=20) Intervention 1: Psychological therapy - Biofeedback. 14 sessions over 8 weeks, led by a medical
student in 4th and 5th year and a nurse in a chronic pain unit, training delivered individually. Electrodes
placed on upper and lower trapezius muscle, apparatus displayed 1 EMG curve for each side, instructor
taught patients that an ascending curve corresponds to increasing and a descending curve to decreasing
muscle tension. Patients instructed to strain the muscles for 3 minutes then relax for 10 minutes, while
receiving visual feedback of the muscle tension. Feeling of muscle tension in relation to EMG curves was
discussed at the end of the session. Encouraged to do a home exercise programme of muscle relaxation for
15 minutes per day and in stressful situations. Duration 8 weeks. Concurrent medication/care: usual care
and scheduled for multidisciplinary treatment programmes after the study. Indirectness: No indirectness;
Indirectness comment: NA

(n=20) Intervention 2: Usual care. Usual care - same as before starting the study. Duration 8 weeks.
Concurrent medication/care: scheduled for multidisciplinary treatment programme after the study.
Indirectness: No indirectness; Indirectness comment: NA

Funding not stated
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Study Baumueller 20173

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: BIOFEEDBACK versus USUAL CARE

Protocol outcome 1: Health related quality of life

- Actual outcome: SF36 physical functioning at 8 weeks ; Group 1: mean 49.3 (SD 19.4); n=19, Group 2: mean 54.2 (SD 24.3); n=19; SF36 physical
functioning 0-100 Top=High is good outcome; Comments: Baseline values: biofeedback 47.6 (13.4), usual care 54.2 (19.2)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 1, Reason: personal reason; Group 2 Number missing: 1, Reason: personal reason

- Actual outcome: SF36 physical functioning at 3 months follow up; Group 1: mean 51.6 (SD 21); n=18, Group 2: mean 50.9 (SD 13.8); n=18; SF36
physical functioning 0-100 Top=High is good outcome; Comments: Baseline values: biofeedback 47.6 (13.4), usual care 54.2 (19.2)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 2, Reason: personal reason (1), reason unknown (1); Group 2 Number missing: 2, Reason: personal
reason, reason unknown (1)

- Actual outcome: SF36 role physical at 8 weeks ; Group 1: mean 14.1 (SD 27.3); n=19, Group 2: mean 33.3 (SD 38.4); n=19; SF36 role physical 0-
100 Top=High is good outcome; Comments: Baseline values: biofeedback 26.6 (34.7), usual care 38.9 (39.5)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 1, Reason: personal reason; Group 2 Number missing: 1, Reason: personal reason

- Actual outcome: SF36 role physical at 3 months follow up; Group 1: mean 15.6 (SD 25.6); n=18, Group 2: mean 20.8 (SD 32.4); n=18; SF36 role
physical 0-100 Top=High is good outcome; Comments: Baseline values: biofeedback 26.6 (34.7), usual care 38.9 (39.5)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 2, Reason: personal reason (1), reason unknown (1); Group 2 Number missing: 2, Reason: personal
reason, reason unknown (1)

- Actual outcome: SF36 bodily pain at 8 weeks ; Group 1: mean 36.7 (SD 16); n=19, Group 2: mean 30.4 (SD 16.9); n=19; SF36 bodily pain 0-100
Top=High is good outcome; Comments: Baseline values: biofeedback 38.6 (10.7), usual care 37 (12.5)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 1, Reason: personal reason; Group 2 Number missing: 1, Reason: personal reason

- Actual outcome: SF36 bodily pain at 3 months follow up; Group 1: mean 36.9 (SD 11.5); n=18, Group 2: mean 36.2 (SD 15.3); n=18; SF36 bodily pain
0-100 Top=High is good outcome; Comments: Baseline values: biofeedback 38.6 (10.7), usual care 37 (12.5)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 2, Reason: personal reason (1), reason unknown (1); Group 2 Number missing: 2, Reason: personal
reason, reason unknown (1)
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Study Baumueller 201738

- Actual outcome: SF36 general health at 8 weeks ; Group 1: mean 36.5 (SD 19.2); n=19, Group 2: mean 44.7 (SD 18.5); n=19; SF36 general health 0-
100 Top=High is good outcome; Comments: Baseline values: biofeedback 37.9 (18.9), usual care 41.8 (14.4)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 1, Reason: personal reason; Group 2 Number missing: 1, Reason: personal reason

- Actual outcome: SF36 general health at 3 months follow up; Group 1: mean 43.5 (SD 16.5); n=18, Group 2: mean 44.4 (SD 18.3); n=18; SF36 general
health 0-100 Top=High is good outcome; Comments: Baseline values: biofeedback 37.9 (18.9), usual care 41.8 (14.4)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 2, Reason: personal reason (1), reason unknown (1); Group 2 Number missing: 2, Reason: personal
reason (1), reason unknown (1)

- Actual outcome: SF36 vitality at 8 weeks ; Group 1: mean 28.2 (SD 17.5); n=19, Group 2: mean 41.7 (SD 14.8); n=19; SF36 vitality 0-100 Top=High is
good outcome; Comments: Baseline values: biofeedback 26.8 (17.3), 37.2 (12.9)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 1, Reason: personal reason; Group 2 Number missing: 1, Reason: personal reason

- Actual outcome: SF36 vitality at 3 months follow up; Group 1: mean 28.6 (SD 16.4); n=18, Group 2: mean 38.8 (SD 15.5); n=18; SF36 vitality 0-100
Top=High is good outcome; Comments: Baseline values: biofeedback 26.8 (17.3), usual care 37.2 (12.9)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 2, Reason: personal reason (1), reason unknown (1); Group 2 Number missing: 2, Reason: personal
reason, reason unknown (1)

- Actual outcome: SF36 social functioning at 8 weeks ; Group 1: mean 50 (SD 22.1); n=19, Group 2: mean 60.4 (SD 27.2); n=19; SF36 social
functioning 0-100 Top=High is good outcome; Comments: Baseline values: biofeedback 53.7 (24.9), usual care 60.4 (23.6)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 1, Reason: personal reason; Group 2 Number missing: 1, Reason: personal reason

- Actual outcome: SF36 social functioning at 3 months follow up; Group 1: mean 53.7 (SD 25.7); n=18, Group 2: mean 61.1 (SD 25.7); n=18; SF36
social functioning 0-100 Top=High is good outcome; Comments: Baseline values: biofeedback 53.7 (24.9), usual care 60.4 (23.6)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 2, Reason: personal reason (1), reason unknown (1); Group 2 Number missing: 2, Reason: personal
reason, reason unknown (1)

- Actual outcome: SF36 role emotional at 3 months follow up; Group 1: mean 35.4 (SD 43); n=18, Group 2: mean 59.3 (SD 47.9); n=18; SF36 role
emotional 0-100 Top=High is good outcome; Comments: Baseline values: biofeedback 25 (35.5), usual care 57.4 (44)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
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and BDI at baseline ; Group 1 Number missing: 2, Reason: personal reason (1), reason unknown (1); Group 2 Number missing: 2, Reason: personal
reason, reason unknown (1)

- Actual outcome: SF36 mental health at 8 weeks ; Group 1: mean 51.4 (SD 20.1); n=19, Group 2: mean 60.7 (SD 21.5); n=19; SF36 mental health O-
100 Top=High is good outcome; Comments: Baseline values: biofeedback 50.8 (15.5), usual care 57.3 (16.8)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 1, Reason: personal reason; Group 2 Number missing: 1, Reason: personal reason

- Actual outcome: SF36 mental health at 3 months follow up; Group 1: mean 51.1 (SD 17.9); n=18, Group 2: mean 57.5 (SD 18.4); n=18; SF36 mental
health 0-100 Top=High is good outcome; Comments: Baseline values: 50.8 (15.5), 57.3 (16.8)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 2, Reason: personal reason (1), reason unknown (1); Group 2 Number missing: 2, Reason: personal
reason, reason unknown (1)

- Actual outcome: SF36 role emotional at 8 weeks ; Group 1: mean 47.9 (SD 47.1); n=19, Group 2: mean 57.4 (SD 44); n=19; SF36 role emotional O-
100 Top=High is good outcome; Comments: Baseline values: biofeedback 25 (35.5), usual care 57.4 (44)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 1, Reason: personal reason; Group 2 Number missing: 1, Reason: personal reason

Protocol outcome 2: Psychological distress

- Actual outcome: Beck Depression Inventory at 8 weeks ; Group 1: mean 16.1 (SD 8.8); n=19, Group 2: mean 12.9 (SD 7.3); n=19; Beck Depression
Inventory 0-63 Top=High is poor outcome; Comments: Baseline values: biofeedback 17.6 (8.2), usual care 12.8 (6.4)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 1, Reason: personal reason; Group 2 Number missing: 1, Reason: personal reason

- Actual outcome: Beck Depression Inventory at 3 months follow up; Group 1: mean 16.9 (SD 8.3); n=18, Group 2: mean 12.3 (SD 6.3); n=18; Beck
Depression Inventory 0-63 Top=High is poor outcome; Comments: Baseline values: biofeedback 17.6 (8.2), usual care 12.8 (6.4)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 2, Reason: personal reason (1), reason unknown (1); Group 2 Number missing: 2, Reason: personal
reason, reason unknown (1)

Protocol outcome 3: Discontinuation

- Actual outcome: Discontinued intervention at 8 weeks ; Group 1: 1/20, Group 2: 1/20; Comments: discontinued interventions due to personal reasons
Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: difference between groups in SF36 vitality, role emotional
and BDI at baseline ; Group 1 Number missing: 0; Group 2 Number missing: 0
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Protocol outcomes not reported by the
study

Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Indirectness of population
Interventions

Baumueller 201738
Physical function ; Pain interference ; Pain self-efficacy ; Use of healthcare services ; Sleep ; Pain reduction

Bergeron 20014

RCT (Patient randomised; Parallel)

1 (n=87)

Conducted in Canada; Setting: not reported

Not applicable

Intervention + follow up: 6 weeks + 12 weeks + 6 months

Adequate method of assessment/diagnosis: 2 independent gynaecological evaluations

Overall: NA
Not applicable: NA

pain during intercourse which is subjectively distressing, occurs on most intercourse attempts and has lasted
for at least 6 months; women who stopped attempting intercourse were include if the pain could be
confirmed by gynaecological exam; pain limited to intercourse and other activities involving vestibular
pressure; moderate to severe pain in one or more locations of the vestibule during the cotton swab test
(minimum average pain rating of 4 on a scale of 0-10)

pelvic or vulvar pain not clearly linked to intercourse; presence of major medical and/or psychiatric iliness,
active infection or vaginismus; ongoing treatment for dyspareunia; pregnancy; age below 18 or above 50

local media announcements and professional referral

Age - Mean (SD): 26.8 (5.4) years. Gender (M:F): 0/87. Ethnicity: not reported

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: Yes 4.
Chronic widespread pain: No 5. Cognitive impairment: Not stated / Unclear 6. Complex regional pain
syndrome: No 7. First language not English: Not applicable 8. Homeless: Not stated / Unclear 9. Learning

difficulties: Not stated / Unclear 10. People aged 16-25 years: Not stated / Unclear 11. Sensory impairment:
Not stated / Unclear

No indirectness: NA

(n=29) Intervention 1: Psychological therapy - Biofeedback. 8 x 45 minute sessions over 12 weeks led by 1
of 2 PhD level clinical psychologists. Self-insertion of a single-user sEMG sensor in to the vagina.
Automated protocol - 60 second pre-baseline rest period; 6 max. intensity rapid contractions or flicks, each
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Study Bergeron 20014
contraction preceded by a 12 second rest period; 1 max. intensity 60 second contraction preceded by 30
seconds rest; 1 60 second post-baseline rest period. Training in the use of a portable SEMG home trainer for
daily practice. Duration 12 weeks. Concurrent medication/care: all participants required to forgo receiving
other interventions for the entire duration of the study. Indirectness: No indirectness; Indirectness comment:
NA

(n=29) Intervention 2: Psychological therapy - Cognitive behavioural therapy. Group CBT led by 1 of 2 PhD
level clinical psychologists in 8 x 2 hour sessions over 12 weeks, 7-8 participants per group. Treatment
package included education and information about vulvar vestibulitis, how dyspareunia impacts desire and
arousal, a multifactorial view of pain and sexual anatomy; progressive muscle relaxation; abdominal
breathing; Kegel exercises; vaginal dilation; distractive techniques; rehearsal of coping self-statements;
communication skills training and cognitive restructuring. . Duration 12 weeks. Concurrent medication/care:
all participants required to forgo receiving other interventions for the entire duration of the study.
Indirectness: Serious indirectness; Indirectness comment: CBT included relaxation and education

Funding Academic or government funding (Social Sciences and Humanities Research Council of Canada and Health
Canada)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: BIOFEEDBACK versus COGNITIVE BEHAVIOURAL THERAPY

Protocol outcome 1: Discontinuation

- Actual outcome: Discontinuation at 12 weeks; Group 1: 3/29, Group 2: 1/29; Comments: Biofeedback: drop out before receiving treatment (n=1), drop
out at post-treatment assessment (n=2)

CBT: drop out before receiving treatment (n=1)

Risk of bias: All domain - High, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: ; Group 2 Number missing:

Protocol outcome 2: Pain reduction

- Actual outcome: Pain intensity during intercourse numeric rating scale at 12 weeks; Group 1: mean 5.43 (SD 2.36); n=28, Group 2: mean 6 (SD 2.13);
n=28; numeric rating scale 0-10 Top=High is poor outcome; Comments: Baseline values: biofeedback 6.93 (1.8), CBT 7.14 (1.53)

Risk of bias: All domain - High, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 3, Reason: drop out; Group 2 Number missing: 1,
Reason: drop out

- Actual outcome: Pain intensity during intercourse numeric rating scale at 6 months follow up ; Group 1: mean 4.5 (SD 2.63); n=28, Group 2: mean 4.46
(SD 2.47); n=28; numeric rating scale 0-10 Top=High is poor outcome; Comments: Baseline values: biofeedback 6.93 (1.8), CBT 7.14 (1.53)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
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Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 11, Reason: drop out; Group 2 Number missing: 1,

Reason: drop out

Protocol outcomes not reported by the
study

Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity
Further population details

Indirectness of population
Interventions

Bergeron 200144

Health related quality of life ; Physical function ; Psychological distress ; Pain interference ; Pain self-
efficacy ; Use of healthcare services ; Sleep

Castel 2009°%*

RCT (Patient randomised; Parallel)

1 (n=47)

Conducted in Spain; Setting: pain unit, single centre

Not applicable

Not clear:

Adequate method of assessment/diagnosis: ACR diagnostic criteria

Overall: NA

Not applicable: NA

Having a fibromyalgia diagnosis using the ACR diagnostic criteria; being between 18 years old and less than
60 years old; having a minimum of 6 months history of chronic pain; and having at least 6 years of
education.

One or more additional severe chronic medical pain conditions; significant suicidal ideation; severe
psychopathology (e.g. psychosis); moderate to severe cognitive impairment; or the presence of pending
litigation.

study described to all eligible participants, and those who elected to participate were asked to sign the study
consent form

Age - Mean (SD): 44.2 (10.2) years. Gender (M:F): 2/37. Ethnicity: not reported

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: No 4.
Chronic widespread pain: Yes 5. Cognitive impairment: No 6. Complex regional pain syndrome: No 7. First
language not English: Not applicable 8. Homeless: Not stated / Unclear 9. Learning difficulties: Not stated /
Unclear 10. People aged 16-25 years: People aged >25 years 11. Sensory impairment: Not stated / Unclear

No indirectness: NA

(n=18) Intervention 1: Psychological therapy - Cognitive behavioural therapy. CBT sessions included:
didactic presentation of information about fibromyalgia and theory of pain perception, relaxation training,
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Study Castel 2009%
cognitive restructuring, assertiveness training, behavioural goal setting, problems solving, and training in
outcome generalization and maintenance of gains. In the last 20 minutes of the group CBT sessions,
participants received a group session of relaxation training, which consisted of 5 minutes of relaxing different
parts of the body by means of sensation awareness. Then, for 10 minutes, participants focused on
diaphragmatic breathing and finally, feelings of well-being and general relaxation were suggested for the last
5 minutes. Following the first relaxation training session, the participant was given an audio CD of a
relaxation exercise to listen to at home. Duration 12 x 90-minute sessions. Concurrent medication/care:
standard medication management conventional pharmacological treatments including analgesics,
antidepressants, sedatives and myorelaxants, as appropriate. Indirectness: Serious indirectness;
Indirectness comment: intervention included relaxation component

(n=12) Intervention 2: Usual care. Conventional pharmacological treatments including analgesics,
antidepressants, sedatives and myorelaxants, as appropriate. Duration unclear. Concurrent medication/care:
NA. Indirectness: No indirectness; Indirectness comment: NA

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: COGNITIVE BEHAVIOURAL THERAPY versus USUAL CARE

Protocol outcome 1: Health related quality of life

- Actual outcome: Fibromyalgia Impact Questionnaire at unclear; Group 1: mean 60.96 (SD 22.69); n=16, Group 2: mean 66.14 (SD 18.81); n=7;
Fibromyalgia Impact Questionnaire 0-100 Top=High is poor outcome; Comments: Baseline values: CBT 67.44 (16.08), usual care 72.14 (8.95)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: No statistically significant differences ; Group 1 Number
missing: 2, Reason: did not complete treatment; Group 2 Number missing: 5, Reason: did not attend second visit

Protocol outcome 2: Discontinuation

- Actual outcome: Discontinuation at unclear; Group 1: 2/18, Group 2: 5/12; Comments: 2 CBT participants did not complete treatment and 5 control group
participants did not come to a second visit.

Risk of bias: All domain - High, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: No statistically significant differences ; Group 1 Number
missing: ; Group 2 Number missing:

Protocol outcome 3: Pain reduction

- Actual outcome: Numeric rating scale at unclear; Group 1: mean 6.1 (SD 2.52); n=16, Group 2: mean 7 (SD 1.01); n=7; Numeric rating scale 0-10
Top=High is poor outcome; Comments: Baseline values: CBT 6.16 (1.69), usual care 6.6 (1.18)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
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Castel 2009%

Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: No statistically significant differences ; Group 1 Number
missing: 2, Reason: did not complete treatment; Group 2 Number missing: 5, Reason: did not attend second visit

Protocol outcomes not reported by the
study

Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum

Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Indirectness of population
Interventions

Physical function ; Psychological distress ; Pain interference ; Pain self-efficacy ; Use of healthcare services
; Sleep

Castel 2012°2

RCT (Patient randomised; Parallel)

1 (n=93)

Conducted in Spain; Setting: not reported

Not applicable

Intervention + follow up: 14 weeks + 6 months

Adequate method of assessment/diagnosis: ACR diagnostic criteria for FM

Overall: NA
Not applicable: NA
FM diagnosis according to ACR criteria; age between 18 and 65 years

1 or more additional severe chronic medical pain conditions; significant suicidal ideation; severe
psychopathology; moderate to severe cognitive impairment

not reported
Age - Mean (SD): 49.6 (6.8) years. Gender (M:F): 96.8% female. Ethnicity: 100% white

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: No 4.
Chronic widespread pain: Yes 5. Cognitive impairment: No 6. Complex regional pain syndrome: No 7. First
language not English: Not applicable 8. Homeless: Not stated / Unclear 9. Learning difficulties: Not stated /
Unclear 10. People aged 16-25 years: People aged >25 years 11. Sensory impairment: Not stated / Unclear

No indirectness: NA

(n=34) Intervention 1: Psychological therapy - Cognitive behavioural therapy. 14 weekly 120 minute group
sessions including education about FM and pain perception theory, Schultz Autogenic training, cognitive
restructuring techniques, CBT for insomnia, assertiveness training, activity pacing and pleasant activity
scheduling training, goal setting and life values and relapse prevention. Participants given a manual
describing contents of the programme, a CD to practice Schultz Autogenic training at home and record
sheets to register practices of CBT contents. Duration 14 weeks. Concurrent medication/care: standard care:

S9JUBIBJ9Y

NOILVLTINSNOD HO4 14vd(Q :uted d1uoiyy



Yeo
CHYNMNIA JU UUBU Vi JUVIYIIY PYIWUOUA Oy ||V UCUG TJIIN Y

Study Castel 2012°2
conventional pharmacological treatments including analgesics, antidepressants, anticonvulsants and
myorelaxants as appropriate. Indirectness: Serious indirectness; Indirectness comment: CBT intervention
included pain education element

(n=30) Intervention 2: Usual care. Standard care: conventional pharmacological treatments including
analgesics, antidepressants, anticonvulsants and myorelaxants as appropriate. Duration study duration.
Concurrent medication/care: NA. Indirectness: No indirectness; Indirectness comment: NA

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: COGNITIVE BEHAVIOURAL THERAPY versus USUAL CARE

Protocol outcome 1: Health related quality of life

- Actual outcome: Fibromyalgia Impact Questionnaire at 6 months follow up (14 weeks + 6 months); Group 1: mean 50.5 (SD 3.5); n=34, Group 2: mean
68.5 (SD 3.7); n=30; Fibromyalgia Impact Questionnaire 0-100 Top=High is poor outcome; Comments: Baseline values: CBT 62.7 (2.8), usual care 66.1
(3)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,

Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 8, Reason: not reported ; Group 2 Number missing:

8, Reason: not reported

Protocol outcome 2: Sleep

- Actual outcome: Medical Outcomes Study Sleep Problems Index at 6 months follow up (14 weeks + 6 months); Group 1: mean 39.9 (SD 1.5); n=34,
Group 2: mean 28 (SD 1.6); n=30; MOS sleep problems index 0-100 Top=High is poor outcome; Comments: Baseline values: CBT 30.4 (1.5), usual
care 27.9 (1.6)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,

Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 8, Reason: not reported ; Group 2 Number missing:

8, Reason: not reported

Protocol outcome 3: Discontinuation
- Actual outcome: Number not completing treatment at 14 weeks ; Group 1: 3/34, Group 2: 1/30; Comments: reasons for non-completion not reported
Risk of bias: All domain - High, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,

Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 8, Reason: not reported ; Group 2 Number missing:

8, Reason: not reported

Protocol outcome 4: Pain reduction
- Actual outcome: Numeric rating scale at 6 months follow up (14 weeks + 6 months); Group 1: mean 5.7 (SD 0.4); n=34, Group 2: mean 6.8 (SD 0.4);
n=30; Numeric rating scale 0-10 Top=High is poor outcome; Comments: Baseline values: CBT 6.1 (0.3), usual care 6.9 (0.3)
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Castel 201292

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,

Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 8, Reason: not reported ; Group 2 Number missing:

8, Reason: not reported

Protocol outcomes not reported by the
study

Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria
Recruitment/selection of patients

Age, gender and ethnicity
Further population details

Physical function ; Psychological distress ; Pain interference ; Pain self-efficacy ; Use of healthcare services

Castro 2012%

RCT (Patient randomised; Parallel)

1 (n=95)

Conducted in Brazil; Setting: not reported
Not applicable

Intervention time: 10 weeks

Adequate method of assessment/diagnosis: diagnoses were made by two pain specialists according to the
International Association for the Study of Pain (IASP) criteria

Overall: NA
Not applicable: NA

musculoskeletal pain diagnostic for at least three months, and those under medication treatment (anti-
inflammatory and muscle relaxant in their usual doses), according to protocols

chronic pain of oncological or neuropathic origin, or mixed (nociceptive and neuropathic pain including
fibromyalgia); use of antidepressant or other drugs that act at the central nervous system; and being
disabled to write

from a group of 400 patients, who were cared for in a single pain clinic
Age - Mean (SD): CBT 45.9 (8.1), standard care 48.7 (14.3). Gender (M:F): 10/83. Ethnicity: not reported

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: Yes 3. Chronic visceral pain: No 4.
Chronic widespread pain: No 5. Cognitive impairment: Not stated / Unclear 6. Complex regional pain

S9JUBIBJ9Y

NOILVLTINSNOD HO4 14vd(Q :uted d1uoiyy



8Ce
CHYNMNIA JU UUBU Vi JUVIYIIY PYIWUOUA Oy ||V UCUG TJIIN Y
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syndrome: No 7. First language not English: Not applicable 8. Homeless: Not stated / Unclear 9. Learning
difficulties: Not stated / Unclear 10. People aged 16-25 years: People aged >25 years 11. Sensory
impairment: Not stated / Unclear

Indirectness of population No indirectness: NA

Interventions (n=48) Intervention 1: Psychological therapy - Cognitive behavioural therapy. Two-hour sessions of CBT per
week, for ten weeks (no further details provided). Duration 10 weeks. Concurrent medication/care: not
reported. Indirectness: No indirectness; Indirectness comment: NA

(n=47) Intervention 2: Usual care. Standard care (no further details provided). Duration 10 weeks.
Concurrent medication/care: not reported. Indirectness: No indirectness; Indirectness comment: NA

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: COGNITIVE BEHAVIOURAL THERAPY versus USUAL CARE

Protocol outcome 1: Health related quality of life

- Actual outcome: SF36 functional capacity at 10 weeks ; Group 1: mean 36.7 (SD 20.4); n=48, Group 2: mean 32.9 (SD 18.7); n=45; SF36 functional
capacity 0-100 Top=High is good outcome; Comments: Baseline values: CBT 28.6 (15), usual care 28.8 (22.1)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: CBT group were all female, usual care group 78% female.
Difference in SF36 pain domain - CBT group lower; Group 1 Number missing: 0; Group 2 Number missing: 2, Reason: withdrawal

- Actual outcome: SF36 physical limitations at 10 weeks ; Group 1: mean 22.4 (SD 20.1); n=48, Group 2: mean 13.5 (SD 19); n=45; SF36 physical
limitations 0-100 Top=High is good outcome; Comments: Baseline values: CBT 14.6 (24.9), usual care 11.9 (21.2)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: CBT group were all female, usual care group 78% female.
Difference in SF36 pain domain - CBT group lower; Group 1 Number missing: 0; Group 2 Number missing: 2, Reason: withdrawal

- Actual outcome: SF36 pain at 10 weeks ; Group 1: mean 33.8 (SD 16); n=48, Group 2: mean 33.1 (SD 18.1); n=45; SF36 pain 0-100 Top=High is
good outcome; Comments: Baseline values: CBT 25.1 (16), usual care 32.3 (16.5)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: CBT group were all female, usual care group 78% female.
Difference in SF36 pain domain - CBT group lower; Group 1 Number missing: 0; Group 2 Number missing: 2, Reason: withdrawal

- Actual outcome: SF36 general state of health at 10 weeks ; Group 1: mean 42.2 (SD 21.8); n=48, Group 2: mean 33.1 (SD 18.2); n=45; SF36 general
state of health 0-100 Top=High is good outcome; Comments: Baseline values: CBT 36 (19.6), usual care 30 (16.1)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: CBT group were all female, usual care group 78% female.
Difference in SF36 pain domain - CBT group lower; Group 1 Number missing: 0; Group 2 Number missing: 2, Reason: withdrawal

- Actual outcome: SF36 vitality at 10 weeks ; Group 1: mean 35 (SD 19.9); n=48, Group 2: mean 28.2 (SD 18.5); n=45; SF36 vitality 0-100 Top=High is
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good outcome; Comments: Baseline values: CBT 29.9 (19.8), usual care 28.1 (17.3)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: CBT group were all female, usual care group 78% female.
Difference in SF36 pain domain - CBT group lower; Group 1 Number missing: 0; Group 2 Number missing: 2, Reason: withdrawal

- Actual outcome: SF36 social aspects at 10 weeks ; Group 1: mean 50 (SD 22.8); n=48, Group 2: mean 44.7 (SD 18.1); n=45; SF36 social aspects 0-
100 Top=High is good outcome; Comments: Baseline values: CBT 39.5 (21), usual care 36.7 (21.4)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: CBT group were all female, usual care group 78% female.
Difference in SF36 pain domain - CBT group lower; Group 1 Number missing: 0; Group 2 Number missing: 2, Reason: withdrawal

- Actual outcome: SF36 emotional limitations at 10 weeks ; Group 1: mean 31.8 (SD 30.1); n=48, Group 2: mean 20.7 (SD 29.3); n=45; SF36 emotional
limitations 0-100 Top=High is good outcome; Comments: Baseline values: CBT 22 (28.9), usual care 12.2 (23.6)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: CBT group were all female, usual care group 78% female.
Difference in SF36 pain domain - CBT group lower; Group 1 Number missing: 0; Group 2 Number missing: 2, Reason: withdrawal

- Actual outcome: SF36 mental health at 10 weeks ; Group 1: mean 49.2 (SD 19.5); n=48, Group 2: mean 44.2 (SD 21.2); n=45; SF36 mental health 0-
100 Top=High is good outcome; Comments: Baseline values: CBT 43 (20), usual care 40.3 (19.9)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: CBT group were all female, usual care group 78% female.
Difference in SF36 pain domain - CBT group lower; Group 1 Number missing: 0; Group 2 Number missing: 2, Reason: withdrawal

Protocol outcome 2: Discontinuation

- Actual outcome: number not completing the study at 10 weeks ; Group 1: 0/48, Group 2: 2/47; Comments: reason for withdrawal not reported

Risk of bias: All domain - High, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: CBT group were all female, usual care group 78% female.
Difference in SF36 pain domain - CBT group lower; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 3: Pain reduction

- Actual outcome: Visual Analogue Scale at 10 weeks ; Group 1: mean 5.7 (SD 1.7); n=48, Group 2: mean 5.3 (SD 1.1); n=45; VAS 0-10 Top=High is
poor outcome; Comments: Baseline values: CBT 6.92 (2.11), usual care 6.38 (1.75)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Baseline details: CBT group were all female, usual care group 78% female.
Difference in SF36 pain domain - CBT group lower; Group 1 Number missing: 0; Group 2 Number missing: 2, Reason: withdrawal

Protocol outcomes not reported by the Physical function ; Psychological distress ; Pain interference ; Pain self-efficacy ; Use of healthcare services
study ; Sleep
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments
Indirectness of population
Interventions

Edinger 200546

RCT (Patient randomised; Parallel)

1 (n=47)

Conducted in USA; Setting: not reported

Not applicable

Intervention + follow up: 6 weeks + 6 months

Adequate method of assessment/diagnosis: American College of Rheumatology criteria for FM

Overall: NA
Not applicable: NA

aged 21 to 65 years, meet the American College of Rheumatology criteria for FM, insomnia, meet structured
interview criteria for and have 60 minutes or more of total nocturnal wake time on average over 1week of
sleep log monitoring

pregnant, breastfeeding, or not practicing contraception; having a comorbid sleep-disruptive medical
condition; meeting structured interview criteria for Axis 1 depressive disorder, anxiety or substance abuse
disorder; having a severe hypnotic dependence; symptoms of sleep apnea, restless leg syndrome or
circadian rhythm disorder; apnea-hypnopnea index or periodic limb movement-related arousal index of 15 or
more per hour on a screening polysomnogram

primarily through newspaper advertisements
Age - Mean (SD): 48.6 (8.2). Gender (M:F): 2/45. Ethnicity: 44 white, 2 African American, 1 Asian

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: No 4.
Chronic widespread pain: Yes 5. Cognitive impairment: Not stated / Unclear 6. Complex regional pain
syndrome: Not stated / Unclear 7. First language not English: Not stated / Unclear 8. Homeless: Not stated /
Unclear 9. Learning difficulties: Not stated / Unclear 10. People aged 16-25 years: Not stated / Unclear 11.
Sensory impairment: Not stated / Unclear

NA
No indirectness: NA

(n=18) Intervention 1: Psychological therapy - Cognitive behavioural therapy. 6 weekly individual sessions
(1st session 45-60 minutes, subsequent sessions 15-30 minutes) led by 2 licensed clinical psychologists.
During the initial session, recipients listened to an audiocassette cognitive therapy module designed to
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Study

Funding

Edinger 200546

correct misconceptions about sleep needs and the effects of aging, circadian rhythms, and sleep loss on
sleep/wake functioning. The therapist then provided verbal and written (pamphlet) stimulus control
instructions encouraging the following: (a) a standard rising time, (b) exiting bed during extended
awakenings, (c) using the bedroom only for sleep and sex, and (d) avoiding daytime naps. An initial time in
bed prescription set at the average baseline log sleep time plus 30 minutes was also provided to each
patient. Remaining sessions entailed reviewing instructions and adjusting TIB. Duration 6 weeks. Concurrent
medication/care: continued ongoing medical care for FM. Indirectness: No indirectness; Indirectness
comment: NA

(n=18) Intervention 2: Psychological therapy - Sleep management/hygiene . 6 weekly individual sessions
(1st session 45-60 minutes, subsequent sessions 15-30 minutes) led by 2 licensed clinical psychologists.
During the initial session, recipients listened to an audiocassette that provided them generic sleep education
(i.e., descriptions of sleep stages and sleep architecture).The therapist then provided verbal and written
(pamphlet) instructions to (a) limit caffeine and alcohol, (b) engage in regular moderate exercise, (c) have a
light bedtime snack (e.g., cheese or yogurt), and (d) keep the bedroom dark, quiet, and cool. During
subsequent sessions, the therapist reviewed and individually tailored SH therapy recommendations to
address adherence issues. Duration 6 weeks. Concurrent medication/care: continued ongoing medical care
for FM. Indirectness: No indirectness; Indirectness comment: NA

(n=11) Intervention 3: Usual care. No behavioural therapy but met weekly with a study coordinator to provide
sleep log/actigraphy data and to complete questionnaires while continuing their ongoing FM medical care.
After follow-up assessment, offered CBT. Duration 6 weeks. Concurrent medication/care: NA. Indirectness:
No indirectness; Indirectness comment: NA

Academic or government funding (National Institute of Arthritis and Musculoskeletal and Skin Diseases)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: COGNITIVE BEHAVIOURAL THERAPY versus SLEEP

MANAGEMENT/HYGEINE

Protocol outcome 1: Health related quality of life

- Actual outcome: SF36 mental composite score at 6 months follow up ; Group 1: mean 51.3 (SD 2.6); n=6, Group 2: mean 49.4 (SD 2.7); n=7; SF36
mental composite score 0-100 Top=High is good outcome; Comments: Baseline values: CBT 47.9 (3.6), 46.1 (3.3)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 12, Reason: not reported ; Group 2 Number missing: 11, Reason:

not reported

- Actual outcome: SF36 mental composite score at 6 weeks; Group 1: mean 50.7 (SD 2.6); n=15, Group 2: mean 50.3 (SD 2.9); n=17; SF36 mental
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composite score 0-100 Top=High is good outcome; Comments: Baseline values: CBT 47.9 (3.6), 46.1 (3.3)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 3, Reason: withdrew; Group 2 Number missing: 1, Reason:
withdrew

Protocol outcome 2: Sleep

- Actual outcome: Insomnia Symptom Questionnaire at 6 weeks ; Group 1: mean 36.3 (SD 3.9); n=15, Group 2: mean 30.5 (SD 3.3); n=17; Insomnia
Symptom Questionnaire not reported Top=High is poor outcome; Comments: Baseline values: CBT 49.3 (4.6), SH 54.9 (4)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 3, Reason: withdrew; Group 2 Number missing: 1, Reason:
withdrew

- Actual outcome: Insomnia Symptom Questionnaire at 6 months follow up ; Group 1: mean 34.7 (SD 2.8); n=6, Group 2: mean 31.3 (SD 3.1); n=7;
Insomnia Symptom Questionnaire not reported Top=High is poor outcome; Comments: Baseline values: CBT 49.3 (4.6), SH 54.9 (4)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 12, Reason: not reported ; Group 2 Number missing: 11, Reason:
not reported

Protocol outcome 3: Discontinuation

- Actual outcome: Number not completing post-treatment assessment at 6 weeks ; Group 1: 3/18, Group 2: 1/18; Comments: CBT: 2 patients completed
baseline then withdrew, 1 patient withdrew after 1 CBT session; SH 1 patient completed baseline then withdrew

Risk of bias: All domain - High, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 0, Reason: NA; Group 2 Number missing: 0, Reason: NA

Protocol outcome 4: Pain reduction

- Actual outcome: McGill Pain Questionnaire at 6 weeks ; Group 1: mean 27.6 (SD 3.8); n=15, Group 2: mean 23.7 (SD 4.4); n=17; McGill Pain
Questionnaire 0-78 Top=High is poor outcome; Comments: Baseline values: CBT 30.6 (3.2), SH 27.6 (4.1)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 3, Reason: not reported ; Group 2 Number missing: 1, Reason: not
reported

- Actual outcome: McGill Pain Questionnaire at 6 months follow up ; Group 1: mean 28.8 (SD 3.6); n=6, Group 2: mean 22.4 (SD 3.9); n=7; McGill Pain
Questionnaire 0-78 Top=High is poor outcome; Comments: Baseline values: CBT 30.6 (3.2), SH 27.6 (4.1)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 12, Reason: not reported ; Group 2 Number missing: 11, Reason:
not reported

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: COGNITIVE BEHAVIOURAL THERAPY versus USUAL CARE
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Protocol outcome 1: Health related quality of life

- Actual outcome: SF36 mental composite score at 6 months follow up ; Group 1: mean 51.3 (SD 2.6); n=15, Group 2: mean 40 (SD 2.8); n=9; SF36
mental composite score 0-100 Top=High is good outcome; Comments: Baseline values: CBT 47.9 (3.6), usual care 51.3 (3.5)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 12, Reason: not reported ; Group 2 Number missing: 4, Reason:
not reported

- Actual outcome: SF36 mental composite score at 6 weeks; Group 1: mean 50.7 (SD 2.6); n=6, Group 2: mean 45.5 (SD 3.6); n=7; SF36 mental
composite score 0-100 Top=High is good outcome; Comments: Baseline values: CBT 47.9 (3.6), usual care 51.3 (3.5)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 3, Reason: withdrew; Group 2 Number missing: 2, Reason:
withdrew

Protocol outcome 2: Sleep

- Actual outcome: Insomnia Symptom Questionnaire at 6 weeks ; Group 1: mean 36.3 (SD 3.9); n=15, Group 2: mean 53.2 (SD 4.9); n=9; Insomnia
Symptom Questionnaire not reported Top=High is poor outcome; Comments: Baseline values: 49.3 (4.6), usual care 53.6 (4.2)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 3, Reason: withdrew; Group 2 Number missing: 2, Reason:
withdrew

- Actual outcome: Insomnia Symptom Questionnaire at 6 months follow up ; Group 1: mean 34.7 (SD 2.8); n=6, Group 2: mean 52.9 (SD 5.4); n=7;
Insomnia Symptom Questionnaire not reported Top=High is poor outcome; Comments: Baseline values: 49.3 (4.6), usual care 53.6 (4.2)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 12, Reason: not reported ; Group 2 Number missing: 4, Reason:
not reported

Protocol outcome 3: Discontinuation

- Actual outcome: Number not completing post-treatment assessment at 6 weeks ; Group 1: 3/18, Group 2: 2/11; Comments: CBT: 2 patients completed
baseline then withdrew, 1 patients withdrew after 1 session; usual care 2 patients completed baseline then withdrew

Risk of bias: All domain - High, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 0, Reason: NA; Group 2 Number missing: 0, Reason: NA

Protocol outcome 4: Pain reduction

- Actual outcome: McGill Pain Questionnaire at 6 weeks ; Group 1: mean 27.6 (SD 3.8); n=15, Group 2: mean 34.4 (SD 4.1); n=9; McGill Pain
Questionnaire 0-78 Top=High is poor outcome; Comments: Baseline values: CBT 30.6 (3.2), usual care 27.5 (5.9)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 3, Reason: withdrew; Group 2 Number missing: 2, Reason:
withdrew

- Actual outcome: McGill Pain Questionnaire at 6 months follow up ; Group 1: mean 28.8 (SD 3.6); n=7, Group 2: mean 34.1 (SD 4.9); n=7; McGill Pain
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Questionnaire 0-78 Top=High is poor outcome; Comments: Baseline values: CBT 30.6 (3.2), usual care 27.5 (5.9)
Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,

Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 12, Reason: not reported ; Group 2 Number missing: 4, Reason:

not reported
RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: SLEEP MANAGEMENT/HYGEINE versus USUAL CARE

Protocol outcome 1: Health related quality of life

- Actual outcome: SF36 mental composite score at 6 weeks; Group 1: mean 50.3 (SD 2.9); n=17, Group 2: mean 45.5 (SD 3.6); n=9; SF36 mental
composite score 0-100 Top=High is good outcome; Comments: Baseline values: SH 46.1 (3.3), usual care 51.3 (3.5)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 1, Reason: withdrew; Group 2 Number missing: 2, Reason:
withdrew

- Actual outcome: SF36 mental composite score at 6 months follow up ; Group 1: mean 49.4 (SD 2.7); n=7, Group 2: mean 40 (SD 2.8); n=7;
Comments: Baseline values: SH 46.1 (3.3), usual care 51.3 (3.5)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,

Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 11, Reason: not reported ; Group 2 Number missing: 4, Reason:

not reported

Protocol outcome 2: Sleep

- Actual outcome: Insomnia Symptom Questionnaire at 6 weeks ; Group 1: mean 30.5 (SD 3.3); n=17, Group 2: mean 53.2 (SD 4.9); n=9; Insomnia
Symptom Questionnaire not reported Top=High is poor outcome; Comments: Baseline values: SH 54.9 (4), usual care 53.6 (4.2)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 1, Reason: withdrew; Group 2 Number missing: 2, Reason:
withdrew

- Actual outcome: Insomnia Symptom Questionnaire at 6 months follow up ; Group 1: mean 31.3 (SD 3.1); n=7, Group 2: mean 52.9 (SD 5.4); n=7;
Comments: Baseline values: SH 54.9 (4), usual care 53.6 (4.2)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,

Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 11, Reason: not reported ; Group 2 Number missing: 4, Reason:

not reported

Protocol outcome 3: Discontinuation

- Actual outcome: Number not completing post-treatment assessment at 6 weeks ; Group 1: 1/18, Group 2: 2/11; Comments: completed baseline then
withdrew

Risk of bias: All domain - High, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 0, Reason: NA; Group 2 Number missing: 0, Reason: NA
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Protocol outcome 4: Pain reduction

- Actual outcome: McGill Pain Questionnaire at 6 weeks ; Group 1: mean 23.7 (SD 4.4); n=17, Group 2: mean 34.4 (SD 4.1); n=9; McGill Pain
Questionnaire 0-78 Top=High is poor outcome; Comments: Baseline values: SH 27.6 (4.1), usual care 27.5 (5.9)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 1, Reason: withdrew; Group 2 Number missing: 2, Reason:
withdrew

- Actual outcome: McGill Pain Questionnaire at 6 months follow up ; Group 1: mean 22.4 (SD 3.9); n=7, Group 2: mean 34.1 (SD 4.9); n=7; McGill Pain
Questionnaire 0-78 Top=High is poor outcome; Comments: Baseline values: SH27.6 (4.1), usual care 27.5 (5.9)

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 11, Reason: not reported ; Group 2 Number missing: 4, Reason:
not reported

Protocol outcomes not reported by the Physical function ; Psychological distress ; Pain interference ; Pain self-efficacy ; Use of healthcare services
study
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Study (subsidiary papers)

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline
condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity

Further population details

Extra comments
Indirectness of population
Interventions

EFFIGACT study trial: Luciano 2014%*" (Luciano 2017%%)

RCT (Patient randomised; Parallel)

1 (n=156)

Conducted in Spain; Setting: not reported

Not applicable

Intervention + follow up: 6 months

Adequate method of assessment/diagnosis: ACR 1990 criteria for fibromyalgia

Overall: NA
Not applicable: NA

18-65 years; could speak and read Spanish fluently; fulfilled ACR criteria for FM; no pharmacological
treatment or agreement to discontinue use; no previous psychological treatment during the previous year

severe axis | psychiatric disorders; severe somatic disorders that prevented them from carrying out
psychological assessment; participation in other clinical trials

patients recruited from primary health care centers by GPs
Age - Mean (SD): ACT group: 48.88 (5.94), waiting list: 48.28 (5.71). Gender (M:F): Define. Ethnicity: not
reported

1. Chronic orofascial pain: No 2. Chronic primary musculoskeletal pain: No 3. Chronic visceral pain: No 4.
Chronic widespread pain: Yes 5. Cognitive impairment: Not stated / Unclear 6. Complex regional pain
syndrome: No 7. First language not English: Not applicable 8. Homeless: Not stated / Unclear 9. Learning

difficulties: Not stated / Unclear 10. People aged 16-25 years: Not stated / Unclear 11. Sensory impairment:

Not stated / Unclear
stratified by presence of major depression
No indirectness: NA

(n=51) Intervention 1: Psychological therapy - Acceptance and commitment therapy. 8 x 2.5 hour weekly
group sessions; 10-15 patients; covering exercises and topics within the context of ACT practice and
training; including various types of formal mindfulness practice; daily homework assignments of 15-30
minutes; led by a clinical psychologist . Duration 8 weeks. Concurrent medication/care: not reported.
Indirectness: Serious indirectness; Indirectness comment: included mindfulness

(n=53) Intervention 2: Usual care. Waiting list - no active treatment and offered preferred intervention at
study conclusion. Duration 6 months. Concurrent medication/care: not reported. Indirectness: No
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indirectness; Indirectness comment: NA

Funding Academic or government funding (Instituto de Salud Carlos lll; European Union European Regional
Development Funds)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: ACCEPTANCE AND COMMITMENT THERAPY versus USUAL CARE

Protocol outcome 1: Health related quality of life

- Actual outcome: EQ-5D VAS at 8 weeks; Group 1: mean 66.2 (SD 8.64); n=51, Group 2: mean 51 (SD 10.69); n=53; EQ-5D VAS 0-100 Top=High is
good outcome; Comments: Baseline values: ACT 50.88 (15.48), usual care 48.78 (12.76)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 5, Reason: lack of efficacy (3), patient decision (2);
Group 2 Number missing: 3, Reason: patient decision (3)

- Actual outcome: EQ-5D VAS at 6 months; Group 1: mean 63.33 (SD 10.23); n=51, Group 2: mean 51.17 (SD 11.76); n=53; EQ-5D VAS 0-100
Top=High is good outcome; Comments: Baseline values: ACT 50.88 (15.48), usual care 48.78 (12.76)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 6, Reason: lack of efficacy (3), patient decision (2),
loss to follow up (1); Group 2 Number missing: 6, Reason: patient decision (6)

- Actual outcome: EQ-5D utility at 6 months; Group 1: mean 0.8 (SD 0.11); n=51, Group 2: mean 0.57 (SD 0.16); n=53; EQ-5D utility 0-1 Top=High is
good outcome; Comments: Baseline values: ACT 0.58 (0.17), usual care 0.54 (0.15)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 6, Reason: lack of efficacy (3), patient decision (2),
loss to follow up (1); Group 2 Number missing: 6, Reason: patient decision (6)

Protocol outcome 2: Psychological distress

- Actual outcome: Hospital Anxiety and Depression Scale anxiety at 8 weeks; Group 1: mean 8.28 (SD 2.38); n=51, Group 2: mean 11.36 (SD 3.8);
n=53; HADS-anxiety 0-21 Top=High is poor outcome; Comments: Baseline values: ACT 12.67 (4.36), usual care 12.4 (4.31)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 5, Reason: lack of efficacy (3), patient decision (2);
Group 2 Number missing: 3, Reason: patient decision (3)

- Actual outcome: Hospital Anxiety and Depression Scale anxiety at 6 months; Group 1: mean 8.73 (SD 2.04); n=51, Group 2: mean 12.15 (SD 4.2);
n=53; HADS-anxiety 0-21 Top=High is poor outcome; Comments: Baseline values: ACT 12.67 (4.36), usual care 12.4 (4.31)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 6, Reason: lack of efficacy (3), patient decision (2),
loss to follow up (1); Group 2 Number missing: 6, Reason: patient decision (6)

- Actual outcome: Hospital Anxiety and Depression Scale depression at 8 weeks ; Group 1: mean 5.41 (SD 1.36); n=51, Group 2: mean 9.34 (SD 2.63);
n=53; HADS-depression 0-21 Top=High is poor outcome; Comments: Baseline values: ACT 8 (2.88), usual care 9.23 (3.56)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
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Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 5, Reason: lack of efficacy (3), patient decision (2);
Group 2 Number missing: 3, Reason: patient decision (3)

- Actual outcome: Hospital Anxiety and Depression Scale depression at 6 months ; Group 1: mean 5.84 (SD 1.6); n=51, Group 2: mean 9.32 (SD 3.04);
n=53; HADS-depression 0-21 Top=High is poor outcome; Comments: Baseline values: ACT 8 (2.88), usual care 9.23 (3.56)

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low; Indirectness of outcome: No indirectness, Comments: NA; Group 1 Number missing: 6, Reason: lack of efficacy (3), patient decision (2),
loss to follow up (1); Group 2 Number missing: 6, Reason: patient decision (6)

Protocol outcome 3: Discontinuation

- Actual outcome: Drop out before post-treatment assessment at 8 weeks; Group 1: 5/51, Group 2: 3/53; Comments: ACT: lack of efficacy (3), patient
decision (2) usual care: patient decision (3)

Risk of bia