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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/or their carer or guardian.

Local commissioners and/or 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.
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1 Psychological, psychosocial and other
> non-pharmacological interventions for
the treatment of PTSD in adults

This evidence report contains information on 1 review relating to the treatment of
PTSD.

¢ Review question 2.2 For adults with clinically important post-traumatic stress
symptoms, what are the relative benefits and harms of psychological,
psychosocial or other non-pharmacological interventions targeted at PTSD
symptoms?

O©oo~NO Oh w

10 Review question 2.2 For adults with clinically important
11 post-traumatic stress symptoms, what are the relative
12 benefits and harms of psychological, psychosocial or
13 other non-pharmacological interventions targeted at
14  PTSD symptoms?

15 Introduction

16 This review is focused on people who have persistent traumatic stress symptoms. It
17 covers both those with PTSD, as defined by a diagnosis according to DSM or ICD
18 criteria, and those with clinically significant PTSD symptoms as indicated by baseline
19 scores above a threshold on a validated scale. People with such symptoms experience
20 significant distress and interference in functioning and quality of life. They may be seen
21 in primary, secondary and tertiary mental health settings, and also social care settings.
22 There may be specific treatment needs for people from particular groups, such as
23 people who are refugees or seeking asylum, or due to the nature of their traumatic
24 events, such as multiple abusive experiences, or due to particular comorbidities, such
25 as common mental health problems, and drug and alcohol misuse. There are many
26 psychological and psychosocial models that have developed to help understand the
27 persistence of PTSD symptoms. These have led to the development of psychological
28 and psychosocial treatments of PTSD.

29 There are two aims of this review. One, to identify the relative benefits and harms of
30 psychological or psychosocial interventions targeted at PTSD symptoms. Two, to
31 identify the most effective psychological or psychosocial interventions for the treatment
32 of PTSD in adults.

33 Summary of the protocol (PICO table)

34 See Table 1 for a summary of the population, intervention, comparison and outcome
35 (PICO) characteristics of this review.

36 Table 1: Summary of the protocol (PICO table)
Population Adults with PTSD (as defined by a diagnosis of PTSD according
to DSM, ICD or similar criteria, or clinically-significant PTSD
symptoms as indicated by baseline scores above threshold on a
validated scale more than one month after the traumatic event)

10
PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)
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Psychological interventions (psychological interventions listed
below are examples of interventions which may be included either
alone or in combination in an individual or group format):

e Trauma-focused cognitive behavioural therapies (CBT),
including cognitive therapy, cognitive processing therapy,
compassion focused therapy, exposure therapy/prolonged
exposure (PE), virtual reality exposure therapy (VRET), imagery
rehearsal therapy, mindfulness-based cognitive therapy (MBCT)
and narrative exposure therapy (NET)

¢ Non-trauma-focused CBT, including stress inoculation training
(SIT)

¢ Psychologically-focused debriefing (including single session
debriefing)

e Eye movement desensitisation and reprocessing (EMDR)

e Hypnotherapy

e Psychodynamic therapies, including traumatic incident reduction
(TIR)

e Counselling, including non-directive/supportive/person-centred
counselling

e Human givens therapy

e Combined somatic and cognitive therapies, including thought
field therapy (TFT) and emotional freedom technique (EFT)

e Couple interventions, including cognitive-behavioural conjoint
therapy

e Parent training/family interventions, including behavioural family
therapy

Psychosocial interventions (psychosocial interventions listed
below are examples of interventions which may be included either
alone or in combination):

o Meditation
e Mindfulness-based stress reduction (MBSR)
e Supported employment (including individual placement and

support [IPS] supported employment and Veterans Health
Administration Vocational Rehabilitation Programme [VRP])

e Practical support (including financial and housing)
e Psychoeducational interventions

e Peer support (including self-help groups and support groups and
Trauma Risk Management [TRiM])

Other non-pharmacological interventions (other non-
pharmacological interventions listed below are examples of
interventions which may be included either alone or in
combination):

e Acupuncture (including classical acupuncture,
electroacupuncture, auricular acupuncture, laser acupuncture
and acupoint stimulation [such as acupressure, moxibustion and
tapping])

o Exercise (including anaerobic [such as heavy weight training,
sprinting, high-intensity interval training] and aerobic [such as
running/jogging, swimming, cycling and walking] exercise, both
supervised and unsupervised)

¢ Repetitive transcranial magnetic stimulation (rTMS)

11
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oOoN OOk W

©

11

12
13
14
15

16
17
18
19
20
21
22
23

24
25

DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of
PTSD in adults

L . Yoga (including all types of yoga)
¢ Any other intervention

e Treatment as usual

o Waitlist

e Placebo

Critical outcomes:

o Efficacy (PTSD symptoms/diagnosis/response/remission
[relapse)

used as a proxy)
Important outcomes:
¢ Dissociative symptoms

¢ Personal/social/occupational functioning (including global
functioning/functional impairment)

o Sleeping difficulties
e Quality of life

e Symptoms of a coexisting condition (including anxiety,
depression and substance misuse problems)

For full details see review protocol in Appendix A.

Methods and processes

This evidence review was developed using the methods and process described in
Developing NICE guidelines: the manual; see the methods chapter for further
information.

Declarations of interest were recorded according to NICE’s 2014 and 2018 conflicts
of interest policies.

Psychological interventions for the treatment of PTSD in
adults

Introduction to the clinical evidence

A range of psychological interventions are currently used to treat PTSD, ranging from
generic psychological therapies (for example, supportive counselling) to PTSD-
specific approaches (for example, eye movement desensitisation and reprocessing
[EMDRY])).

Psychological interventions will be considered as classes of intervention [trauma-
focused CBT; non-trauma-focused CBT; present-centered therapy; cognitive
therapies; behavioural therapies; problem solving; eye movement desensitisation and
reprocessing [EMDR]; hypnotherapy; interpersonal psychotherapy (IPT);
psychodynamic therapies; counselling; combined somatic and cognitive therapies;
resilience-oriented treatment; attention bias modification; couple interventions; parent
training/family interventions; self-help with support and self-help (without support)],
and form the subsections below.

Evidence for interventions in the following classes was also searched for but none
was found: psychologically-focused debriefing; human givens therapy.

12
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Although the specific interventions that make up a class do not all include exactly the
same content or follow the same manual, they are using the same broad approach
and the efficacy of interventions within that class is considered to be equivalent. For
instance, interventions in the trauma-focused CBT class differ in whether the
emphasis is on exposure or on cognitive techniques. However, although some
programmes place their main emphasis on exposure, and others on cognitive
techniques, most use a combination and there is considerable overlap in the
proposed mechanisms underlying the effectiveness of the various versions of
trauma-focused CBT.

Trauma-focused cognitive behavioural therapies (CBT): clinical evidence

Included studies

Three hundred and sixty two studies of trauma-focused CBT for the treatment of
PTSD in adults were identified for full-text review. Of these 362 studies, 88 RCTs
(N=8450) were included. Many of these 88 RCTs were three- or four-armed trials and
as such were included in more than one comparison. There were 17 comparisons for
trauma-focused CBT.

For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
symptoms, there was evidence for one relevant comparison: 2 RCTs (N=295)
compared trauma-focused CBT with waitlist or no treatment (Bisson et al. 2004;
Sijbrandij 2007).

For delayed treatment (intervention initiated more than 3 months post-trauma) of
PTSD symptoms, 28 RCTs (N=2424) compared trauma-focused CBT with waitlist
(Alghamdi et al. 2015; Blanchard 2002/Blanchard et al. 2003/Blanchard et al. 2003
[one study reported across three publications]; Bolton et al. 2014a; Buhmann et al.
2016; Chard, 2005; Cloitre et al. 2002; Difede et al. 2007b; Dunne et al. 2012; Ehlers
et al. 2003; Ehlers et al. 2005; Ehlers et al. 2014; Falsetti et al. 2008; Fecteau &
Nicki, 1999; Gersons et al. 2000; Hijazi et al. 2014; Hollifield et al. 2007; Jacob et al.
2014; Jung & Steil, 2013; Lindauer et al. 2005; Lindauer et al. 2008; McDonagh et al.
2005; Neuner et al. 2008; Pacella et al. 2012; Ruglass et al. 2017/ Hien 2011[one
study reported across two publications]; van Emmerik et al. 2008; Weiss et al. 2015
(study 1); Weiss et al. 2015 (study 2); Zang et al. 2014). 36 RCTs (N=3257)
compared trauma-focused CBT in addition to treatment as usual and/or medication,
with treatment as usual or medication only (Akbarian et al. 2015; Asukai et al. 2010;
Bass et al. 2013; Beck et al. 2009; Bohus et al. 2013; Brom et al. 1989; Buhmann et
al. 2016; Coffey et al. 2016; Dorrepaal et al. 2012; Duffy et al. 2007; Foa et al. 2005;
Foa et al. 2013b; Forbes et al. 2012; Hermenau et al. 2013; Hinton et al. 2005;
Hinton et al. 2009; Kubany et al. 2003; Kubany et al. 2004; Maguen et al. 2017; Mills
et al. 2012; Monson et al. 2006; Morath et al. 2014; Mueser et al. 2008; Neuner et al.
2004; Neuner et al. 2010; Pabst et al. 2014; Paunovi¢, 2011; Popiel et al. 2015;
Power et al. 2002; Resick et al. 2002; Rothbaum et al. 2005; Rothbaum et al. 2006;
Ruglass et al. 2017/ Hien 2011[one study reported across two publications];
Sannibale et al. 2013; Stenmark et al. 2013; Wells et al. 2015). 6 RCTs (N=420)
compared trauma-focused CBT (with or without additional treatment as usual) with
eye movement desensitisation and reprocessing (EMDR; with or without additional
treatment as usual) (Capezzani et al. 2013; Laugharne et al. 2016; Nijdam et al.
2012; Power et al. 2002; Rothbaum et al. 2005; Taylor et al. 2003). 4 RCTs (N=239)
compared trauma-focused CBT (with or without additional treatment as usual) with
non-trauma-focused CBT (with or without additional treatment as usual) (Cook et al.
2010; Foa et al. 1991; Hensel-Dittmann et al. 2011; Wells et al. 2015). 11 RCTs
(N=903) compared trauma-focused CBT (with or without additional treatment as

13
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usual) with counselling (with or without additional treatment as usual) (Blanchard
2002/Blanchard et al. 2003/Blanchard et al. 2003 [one study reported across three
publications]; Bryant et al. 2003a; Castillo et al. 2016; Cloitre et al. 2010; Cottraux et
al. 2008; Ehlers et al. 2014; Foa et al. 1991; Katz et al. 2014; Nacasch et al. 2011;
Neuner et al. 2004; Neuner et al. 2008). 7 RCTs (N=1152) compared trauma-focused
CBT (with or without additional treatment as usual) with present-centered therapy
(with or without additional treatment as usual) (Ghafoori et al. 2017; McDonagh et al.
2005; Rauch et al. 2015; Schnurr et al. 2003; Schnurr et al. 2007/Haug et al. 2004
[one study reported across two publications]; Sloan et al. 2016b/Sloan et al.
unpublished [one study reported across two papers]; Suris et al. 2013). 1 RCT
(N=110) compared trauma-focused CBT with interpersonal psychotherapy (IPT)
(Markowitz et al. 2015a). 1 RCT (N=112) compared trauma-focused CBT (in addition
to treatment as usual) with psychodynamic therapy (in addition to treatment as usual)
(Brom et al. 1989). 2 RCTs (N=211) compared trauma-focused CBT (with or without
additional treatment as usual) with self-help (without support; with or without
additional treatment as usual) (Ehlers et al. 2003; Sloan et al. 2016a/2018 [one study
reported across two publications]). 1 RCT (N=125) compared trauma-focused CBT
with self-help with support (van Emmerik et al. 2008). 1 RCT (N=112) compared
trauma-focused CBT (in addition to treatment as usual) with hypnotherapy (in
addition to treatment as usual) (Brom et al. 1989). 1 RCT (N=690) compared trauma-
focused CBT with a psychoeducational session (Chambers et al. 2014). 3 RCTs
(N=194) compared trauma-focused CBT (with or without additional treatment as
usual) with relaxation (with or without additional treatment as usual) (Hinton et al.
2011; Markowitz et al. 2015a; Taylor et al. 2003). 1 RCT (N=84) compared trauma-
focused CBT with acupuncture (Hollifield et al. 2007). 3 RCTs (N=557) compared
trauma-focused CBT with SSRIs (Buhmann et al. 2016; Echiverri-Cohen et al. 2016;
Popiel et al. 2015). 1 RCT (N=280) compared combined trauma-focused CBT and
SSRIs with waitlist (Buhmann et al. 2016).

Sub-analyses were possible for the delayed treatment trauma-focused CBT versus
waitlist, trauma-focused CBT in addition to treatment as usual or medication versus
treatment as usual or medication only, and trauma-focused CBT (with or without
additional treatment as usual) versus EMDR (with or without additional treatment as
usual) comparisons, comparing effects by multiplicity of trauma, specific intervention,
diagnostic status at baseline, and trauma type.

Excluded studies

Two hundred and seventy four studies were reviewed at full text and excluded from
this review. The most common reasons for exclusion were non-randomised group
assignment, small sample size (less than 10 participants per arm), efficacy or safety
data could not be extracted, comparison outside protocol (within-class comparison),
subgroup or secondary analysis of an RCT already included and/or that is not
relevant, and systematic review with no new useable data and any meta-analysis
results not appropriate to extract.

Studies not included in this review with reasons for their exclusions are provided in
Appendix K.

Summary of clinical studies included in the evidence review

Table 2, Table 3, Table 4, Table 5, Table 6, Table 7, Table 8, Table 9 and Table 10
provide brief summaries of the included studies and evidence from these are
summarised in the clinical GRADE evidence profiles below (Table 11, Table 12,
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Table 13, Table 14, Table 15, Table 16, Table 17, Table 18, Table 19, Table 20,
Table 21, Table 22, Table 23, Table 24, Table 25, Table 26, Table 27 and Table 28).

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

Table 2: Summary of included studies: Trauma-focused CBT (TF-CBT) for
early treatment (1-3 months)

Comparison

Total no. of studies (N
randomised)

Study ID
Country

Diagnostic status

Mean months since onset
of PTSD

Mean age (range)
Sex (% female)
Ethnicity (% BME)

Coexisting conditions

Mean months since
traumatic event

Type of traumatic event

Single or multiple incident
index trauma

Lifetime experience of
trauma

Intervention details

Intervention format
Intervention intensity

TF-CBT versus waitlist or no treatment
2 (295)

Bisson 2004

Sijbrandij 20072

UK!

Netherlands?

Clinically important PTSD symptoms (scoring above a
threshold on validated scale)

PTSD diagnosis according to ICD/DSM criteria?

NR (randomised 1-3 weeks post-injury and intervention
delivered 5-10 weeks post-trauma)

NR (‘acute') 2

NR?

37.6 (range NR)?

571

602

NR

NR?

44% major depression; 11% anxiety disorder other than
PTSD?

NR (randomised 1-3 weeks post-injury and intervention
delivered 5-10 weeks post-trauma)

Baseline assessment at 1.3 (0.5) 2

Motor Vehicle Collisions: Physical injury (56% were injured
from a motor vehicle accident, 35% from assault, 9% other

injuries [included an electrocution, partial amputation of
fingertips, falls and a variety of industrial injuries]) !

Mixed: Assault (66%); accidental injury (13%); sexual assault
(6%); sudden death of a loved one (5%); witnessing assault
(2%); other (7%)?2

Single

36% had previous trauma history’
59% prior trauma?
Brief individual CBT (following unpublished manual)’

Brief individual CBT: Cognitive therapy was based on the
model developed by Foa et al. (1995) for female victims of
rape adapted by the authors (Drs. Carlier and Gersons) for
victims of all kinds of traumatic events?

Individual

4 x 1-hour weekly sessions (4 hours). Mean 3.3 sessions
attended (SD=1.24); 71% completed all four sessions’
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Comparison TF-CBT versus waitlist or no treatment

4x weekly 2-hour sessions (8 hours). Mean number of
sessions attended 3.3. 79% completed all 4 sessions?

Comparator No treatment: Standard care only (no formal psychosocial
intervention). None of the control group received alternative
treatment’

Waitlist?

Intervention length (weeks) 4

Note.CBT, Cognitive nehaviour therapy; NR, Not reported; PTSD, Post-traumatic stress disorder; TF-
CBT, Trauma-focused cognitive behaviour therapy.
'Bisson 2004; 2Sijbrandij 2007

1 Table 3: Summary of included studies: Trauma-focused CBT (TF-CBT) for

2 delayed treatment (>3 months)-part 1
Comparison TF-CBT versus waitlist
Total no. of studies (N 28 (2424)
randomised)
Study ID Alghamdi 2015!

Blanchard 2002/2003/20042
Bolton 2014a3
Buhmann 20164

Chard 20055

Cloitre 20026

Difede 2007b”

Dunne 20128

Ehlers 2003°

Ehlers 200510

Ehlers 20141

Falsetti 200812

Fecteau 199913
Gersons 20004

Hijazi 201415

Hollifield 200716

Jacob 201417

Jung 20138

Lindauer 2005'°
Lindauer 200820
McDonagh 20052
Neuner 200822

Pacella 201223
Ruglass 2017/Hien 20112
van Emmerik 20082°
Weiss 2015 (study 1) 26
Weiss 2015 (study 2) %7
Zang 201428

Country Saudi Arabia’
USZ,5,6,7, 12,15,16,21,23,24
Iraq3,26,27
Denmark#
Australia®
U K9,10,1 1
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Comparison TF-CBT versus waitlist
Canada'®
Netherlands'4.19.20.25
Rwanda'”
Germany'®
Uganda??
China?®

Diagnostic status PTSD diagnosis according to ICD/DSM criteria
[K=21]1,2,4,5,6,8,9,10,11,12,13,14,16,17,18,19,20,21,22,25,28

Clinically important PTSD symptoms (scoring above a
threshold on validated scale) [K=7]37:15.2324,26,27
Mean months since onset NR‘I,3,5,6,7,8,9,10,12,13,14,15,16,17,18,19,22,23,24,26,27,28
of PTSD NR (‘chronic [6-24 months]') 2
176.44
NR (‘chronic') 1121
55.220
NR (50% acute; 46% chronic) 25
Mean age (range) 30.4 (22-41)!
39.7 (range NR) 220
41.8 (range NR)3
45 (range NR)#
32.8 (18-56)°
34 (range NR)®
45.77 (range NR)’
32.5 (20-49)8
Mean NR (18-65)°
36.6 (range NR) '°
38.7 (range NR) '
35 (range NR) 1222
41.3 (25-63) 13
36.4 (range NR) 4
48.2 (range NR) 1°
42.2 (range NR) 16
37.6 (range NR) 7
37.2 (19-61) '8
39 (range NR) 19
40.4 (range NR) 2
46.4(31-61)28
44.6 (range NR) 24
40.2 (range NR) 2%
42.8 (range NR) 26
40.3 (range NR) 2"
53.6 (28-80) 28
Sex (% female) 0’
732
593
414
1005,6,12,18,21
37
508,20
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Comparison TF-CBT versus waitlist
NR?
5410,19
5811
7013
1214
5615
6616
8417
5122
3723
3624
6725
3126
3427
9028
Ethnicity (% BME) NR1.3:4.9,13,15,19,20,22,25,26,27,28
102
195
546
237
278
410
3111,12
014
3616
100"
1118
721
6123
8224
Coexisting conditions NR1.7.9.15,16,17,22,23,25,26,27,28
49% major depressive disorder (MDD); 35% generalized
anxiety disorder (GAD) ?
Significant depression symptomatology was an inclusion
criterion?®
Patients were not excluded solely based on psychotic
symptoms (9% psychotic during treatment). 94% depression
according to ICD-10. 27% Personality change after
catastrophic events (ICD-10 code F62.0). 25% report
traumatic brain injury*
40% of the participants met criteria for current major
depression®
45% current major depression; 79% anxiety disorder
(generalized anxiety disorder [GAD] the most common
[48%])®
54% met the DSM-IV criteria for comorbid depression and
31% met the criteria for current alcohol use disorder®
39% current major depression; 21% comorbid anxiety
disorders'0
Depressive disorder (35%); anxiety disorder (30%);
substance abuse (15%); Axis Il disorder (19%)!
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Comparison TF-CBT versus waitlist
100% panic attacks (inclusion criterion). 89% met DSM-IV
criteria for panic disorder (based on ADIS-R) 12

85% had ongoing pain and physical complaints from their
Motor Vehicle Collision (MVC)'3

86% any other comorbid psychiatric disorder (DSM-III-R):
40% Major Depression; 12% Dysthymia; 26% Alcohol
Dependence; 10% Generalized Anxiety; 9% Agoraphobia;
7% Social Phobia; 7% Phobic Disorder; 7% OCD; 5% Panic
Disorder'

Mean 3.4 (SD=1.06) DSM-IV Axis-I or Axis-Il diagnoses:
57% maijor depressive disorder; 32% eating disorders; 32%
borderline personality disorder; 25% social anxiety disorder®

13% had mild major depression (those with moderate or
severe depression were excluded) 1°

15% had mild major depression (those with moderate or
severe depression were excluded) 2°

11% met criteria for borderline personality disorder?!
77% alcohol dependent, 66% drug dependent, 45% alcohol
and drug dependent. Primary substance: alcohol (45%);
cannabis (8%); cocaine (16%); alcohol and stimulants (25%);
other polysubstance (6%). 37% anxiety, 28% major
depressive disorder?*

Mean months since NR1:3:46,17,20,22,26,27

traumatic event 13.72
3125
21.27
28.58
69
Medians: 11.5 months (7-120) in intervention group; 10.8 (6-
216) in control group®
Mean NR (40% 3 months-1 year; 20% 1-2 years; 24% 2-4
years; 15% >4 years) '
NR (inclusion criteria >3 months) 2
18.813
47 .44

NR (participants had been in the US an average of 2.3
years) 15

NR (traumatic experience occurred before age 12 for 62%;
between age 12 and 17 for 21%; 17% of participants
experienced trauma only as an adult) 6

26818
5319
NR (mean age of onset 6.6 years [SD=2.6]) ¢’
159 months (SD=63) since diagnosis?®
181.124
825
Mean NR (30-34 months) 28
Type of traumatic event Being an emergency responder in a traumatic event’-14
Motor Vehicle Collisions?89.13

Witnessing war as a civilian: ‘Survivor of systematic violence’
326.27: |raqi and Syrian refugees’®; widowed or orphaned
survivors of Rwandan (1994) genocide'’; Rwandan and
Somalian refugees settled in a refugee camp in Uganda??
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Comparison TF-CBT versus waitlist
Mixed5,6,10,1 1,12,19,23,24

Terrorist attacks: Disaster workers exposed to World Trade
Centre attack and/or aftermath”

Unclear: 38% reported experiencing =3 events; 33%
identified 25 years of ongoing childhood abuse'®

Childhood sexual abuse'821

Domestic violence (67%) 2°

Exposure to non-sexual violence (50%) 22
Natural disasters: Sichuan earthquake (2008) 28

Single or multiple incident Multiple [K=16]".345:6:12,14,15,17,18,20,21,22,24,26,27

index trauma Single [K=9]2789.10,13,19,25,28
Unclear [K=3]1.16.23

Lifetime experience of NR:234.5,6,89,12,13,15,16,18,20,24,25,26,27

frauma 67% had trauma history”

Half of the participants reported an earlier trauma meeting
the A criterion of DSM-IV (but these events were not
addressed in treatment) °

70% history of other trauma; 10% reported history of
childhood abuse'"

Mean number of traumas outside police work 3.5 (SD=2.5) 4
Mean number of traumatic event types ever experienced:
14.4 (SD=3.8) 17

Mean number of prior traumas 3.7 (SD=3.4) 1°

Mean number of trauma types 3.3 (SD=1.1). Trauma history:
80% childhood physical abuse; 62% adult physical abuse;
50% adult sexual trauma?’

Mean number of trauma event types 14.1 (SD=5.2) 22
Mean 4.91 (SD=1.78) different types of prior trauma?3
20% prior trauma (7% 1 prior trauma; 13% 2-3) 28

Intervention details Narrative exposure therapy (NET)!17.22.28
Cognitive behavioural intervention following protocol of
Hickling and Blanchard (1997) 2
Cognitive Processing Therapy (CPT) 34527
Skills Training in Affective and Interpersonal Regulation
Followed by Exposure (STAIR—modified PE) &
Cognitive-behavioral exposure treatment following modified
protocol of Bryant et al. (1998, 1999) 7-25
Trauma-focused cognitive-behavioral therapy (TF-CBT)
adapted from a detailed manual of an individual TF-CBT for
acute stress disorder (Bryant 2000) 8
Cognitive therapy programme is based on Ehlers and Clark's
(2000) model of persistent post-traumatic stress
disorder®10.11

Multiple channel exposure therapy (M-CET; Falsetti &
Resnick, 2000) 12

Brief individual CBT13

Brief eclectic psychotherapy (BEP, following manual by
Gerson & Carlier 1994/Gersons et al. 2004) 14.19.20

Brief narrative exposure therapy (NET), following a manual
(Schauer et al. 2005) adapted to three sessions™®

CBT group’®
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Comparison TF-CBT versus waitlist
[Brief 2-session] Cognitive Restructuring and Imagery
Modification (CRIM) 18

Prolonged exposure (PE) following protocol of Foa et al.
(1999)/Foa (1991) 2123

Concurrent treatment of PTSD and Substance Use Disorder
(SUD) using Prolonged Exposure PE (COPE), integrates PE
for PTSD (Foa et al. 2007) and relapse prevention treatment
(RPT) for SUD (Marlatt & Donovan 2007; Carroll 1998) 24

Common Elements Treatment Approach (CETA), a
transdiagnostic intervention developed by authors2®
Intervention format Individual [K=25]"2346.7.8,9,10,11,13,14,15,17,18,19,20,21,22,23,24,25,26,27,28
Individual & group [K=1]°
Group [K=2]"216
Intervention intensity 4x 60-90 min sessions (4-6 hours) '

8-12x weekly sessions (length of session not reported).
Mean sessions attended 9.8 (1.2) 2

12 sessions (length of session not reported) 327

16 sessions (length of session not reported). Mean attended
12 sessions over 5.2 months*

17 x weekly group (1.5 hours) and 10 x weekly individual (1
hour) sessions (25.5 hours group, 10 hours individual) °

16 sessions (20 hours) in total composed of 8x weekly 1-
hour sessions of Skills Training in Affect and Interpersnal
Regulation (STAIR) (8 hours) and 8x twice-weekly 90-min
sessions of modified PE (12 hours) &

12 x weekly 75-min sessions (15 hours)’

10x weekly 1-hour sessions (10 hours). 85% of participants
attended all 10 sessions?

12 x weekly 90-min sessions (15 hours; followed by 3x
monthly 60-min booster sessions) 1. Mean received 9
weekly sessions (+ 2.4 booster sessions in follow-up period)
9, Mean received 10 weekly sessions (SD=2.9; + mean 2.4
[SD=1.1] booster sessions in follow-up period) °

12x weekly sessions (up to 20 hours in total). Mean attended
sessions 10.1 (SD=3.26) !

12 x weekly 90-min sessions (18 hours) 224, Mean sessions
attended 6.08 (SD = 4.75) 24

4x weekly 2-2.5 hour sessions (8-10 hours) 3
16x weekly 1-hour sessions (16 hours) 4

3x weekly 60-90 min sessions (3-4.5 hours). 95% completed
3 sessions of NET®

12x weekly 2-hour sessions (24 hours) 16

8 x weekly 1.5-2.5 hour sessions (12-20 hours) 7
2x sessions, 1x 90-min + 1x 50-min (2.3 hours) 18
16x weekly 45-60 min sessions (12-16 hours) 1920

14x 1.5-2 hour sessions (24.5 hours; first 7 sessions 2 hours
and final 7 1.5 hours) 2!

6x twice-weekly 1-2 hour sessions (6-12 hours) 2
10x twice-weekly 1.5-2 hour sessions (15-20 hours) 3

5-10x 90-min sessions (7.5 hours for those with ASD or
acute PTSD; 15 hours for those with chronic PTSD) 22

8-12x weekly 50-60 min sessions (6.7-12 hours) 26
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Comparison TF-CBT versus waitlist
4x twice-weekly 60-90 min sessions (4-6 hours)/3x 1-2 hour
sessions in 1 week (3-6 hours) 28

Comparator Waitlist

Intervention length (weeks)  3"15.22

1 22,6,7,9,12,16,24,26,27

NR3

26

17519

108

1310

1411

413

1 614,20

817

218

1821

523

5-10%5

1-228
Note. BME, Black and minorit ethnic; DSM, Diagnostic and Statistical Manual of Mental Disorders;
GAD, Generalised anxiety disorder; ICD, International Classification of Disease; MDD, Major
depressive disorder; NR, Not relevant; PE, Prolonged exposure; PTSD, Post-traumatic stress
disorder; SUD, Substance use disorder; STAIR, SkKills training in affect and interpersonal regulations;
TF-CBT, Trauma-focused cognitive behaviour.
TAlghamdi 2015; 2Blanchard 2002/2003/2004; 3Bolton 2014a; *Buhmann 2016; °*Chard 2005; °Cloitre
2002; "Difede 2007b; 8Dunne 2012; °Ehlers 2003; "°Ehlers 2005; ""Ehlers 2014; "?Falsetti 2008;
8Fecteau 1999; "“Gersons 2000; "®Hijazi 2014; "Hollifield 2007; '"Jacob 2014; 8Jung 2013;

L indauer 2005; ?°Lindauer 2008; ?’McDonagh 2005; ??Neuner 2008; **Pacella 2012; ?*Ruglass
2017/Hien 2011; ?°van Emmerik 2008; ?Weiss 2015 (study 1); 2’ Weiss 2015 (study 2); ?6Zang 2014

1 Table 4: Summary of included studies: Trauma-focused CBT for delayed

2 treatment (>3 months)-part 2
TF-CBT + medication/TAU versus medication/TAU-only (or +
Comparison attention-placebo)

Total no. of studies (N 36 (3257)

randomised)

Study ID Akbarian 2015"
Asukai 20102
Bass 20132
Beck 20094
Bohus 20135
Brom 1989¢
Buhmann 20167
Coffey 20168
Dorrepaal 2012°
Duffy 200710
Foa 2005
Foa 2013b'2
Forbes 201213
Hermenau 2013
Hinton 20051°
Hinton 200916
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TF-CBT + medication/TAU versus medication/TAU-only (or +
Comparison attention-placebo)

Kubany 200317
Kubany 200418
Maguen 20171°
Mills 201220
Monson 20062
Morath 201422
Mueser 200823
Neuner 200424
Neuner 2010%
Pabst 201426
Paunovic 201127
Popiel 201528
Power 20022°
Resick 200230
Rothbaum 20053
Rothbaum 200632
Ruglass 2017/Hien 201133
Sannibale 201334
Stenmark 201335
Wells 201536
Country Iran’
Japan?
Democratic Republic of Congo (DRC) 314
US4,8,11,12,15,16,17,18,19,21,23,30,31,32,33
Germany5.22.25.26
Netherlands®:°
Denmark?
UK10,29,36
Australig3.20.34
Uganda®*
Sweden?’
Poland?8
Norway35

Diagnostic status PTSD diagnosis according to ICD/DSM criteria
[K=32]1,2,4,5,6,7,8,9,10,11,12,15,16,17,18,19,20,21,22,23,24,25,26,27,28,29,30,31,32,34,35,36

Clinically important PTSD symptoms (scoring above a threshold

on validated scale) [K=4] 3131433
Mean months since NR1,2,3,6,12,13,14,17,18,19,22,23,24,25,26,28,29,30,33,34,35
onset of PTSD NR (‘chronic') 4811.21,27:31,32
NR (treatment-resistant) %1516
176.47
NR (51% duration of symptoms >10 years)®
Median 5.2 years (range 3 months-32 years) °
NR (second-line treatment)'®

1 month since diagnosis. Median duration of trauma symptoms
10 years (0.08-40) 20

Median 23.5 months36
Mean age (range) 31.6 (range NR)'
29.3 (range NR)?
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35 (range NR) 335
43.3 (22-69) 4
36 (range NR)®
42 (18-73)6
45 (range NR)’
34 (range NR) 8
38.8 (range NR)?
43.9 (range NR) 10
31.3 (range NR) "
42.7 (36-47) 12
53.4 (range NR) 13
19 (16-25) 14
51.8 (range NR) '°
49.5 (range NR) 16
36.4 (22-62) 17
42.2 (18-70) 18
61.2 (range NR) '°
33.7 (range NR) 20
54 (range NR) 2!
28 (16-47) %2
44.2 (range NR) 23
33.2 (range NR) %4
31.4 (range NR) 2
29.9 (19-54) 2
37.2 (range NR) %7
37.7 (range NR) 28
39.2 (range NR) ?°
32 (range NR) %
33.8 (range NR) 31
39.3 (range NR) 32
44.6 (range NR) 3
41.2 (range NR) 3436
Sex (% female) 7916.23
882
1 003,5,1 1,17,18,26,30,31
824
417,22
468
NR9:28
4010
3512

313
014.19

6015.16.24

6220
1021
312535
5927
4229
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TF-CBT + medication/TAU versus medication/TAU-only (or +
Comparison attention-placebo)
6532
3633
5334
3836
Ethnicity (% BME) NR123,5.6,7,9,10,14,15,16,20,22,24,25,26,27,28,29,34,35,36
114
218
5111,17
6612
013
4718
2919,30
721
1623
3231
2032
8233
Coexisting conditions NR‘I,3,6,14,17,18,19,22,24,27,29,30,32
88% MDD; 38% panic disorder; 13% GAD; 4% social anxiety
disorder?
80% ongoing pain complaints from MVA*

Mean number of current Axis | disorders: 3 (1.1). 80% MDD;
45% met DSM-IV criteria for borderline personality disorder®

94% ICD-10 depression; 27% Personality change after
catastrophic events; 25% report traumatic brain injury”

100% co-occurring PTSD and substance dependence (inclusion
criterion): 100% current alcohol dependence; 98% any current
drug dependence. 80% current major depressive disorder, 69%
additional anxiety disorder(s) 8

Mean number of current comorbidity DSM-IV axis I: 2.8 (1.9).
MDD (55%). Mean number of anxiety disorders: 1.6 (1.2); social
phobia (43%); panic disorder (42%). 19% substance abuse
and/or dependence. Mean number of current comorbidity SIDP-
IV axis Il disorders: 1.4 (1.2); borderline personality disorder
(53%); avoidant personality disorder (25%)°

72% any axis | comorbidity: 64% MDD; 21% panic disorder; 10%
specific phobias; 14% alcohol or substance use disorder; 5%
GAD; 3% social phobia; 3% other anxiety disorder; 2% bulimia
nervosa'®

67% had coexisting Axis | condition: 41% MDD; 20% social
anxiety disorder; 20% specific phobias; 14% GAD; 12% panic
disorder

100% alcohol dependence (inclusion criterion) 12

80% current mood disorder; 73% other anxiety disorder; 44%
substance abuse or dependence’®

100% met criteria for GAD'®

100% had comorbid orthostatic panic'®

100% DSM-IV-TR diagnosis of substance dependence (inclusion
criterion); participants using median of 4.0 different drug classes
in the preceding month; most commonly reported main drug of
concern was heroin (21%), cannabis (19%), amphetamines
(18%), benzodiazepines (16%), alcohol (12%), cocaine (7%),
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TF-CBT + medication/TAU versus medication/TAU-only (or +
Comparison attention-placebo)

other opiates (5%), and hallucinogens (1%). 73% screened

positive for borderline personality disorder<°

73% current comorbid diagnosis: 55% mood disorder; 48% other

anxiety disorder; 2% substance abuse or dependence?’

100% severe mental illness: 61% MDD; 23% bipolar disorder;

8% schizoaffective disorder; 7% schizophrenia. 25% borderline

personality disorder; 41% substance use disorder??

19% drug abuse?®

100% DSM-IV-TR criteria for borderline personality disorder?®

49% Comorbid Axis | disorder; 41% Comorbid personality

disorder; 21% traumatic brain injury in MVA; 39% had no

comorbid mental disorders; 48% still had ongoing medical

sequelae (including chronic pain) related to the accident?®

40% had one comorbid diagnosis, 25% had two or more

diagnoses in addition to PTSD?3"

77% alcohol dependent, 66% drug dependent, 45% alcohol and

drug dependent. Primary substance: alcohol (45%); cannabis

(8%); cocaine (16%); alcohol and stimulants (25%); other

polysubstance (6%). 37% anxiety, 28% MDD?33

100% DSM-1V alcohol use disorder. 95% alcohol dependent,

15% had other substance dependency3*

40% with current major depressive episodes?

56% coexisting psychiatric diagnosis: 28% MDD; 22% panic

disorder; 6% MDD and panic disorder3®

Mean months since NR1.3.7.8,9,13,14,17,19,20,21,22,23,26,36
traumatic event 18.82

52.94

340.5°

NR (<5 years)®

Medians: 8 years (0.3-33) in intervention group; 5.4 years (0.2-

32) in control group™®

108

14712

NR (mean 17.2 years in the US) 15

NR (mean 15.9 years in US) 16

6018

9024

NR (56 months living in exile) 25

116.127

17.8%8

45.7%°

10230

143.231

97.2%2

181.133

222 .43

NR (mean 56.0 months in exile) 3°
Type of traumatic event Mixed: Accident related injury, cancer, domestic violence (% for

each not reported) ’

Exposure to sexual abuse or assault: Sexual assault (54%);
physical assault (17%); accidents (29%)?
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Women who had experienced or witnessed sexual violence?
Motor Vehicle Collisions*

Childhood sexual abuse: Sexual abuse may have been a
singular event (13%) lasted up to 5 years (39%) or longer than 5
years (46%). Mean reported age at the time of the first sexual
abuse was 7.6 years (range 2—17 years)®

Mixed: Loss of a loved one as a result of murder/suicide, traffic
accidents, acute or chronic illness (74%); violent crime (17%);
traffic accident (4%); other (5%)°®

Mixed: 43% torture; 28% refugee camp; 63% Danish asylum
centre; 24% ex-combatant’

Mixed: Any sexual assault occurring in adulthood or childhood
(58%), attacked with a weapon (63%), attacked without a
weapon (56%), accident (60%), childhood physical abuse (41%),
natural disaster (35%)2

Childhood abuse (100%) including sexual (94%) or physical
(63%) abuse®

Terrorist attacks: Multiple traumas (81% experienced multiple
traumatic events; median=3) mostly linked to terrorism and other
civil conflict in Northern Ireland (60% civilian; 40% police, soldier,
or other profession with active involvement). Characteristics of
index trauma event: Related to Northern Ireland “troubles”
(84%); terrorist events outside Northern Ireland (5%); bombings
(40%); shootings and killings (22%); taken hostage (14%);
physical assault (14%); road injuries (9%); riots (1%). 74%
experienced event (19% injured in event); 26% witnessed
event'©

Exposure to sexual abuse or assault: Sexual assault (69%);
nonsexual assault (14%); childhood sexual abuse (17%)!
Mixed: Physical assault (41%); sexual assault (28%); combat
(10%); other (21%)1?

Military combat: Service (of index trauma): 66% Vietnam; 14%
Timor; 3% Iraq; 2% Afghanistan; 15% other3

Male former combatants and child soldiers in Democratic
Republic of Congo™

Witnessing war as a civilian: Cambodian genocide (1975-1979)
15,16

Domestic violence'”:18

Military combat: 79% Vietnam; Operation Iragi Freedom (OIF)
(15%); Operation Enduring Freedome (OEF) (6%); Gulf war
(3%); Other (9%). 67% single service tour and 33% mutliple'®
Mixed: Physical assault (93%); threatened or held captive (89%);
witnessed death/injury (79%); sexual assault (78%); childhood
sexual abuse (55%); accident/disaster (66%); torture (24%);
military combat (2%); other (68%)%°

Military combat: 83% served in war zone. Index trauma: 78%
combat, 17% sexual and 5% noncombat physical assault. 80%
Vietnam War; 7% Post-Vietnam; 10% Gulf War I; 3% Korean
War?!

Witnessing war as a civilian: Refugees with a history of war and
torture experiences (38% from Africa; 62% from Middle East).
Mean 9 war/torture events??

Mixed: 34% childhood sexual abuse; 17% childhood physical
abuse; 15% sudden unexpected death of a loved one; 13% adult
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sexual assault; 11% adult physical assault; 4% other traumatic

event; 2% sexual and physical assault; 2% witnessing violence;

1% motor vehicle accident; 1% combat?3

Witnessing war as a civilian: Sudanese civil war?*

Witnessing war as a civilian: Asylum-seekers with a history of
victimization by organized violence?>

Mixed: Physical and sexual abuse occurred repeatedly and/or
over a longer period. The most common traumatic event types
reported by the women in the both groups were assault by a
family member or an acquaintance (82%) and sexual abuse or
assault by a family member or an acquaintance (77%)2%

Unclear: Details of index trauma not reported (only lifetime
experience of trauma)

Motor Vehicle Collisions (MVC): Status during MVC: Driver
(38%); Passenger (30%); Cyclist (5%); Pedestrian (14%); Found
out about death (7%); Other (5%). Patient considered MVA
perpetrator (11%)28

Mixed: Motor vehicle collision (31%; 24% passenger, 7%
pedestrian); occupational accident (22%); physical assault
(18%); sexual assault (4%); traumatic death (4%); real/implied
physical threat (13%); other (7%)%°

Exposure to sexual abuse or assault: Women who had
experienced a discrete incident of completed rape (oral, anal or
vaginal) in childhood (41%) or adulthood3°

Exposure to sexual abuse or assault: Rape in adulthood (12 or
older) or a single incident of rape in childhood by either a family
member or non-family member3’

Mixed: Sexual assault (37%); non-sexual assault (25%); death of
another (22%); motor vehicle accident (9%); other (8% )32

Mixed: 70% multiple trauma: Physical assault (59%); sexual
assault (38%); sudden injury or death of other (42%); accident or
disaster (8%); other (10%)33

Mixed: Violent crime (31%); child physical/sexual abuse (23%);
witnessed injury/killing/mutilation (15%); news of someone close
(11%); adult abusive relationship (7%); accident/fire/explosion
(7%); danger of losing life/other (8%)3*

Witnessing war as a civilian: Refugees and asylum seekers.
Region of origin: Afghanistan (15%); Iraq (27%); Middle East
(remaining countries; 16%); Africa (26%); Other (15%)3°

Mixed: Actual assault (28%); threatened assault (3%); sexual
assault (9%); assaulted another (3%); road traffic accident
(25%); witness (9%); fire (13%); war/combat (6%); armed

robberry (3%)3¢
Single or multiple Multiple357.89.10.13,14,15,16,17,18,19,20,21,22,23,24,25,26,33,35
incident index trauma Single24.6.28,29,30,31,32,34,36

Unclear?.11.12.27
Llfetlme experlence Of NR1,2,3,5,6,7,8,10,12,13,14,15,16,19,21,23,25,29,32,33,34
trauma 45% of the participants had also previously experienced other

traumas including natural disasters, non-motor accident trauma,
sexual assault, witnessing a violent death*

Experience of adult abuse (63%): physical (43%) or sexual
(49%)?°
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97% witnessed or experienced other (nonindex) traumatic event;
83% experienced other interpersonal violence!

Mean 8.3 (SD=3.2) types of traumatic events. Most common
(reported by >40%) types of trauma exposure: Natural disaster
(49%); Sudden death friendlloved one (57%); Threatened with
death/serious harm (78%); Growing up: witnessed family
violence (46%); Growing up: physically punished (49%); As an
adult: unwanted sexual contact (49%); Stalked (70%)!"

Mean 9.0 (SD=4.2) types of traumatic events. Most common
(reported by >40%) types of trauma exposure: Sudden death of
friend or loved one (59%); Life-threatening/disabling event to
loved one (44%); Threatened with death or serious harm (80%);
Growing up: witnessed family violence (44%); Growing up:
physically abused (59%); Before age 13: sexual contact—
someone at least 5 years older (48%); As an adult: unwanted
sexual contact (56%); Stalked (66%)'8

Trauma types experienced median 6.0 (2-10); 77% experienced
trauma during childhood?®

Trauma types experienced mean 7.0 (SD=2.0) 22

Mean number of traumatic event types 10.1 (SD=6.5) 24

Mean types of trauma 526

Traumatic events experienced, and/or witnessed (reported by
>10%): Severe assault (62%); rape (38%); childhood traumatic
events (28%); manslaughter attempt (21%); assault (17%);
sexual assault (14%)?"

Number of previous traumatic events (before current MVA): 2.1
(sd=1.3). 5% childhood trauma?8

Mean 6.4 adult crime incidents (SD=4.9) in addition to the index
rape. 86% had experienced =1 other major crime victimization in
addition to the index rape: 48% =1 additional rape; 14% serious
physical assaults; 54% physical assaults with minor injuries;
22% kidnapped as part of a crime; 18% robbery victims; 36%
attempted rapes; 26% criminal or vehicular homicide involving a
friend or family member; 14% victim of attempted murders3°
Including the index assault, participants experienced a mean of
6.0 traumas (SD = 4.1) prior to study entry3!

Mean number of traumatic event types: 8.2 (2.5) 35

Total number of traumas median 2.0 (IQR 1.0-3.0) 3¢
Intervention details Cognitive therapy + medication (including antidepressants and

benzodiazepines) *1%sertraline”

Prolonged exposure (PE) following manual by Foa et al.

1991/1998/2007 + TAU23'/paroxetine?®/sertraline32/naltrexone2

Cognitive Processing Therapy (CPT) based on manual by Chard

et al. (2008) + TAU3

Group CBT (GCBT) following Beck & Coffey 2005 protocol +

TAU4

Dialectical behaviour therapy for PTSD (DBT-PTSD; following

protocol by Steil et al. 2011), residential programme + TAU®

Trauma desensitization + TAU®

Prolonged exposure + standard substance misuse

treatment8/Concurrent Treatment of PTSD and Substance Use

Disorders Using Prolonged Exposure (COPE) 20:3%/Integrated

CBT for PTSD and alcohol use disorders (AUD) 34
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Stabilizing treatment group based on the manual by Zlotnick et
al. (1997) + TAU®

Two arms combined: Prolonged exposure alone (PE) and
prolonged exposure + cognitive restructuring (PE/CR) + TAU'

Cognitive Processing Therapy (CPT; following manual by Resick
et al. 2001/2007) + medication321

Narrative Exposure Therapy for Forensic Offender Rehabilitation
(FORNET) + TAU™

CBT based on the protocol of Hinton et al. (2004) + supportive
psychotherapy and medication (SSRI + clonazepam) 1516

Cognitive Trauma Therapy for Battered Women (CTT-BW) +
TAU17.18

Impact of Killing (IOK), novel CBT intervention + TAU®

Narrative exposure therapy (NET) following protocol of Schauer
et al. + TAU?22426.35/medication?®

CBT for PTSD program + TAUZ3
Exposure inhibition therapy (EIT) + TAU?”

Exposure + Cognitive Restructuring (E+CR) following protocol
used by Marks et al. (1998) + medication2®

Two arms combined: Cognitive processing therapy (CPT) and
prolonged exposure (PE) + TAU30

Prolonged exposure therapy, following protocol used in Marks et
al. 1998 + TAU36

Intervention format Group'49
Individual 2,6,7,8,10,11,12,13,15,16,17,18,19,20,21,22,23,24,25,26,27,28,29,30,31,32,

33,34,35,36
Individual & group?>%14
Intervention intensity <8 sessions!419.24
8-12 sessions1,2,3,8,10,11,13,15,16,17,18,21,22,25,27,28,29,30,31,32,33,34,35,36
>12 sessions45.6.7,9,12,20,23,26
Comparator Medication?7-10,12.21,28,29,32
TAU: Psych and pharm?59.13,15.16,19.23,25
TAU: Psych?314.2435
TAU (no further details)*6.11.17.18.22.27.30,31,36

Standard substance misuse treatment20.33.34 + attention-placebo
(healthy lifestyle sessions)®

Treatment by Experts for Borderline Personality Disorder (TBE)
26

Intervention length 10122935
(weeks) 17325

144.26
125.10,11,15,16,22,28,33,34
16°

267.23

5-88

20°

2412

613.17,18,19,21,30,31

214

1320
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324

927

532

836
Note. BME, Black and minorit ethnic; DSM, Diagnostic and Statistical Manual of Mental Disorders;
GAD, Generalised anxiety disorder; ICD, International Classification of Disease; MDD, Major
depressive disorder; MVVA, motor vehicle accident NR, Not relevant; OIF, Operation Iraqi Freedom;
OEF, Operation Enduring Freedom; PTSD, Post-traumatic stress disorder; TAU, Treatment as usual;
TF-CBT, Trauma-focused cognitive behaviour
1Akbarian 2015; 2Asukai 2010; 3Bass 2013; “Beck 2009; °Bohus 2013; Brom 1989; “Buhmann 2016;
8Coffey 2016; °Dorrepaal 2012; "°Duffy 2007; '"Foa 2005; "?Foa 2013b; "*Forbes 2012; *Hermenau
2013; "®Hinton 2005; "6Hinton 2009; ""Kubany 2003; "8 Kubany 2004, ®Maguen 2017; 2’Mills 2012;
21Monson 2006; 2Morath 2014; 23Mueser 2008; 2*Neuner 2004; ?®Neuner 2010; 26Pabst 2014;
27Paunovic 2011; 28Popiel 2015; 2°Power 2002; **Resick 2002; 3'Rothbaum 2005; 32Rothbaum 2006;
33Ruglass 2017/Hien 2011, 3*Sannibale 2013; 3*Stenmark 2013; 3Wells 2015

1 Table 5: Summary of included studies: Trauma-focused CBT for delayed

2 treatment (>3 months)-part 3
TF- CBT (+/- TAU) versus EMDR  TF- CBT (+/- TAU) versus non-
Comparison (+/- TAU) TF-CBT (+/- TAU)
Total no. of 6 (420) 3 (207)
studies (N
randomised)
Study ID Capezzani 2013 Cook 20107
Laugharne 20162 Foa 19918
Nijdam 20123 Hensel-Dittmann 2011°
Power 2002
Rothbaum 2005°
Taylor 20036
Country Italy’ us78
Australia? Germany?®
Netherlands?®
UK*
uss
Canada®
Diagnostic PTSD diagnosis according to PTSD diagnosis according to
status ICD/DSM criteria’-34.56 ICD/DSM criteria

Clinically important PTSD
symptoms (scoring above a
threshold on validated scale) 2

Mean months NR?*34 NR (‘chronic')”
since onsetof  NR (90% had symptoms =3 NRé&®
PTSD months)2
NR (‘chronic') ®
104.48
Mean age 51.7 (range NR)' 59.4 (range NR)”
(range) 40.1 (range NR)? 31.8 (range NR)?
37.8 (range NR)? NR®

39.2 (range NR)*
33.8 (range NR)®
37 (range NR)®
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Comparison
Sex (% female)

Ethnicity (%
BME)

Coexisting
conditions

Mean months
since traumatic
event

Type of
traumatic event

TF- CBT (+/- TAU) versus EMDR
(+/- TAU)

90!

702

563

424

100

756

NR1234

325

236

NR1.24

60% major depressive disorder;
16% anxiety disorder other than
PTSD?

40% had one comorbid diagnosis,
25% had two or more diagnoses in
addition to PTSD®

42% major depression, 31% panic
disorder, 12% social anxiety
disorder®

NR1,6

NR (50% had delayed-onset PTSD
[26 months]) 2

30.33

45.74

143.25

Diagnosis of life-threatening
condition: Participants in follow-up
treatment for cancer (breast, colon,
uterus, thyroid, melanoma, lung,
stomach) ’

Mixed: Adult sexual assault (20%);
witnessing death or injury (25%);
serious injury to self (10%); motor
vehicle accident (10%); threat to
physical safety (10%); sudden
death of a loved one (10%); child
sexual assault (5%); physical
assault (5%); natural disaster
(5%)

Exposure to non-sexual violence.
Civilian trauma: Assault (53%);
sexual assault (11%); accident
(19%); disaster (7%); war-related
(5%); other (5%). 19% complex
trauma®

Mixed: Motor vehicle collision
(31%; 24% passenger, 7%
pedestrian); occupational accident

32

TF- CBT (+/- TAU) versus non-
TF-CBT (+/- TAU)

07

1008

NR?®

587
268
NR?®

All participants had regular
nightmares (=1 a week for 26
months) and global sleep
disturbance (as rated by the
Pittsburg Sleep Quality Addendum
for PTSD (PSQI). 56% depressive
disorder and 53% anxiety disorder
(assessed with the Structured
Clinical Interview (SCID)”

NR8

82% maijor depression, 18%
dysthymia, 54% anxiety
disorder/Obessive Compulssive
Disorder (OCD), 11% substance
abuse, and 4% psychotic disorder®

NR79
72.78

Military combat: Vietham war
veterans’

Exposure to sexual abuse or
assault: Rape or attempted rape.
54% perpetrator was a stranger;
46% perpetrator was an
acquaintance. 60% weapon used?®
Witnessing war as a civilian: 93%
asylum seekers who had fled from
their countries of origin after
experiencing organized violence.
76% reported experiences of
torture and >70% had been in
detention®
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TF- CBT (+/- TAU) versus EMDR
(+/- TAU)

(22%); physical assault (18%);
sexual assault (4%); traumatic
death (4%); real/implied physical
threat (13%); other (7%)*
Exposure to sexual abuse or
assault: Rape in adulthood (12 or
older) or a single incident of rape in
childhood by either a family
member or non-family member®

Mixed: The most common forms of
traumatic event reported were
sexual assault (45%),
transportation accidents (43%),
physical assault (43%), and being
exposed to a sudden death (e.g.,
witnessing a homicide, 22%)°®

Single'234.5
Unclear®

Comparison

Single or
multiple
incident index
trauma
NR124

54% had earlier traumatic
experiences?®

Including the index assault,
participants experienced a mean of
6.0 traumas (SD = 4.1) prior to
study entry®

Most participants (65%) had
experienced more than one type of
traumatic event®

Lifetime
experience of
trauma

Intervention
details

Cognitive behavioural therapy
techniques’

Prolonged Exposure (PE) was
structured according to Prolonged
Exposure Therapy for PTSD:
Emotional Processing of Traumatic
Experiences-Therapist Guide.
60% of participants in this arm
taking an antidepressant and 10%
prescribed a benzodiazepine?
Brief Eclectic psychotherapy
(following manual by Gersons et al.
2004) + TAU3

Exposure + Cognitive
Restructuring (E+CR) following
protocol used by Marks et al.
(1998). 81% were taking
psychotropic medication*
Prolonged exposure (PE) followed
protocol used in Foa et al. (1991)
and Foa & Rothbaum (1998) +
TAUS

Exposure therapy based on Marks
et al. (1998) manual (essentially
same as Foa & Rothbaum 1998

33

TF- CBT (+/- TAU) versus non-
TF-CBT (+/- TAU)

Multiple”®
Single®

NR

Imagery rehearsal therapy + 78%
were receiving concurrent
psychotherapy (primarily
supportive) and 93% were
receiving treatment from a
psychiatrist”

Prolonged exposure (PE) 8

Narrative exposure therapy (NET)
following manual by Schauer et al.
(2005)°
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Comparison

Intervention
format

Intervention
intensity

Comparator

Intervention
length (weeks)

TF- CBT (+/- TAU) versus EMDR
(+/- TAU)

but no breathing retraining). 48%
were taking some form of
psychotropic medication.
Concomitant psychological therapy
was not allowed®

Individual

8 x weekly sessions (length of
sessions not reported) *

12x twice-weekly sessions (length
of sessions not reported) 2

16x weekly 45-60 min sessions
(12-16 hours). Mean sessions
attended 14.7 (SD=4.5)3

10x weekly 90-min sessions (15
hours) 4

9x twice-weekly 90-min sessions
(13.5 hours) ®

8x 90-min sessions (12 hours)®

Eye movement desensitisation and
reprocessing (EMDR) following
standard Shapiro protocol’ +
48%5/70%* were taking
psychotropic medication at the time
of the study/+ TAU®

Eye movement desensitisation and
reprocessing (EMDR) therapy was
based on Eye Movement
Desensitization and Reprocessing:
Basic Principles, Protocols, and
Procedures. 60% of participants in
this arm were prescribed
antidepressants and 30% were
prescribed an antipsychotic agent
(for treatment of PTSD symptoms)
2

Eye movement desensitisation and
reprocessing (EMDR) following
manual by De Jongh & Broeke
(2004) + TAU?®

8
625
163
10*
NR®

TF- CBT (+/- TAU) versus non-
TF-CBT (+/- TAU)

Group?
Individual®8-®

6x weekly 90-min sessions (9
hours). Mean attended sessions
4.1 (SD=2.29). 64% completed at
least 5 sessions’

9x twice-weekly 90-min sessions
(13.5 hours) 8

10x 90-min sessions (15 hours)®

Sleep and Nightmare Management
Treatment + 78% were receiving
concurrent psychotherapy
(primarily supportive) and 93%
were receiving treatment from a
psychiatrist”

Stress inoculation training (SIT)
adapted from Veronen and
Kilpatrick (1983) protocol®

Stress inoculation training (SIT)
based on adapted version for the
treatment of rape victims (Foa,
unpublished) and modified for the
needs of survivors of organised
violence?®

67
4.58
139

Note. "Capezzani 2013; ?Laugharne 2016; Nijdam 2012; *Power 2002; °Rothbaum 2005; 5Taylor
2003; "Cook 2010; éFoa 1991; °Hensel-Dittmann 2011
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Table 6: Summary of included studies: Trauma-focused CBT for delayed
treatment (>3 months)-part 4

Comparison

Total no. of
studies (N
randomised)

Study ID

Country

Diagnostic
status

Mean months
since onset of
PTSD

Mean age
(range)

Sex (% female)

TF- CBT (+/- TAU) versus
counselling (+/- TAU)

11 (903)

Blanchard 2002/2003/2004"
Bryant 2003a2

Castillo 20163

Cloitre 2010

Cottraux 2008°

Ehlers 20146

Foa 19917

Katz 20148

Nacasch 2011°

Neuner 200410

Neuner 2008

US1,3,4,7,8

Australia?

France®

UK®

Israel®

Uganda'o.1

PTSD diagnosis according to
ICD/DSM criteriat2:3456.7,9,10,11
Clinically important PTSD
symptoms (scoring above a
threshold on validated scale) 8
NR (‘chronic [6-24 months]') !
NR (inclusion criteria 2 3 months) 2
NR347.89,10,11

84 (120)°

NR (‘chronic')

39.7 (range NR) !

35.2 (range NR)?

35.9 (range NR) 3

35.3 (range NR)*

39 (range NR) 5

38.7 (range NR) 8

31.8 (range NR) 7

42 (22-66)8

34.3 (range NR)®

33.2 (range NR) 10

35 (range NR) '

73!

522

1003,4,7,8

705

586

35

TF-CBT (+/- TAU) versus
present-centered therapy (+/-
TAU)

7 (1152)

Ghafoori 201712
McDonagh 200513

Rauch 20154

Schnurr 200315

Schnurr 2007/Haug 200416
Sloan 2016b/unpublished'”
Suris 201318

us

PTSD diagnosis according to
ICD/DSM criteria'213.15.16.17.18

Clinically important PTSD
symptoms (scoring above a
threshold on validated scale) 4
NR12.15,16,17,18

NR (‘chronic') 3

NR (>3 months inclusion criterion)
14

35.2 (18-71)12

40.4 (range NR
31.9 (range NR
50.7 (range NR
44 .8 (range NR
55.8 (range NR
46.1 (range NR

13
14
15
16
17

~— — ~— ~— ~— ~—

18

8312
1001316
814
015.17

8518
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Comparison

Ethnicity (%
BME)

Coexisting
conditions

Mean months
since traumatic
event

Type of
traumatic event

TF- CBT (+/- TAU) versus
counselling (+/- TAU)

NR®

6010

51 11

107

NR2,5,9,10,11

698

634

316

267

568

49% major depressive disorder
(MDD); 35% generalized anxiety

disorder (GAD)
NR25.7.8,10,11

62% mood disorder; 60% anxiety
disorder; 3% substance
use/abuse?®

Current Axis | comorbidity: 89% =1;
62% 22; 30% =3; 20% =4+
Depressive disorder (35%); anxiety
disorder (30%); substance abuse
(15%); Axis Il disorder (19%)©
67% mood disorders; 43% anxiety
disorders®

13.71

9.4?

NR34.5.8.11

Mean NR (40% 3 months-1 year;
20% 1-2 years; 24% 2-4 years;
15% >4 years)

72.77

115.8°

9010

Motor Vehicle Collisions’
Exposure to non-sexual violence:
Non-sexual assault (53%); motor
vehicle accident (47%)?

Military combat: Operation
Enduring Freedom (OEF)
(Afganistan)/Operation Iraqi
Freedome (OIF) (Iraq) service

36

TF-CBT (+/- TAU) versus
present-centered therapy (+/-
TAU)

7212
713

1 714
3415
4516
2617
5618

NR12.18

11% met criteria for borderline
personality disorder??

47% major depressive episode;
14% panic disorder; 8%
agoraphobia; 8% social phobia; 6%
alcohol abuse; 6% generalized
anxiety disorder'4

67% had any current psychiatric
disorder: 56% had mood disorder;
32% anxiety disorder; 5%
substance abuse’®

78% any current comorbid
psychiatric disorder: 64% mood
disorder; 48% anxiety disorder; 2%
substance abuse'®

55% major depressive disorder,
21% generalized anxiety disorder,
12% panic disorder, 9% binge
eating disorder, 7% social anxiety
disorder, 5% specific phobia, 3%
obsessive compulsive disorder, 3%
cannabis abuse, 1% alcohol
abuse'”

NR12.14,15,17

NR (mean age of onset 6.6 years
[SD=2.6]) '3

27016

NR (=3 months) '8

Mixed 2

Childhood sexual abuse'®

Military combat: 86% Iraq
deployment and 22%
Afghanistan'; Vietnam veterans'®;
combat (70%) '*

Exposure to sexual abuse or
assault (in adulthood) 16.18
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Comparison

Single or
multiple
incident index
trauma

Lifetime
experience of
trauma

TF- CBT (+/- TAU) versus
counselling (+/- TAU)

members (served active duty after
September 11th 2001) 3

Childhood sexual abuse:
Childhood sexual abuse (90%),
childhood physical abuse (79%),
emotional abuse or neglect (82%)*
Mixed: Car accidents (33%);
physical assault victims (26%);
rape (8%); miscellaneous
experiences (8%); family violence
(7%); witnessed extreme violence
(7%); incest (5%); witnessed the
death of a close relative (3%);
painful and complicated surgery
(2%)°

Mixed: Interpersonal violence
(36%); Accidents/disaster (38%);
Death/harm to others (8%); Other
(18%)°8

Exposure to sexual abuse or
assault: Rape or attempted rape.
54% perpetrator was a stranger;
46% perpetrator was an
acquaintance. 60% weapon used’
Exposure to sexual abuse or
assault: Female veterans who had
a history of sexual trauma,
including: military sexual trauma
(88%); childhood sexual abuse
(71%); adult sexual assault (44%);
domestic violence (68%)8

Military combat: Combat (63%);
terror (37%)°

Witnessing war as a civilian:
Sudanese civil war'®, Rwandan
and Somalian refugees settled in a
refugee camp in Uganda®’

Single!257
Multiple34.8.9.10.11
Unclear®

NR1,2,7,8,9

70% 8—17 trauma types; 66% =25
trauma incidents?

Mean number of lifetime traumas:
6.57 (SD=1.17). Experience of
trauma as an adult: Domestic
violence (63%); sexual assault
(49%); physical assault (24%);
other interpersonal victimization
(61%) 4

Mean number of traumatic
episodes: 1.78 (0.9)

37

TF-CBT (+/- TAU) versus
present-centered therapy (+/-
TAU)

Single?
Multiple13.14.15.16.17
Unclear'd

Mean number of traumas
experienced 6.49 (SD=3.45) 12
Mean number of trauma types 3.3
(SD=1.1). Trauma history: 80%
childhood physical abuse; 62%
adult physical abuse; 50% adult

sexual trauma’?
NR14.15,17,18

Lifetime trauma exposure mean
event types 9.7: any sexual trauma
(92%); military sexual trauma
(73%); physical assault (88%);
combat exposure (25%); disaster
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Comparison

Intervention
details

Intervention
format

Intervention
intensity

TF- CBT (+/- TAU) versus
counselling (+/- TAU)

70% history of other trauma; 10%
reported history of childhood
abuse®

Mean number of traumatic event
types 10.1 (SD=6.5) 1°

Mean number of trauma event
types 14.1 (SD=5.2) '

Cognitive behavioural intervention
following protocol of Hickling and
Blanchard (1997)"

Two arms combined: cognitive
restructuring with prolonged
imaginal exposure (CR/IE) and
imaginal exposure alone (IE)?
Imaginal exposure?

Skills Training in Affective and
Interpersonal Regulation Followed
by Exposure (STAIR-modified PE)
4

CBT included exposure in
imagination or in vivo and cognitive
therapy®

Cognitive therapy based on Ehlers
and Clark's (2000) PTSD model®

Prolonged exposure (PE) 78 (+
TAU)?®
Narrative exposure therapy (NET)

following protocol of Schauer et
a|10,11

|ndividua|1,2,4,5,6,7,8,9,10,1 1
Group?

8-12 x weekly sessions. Mean
sessions attended 9.8 (1.2)

8 x weekly 90-min sessions (12
hours) 2

16x weekly 90-min sessions (24
hours). 4% of sessions were
missed?

16 x weekly sessions (length of
session not reported) composed of
8 sessions of skills training and 8
sessions of exposure*

10-16x 1-2 hour sessions (16
hours). 97% attendance®

12x weekly sessions (up to 20
hours in total) + 3 booster sessions
during 3-month follow-up if
necessary. Mean attended
sessions 10.1 (SD=3.26; + mean
2.07 [SD=1.46] booster sessions
during follow-up) 8

38

TF-CBT (+/- TAU) versus
present-centered therapy (+/-
TAU)

exposure (72%); serious accident
(82%); life-threatening iliness or
injury (43%); other traumatic event
(89%) 16

Prolonged exposure (PE)'213 +
TAU14,16

Trauma-focused group therapy
(TFCT) + TAU'S17

Cognitive processing therapy
(CPT) followed manual by Resick
and Schnicke (1993) for the
treatment of rape-related PTSD
and further adapted for the
treatment of PTSD in veterans and
military personnel (Resick et al.
2007) + TAU'®

Individual12:13.14.16,18
Group's:17

12x weekly 60-90 min sessions
(12-18 hours). Mean number of
sessions attended 6.8 (SD=4.3) 2
14x 1.5-2 hour sessions (24.5
hours; first 7 sessions 2 hours and
final 7 1.5 hours) 13

10-12 80-min sessions (13-16
hours) 4

30x weekly 1.5-2 hour sessions (all
sessions 1.5 hours except the
exposure sessions which were 2
hours). Mean 21.8 sessions
attended'®

10x weekly 90-min sessions (15
hours). Mean sessions attended
8.0"6

14x 2-hour sessions (28 hours).
38% 'inadequate dose' (no further
detail reported) 17

12x weekly or bi-weekly sessions
(length of session not reported).
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Comparator

Intervention
length (weeks)

9x twice-weekly 90-min sessions
(13.5 hours)”

10 sessions®

9-15x weekly 1.5-2 hour sessions
(13.5-30 hours). Mean sessions
attended 11 (SD=2.9)°

4x 1.5-2 hour sessions (6-8 hours)
10

6x twice-weekly 1-2 hour sessions
(6-12 hours) 1!

Supportive psychotherapy
(SUPPORT) intervention’

Supportive counselling?37 +
TAU'/Supportive Rogerian
counselling®8

Skills training followed by
supportive counselling
(STAIR/Support) 4

Emotion-focused supportive
therapy®

Nondirective, psychodynamically
oriented therapy + TAU®

Trauma counselling (TC) '
121

82

16345

146

4.57

NR8

159
310,11

Mean sessions attended 9.7
(SD=3.5). 65% completed all 12
sessions'®

Present-centered therapy (PCT)
individual, included
psychoeducation, breathing
retraining, and reviewing daily
difficulties’13

Present centered therapy (PCT)
individual + TAU4.16.18

Present Centered Group Therapy
(PCGT) '8/Present-centered
therapy group (GPCT) + TAU'?

1212
1813
NR14.18
3015
1016
1617

Note. BME, Black and minorit ethnic; CPT, Cognitive processing therapy; DSM, Diagnostic and
Statistical Manual of Mental Disorders; NR, Not relevant;, OIF, Operation Iraqi Freedom; OEF,
Operation Enduring Freedom,; PCT, Present-centered therapy; PSQI, Pittsburg Sleep Quality
Addendum for PTSD; PTSD, Post-traumatic stress disorder; STAIR, Skills training in affect and
interpersonal regulations; TAU, Treatment as usual; TF-CBT, Trauma-focused cognitive behaviour;
TFCT, Trauma-focused group therapy;

"Blanchard 2002/2003/2004; ?Bryant 2003a;, 3Castillo 2016; “Cloitre 2010; ®Cottraux 2008; °Ehlers
2014; "Foa 1991; 8Katz 2014; °Nacasch 2011; "°Neuner 2004; ""Neuner 2008; Ghafoori 20172;
McDonagh 2005"3; Rauch 2015'4; Schnurr 2003'%; Schnurr 2007/Haug 20046; Sloan
2016b/unpublished’”; Suris 20138

Table 7: Summary of included studies: Trauma-focused CBT for delayed

treatment (>3 months)-part 5

Total no. of
studies (N
randomised)

1(32) 1(110)

39

1(112)
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Study ID
Country

Diagnostic
status

Mean
months
since onset
of PTSD

Mean age
(range)
Sex (%
female)

Ethnicity (%
BME)

Coexisting
conditions

Mean
months
since
traumatic
event

Type of
traumatic
event

Single or
multiple
incident

index trauma

Wells 2015
UK

PTSD diagnosis
according to ICD/DSM
criteria

Median 23.5 months

41.2 (range NR)
38
NR

56% coexisting
psychiatric diagnosis:
28% major depressive
disorder; 22% panic
disorder; 6% major
depressive disorder
and panic disorder

NR

Mixed: Actual assault
(28%); threatened
assault (3%); sexual
assault (9%); assaulted
another (3%); road
traffic accident (25%);
witness (9%); fire
(13%); war/combat
(6%); armed robbery
(3%)

Single

Markowitz 2015a
us

PTSD diagnosis
according to ICD/DSM
criteria

NR (‘chronic')

40.1 (range NR)
70
35

Current major
depressive disorder
(50%); recurrent major
depressive disorder
(34%); current
generalised anxiety
disorder (13%). Any

axis Il diagnosis (49%):

25% paranoid; 14%
narcissistic; 5%
borderline; 21%
avoidant; 3%
dependent; 25%
obsessive-compulsive;
25% depressive; 15%
passive-aggressive

169.2

Domestic violence:
93% reported
interpersonal trauma
(42% acute; 58%
chronic)

Multiple

40

Brom 1989
Netherlands

PTSD diagnosis
according to ICD/DSM
criteria

NR

42 (18-73)
79
NR

NR

NR (<5 years)

Mixed: Loss of a loved
one as a result of
murder/suicide, traffic
accidents, acute or
chronic iliness (74%);
violent crime (17%);
traffic accident (4%);
other (5%)

Single
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Comparison

Lifetime
experience
of trauma

Intervention
details

Intervention
format

Intervention
intensity

Comparator

Intervention
length
(weeks)

TF- CBT (+ TAU)
versus metacognitive
therapy (+ TAU)

Total number of
traumas median 2.0
(IQR 1.0-3.0)

Prolonged exposure
therapy, following
protocol used in Marks
et al. (1998) + TAU
(concurrent
pharmacological
treatment permitted)

Individual

8x weekly 1-hour
sessions (8 hours)

Metacognitive Therapy,
following manual by
Wells and Sembi
(2004) + TAU

TF- CBT versus
interpersonal
psychotherapy (IPT)

Mean number of
traumas 2.8 (SD=1.8).
36% reported trauma in
childhood or
adolescence

Prolonged exposure
included narrating an
increasingly detailed
trauma narrative
(imaginal exposure)
and confronting trauma
reminders (in vivo
exposure) to extinguish
fear responses

Individual

10x 90-min sessions
(15 hours; 7x weekly
and 3 remaining
sessions over next 7
weeks)

International
Psychotherapy (IPT)
addressed not trauma
but its interpersonal
aftermath, and no
homework was
assigned. The first half
of IPT emphasized
affective attunement,
recognizing, naming,
and expressing one’s
feelings in non-trauma-
related interpersonal
situations; the
remainder addressed
typical IPT problem
areas (e.g., role
disputes, role
transitions)

14

TF- CBT (+ TAU)
versus

psychodynamic
therapy (+ TAU)

NR

Trauma
desensitization, a
behavioral therapeutic
technique derived from
the systematic
desensitization method
(Wolpe, 1958), based
on both the two-factor
approach of
conditioning (Mowrer,
1960) and cognitive
learning theories
(particularly that of
Abramson, Seligman,
& Teasdale, 1978) +
TAU

Individual

Planned intensity NR.
Mean number of
sessions attended 15.0
(SD=2.9)

Brief psychodynamic
therapy (Horowitz,
1976) + TAU

16

Note. BME, Black and minorit ethnic; CPT, Cognitive processing therapy; DSM, Diagnostic and
Statistical Manual of Mental Disorders; IPT, Interpersonal Psychotherapy; NR, Not relevant; TAU,
Treatment as usual; TF-CBT, Trauma-focused cognitive behaviour; TFCT, Trauma-focused group

therapy;

41
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Table 8: Summary of included studies: Trauma-focused CBT for delayed

treatment (>3 months)-part 6

TF-CBT (+/- TAU)
versus self-help
(without support; +/-

TF-CBT versus self-

TF-CBT (+ TAU)
versus hypnotherapy

Comparison TAU) help with support (+ TAU)
Total no. of 2 (211) 1(125) 1(112)
studies (N
randomised)
Study ID Ehlers 20031 van Emmerik 2008 Brom 1989
Sloan 2016a/20182
Country UK! Netherlands Netherlands
us?
Diagnostic PTSD diagnosis PTSD diagnosis PTSD diagnosis
status according to ICD/DSM  according to ICD/DSM  according to ICD/DSM
criteria criteria criteria
Mean NR NR (50% acute; 46% NR
months chronic)
since onset
of PTSD
Mean age Mean NR (18-65) 1 40.2 (range NR) 42 (18-73)
(range) 43.9 (range NR)2
Sex (% NR? 67 79
female) 482
Ethnicity (%  NR! NR NR
BME) 452
Coexisting NR NR NR
conditions
Mean 6’ 8 NR (<5 years)
months NR2
since
traumatic
event
Type of Motor Vehicle Exposure to non- Mixed: Loss of a loved
traumatic Collisions (MVC): sexual violence: one as a result of
event Involvement in a MVC Nonsexual violence murder/suicide, traffic
that required A & E (50%); Traffic accident  accidents, acute or
attendance’ (23%); Sexual violence chronic illness (74%);
Mixed: Adult non- (11%); Other (16%) violent crime (17%);
sexual assault (19%); traffic accident (4%);
child sexual assault other (5%)
(16%); adult sexual
assault (15%); combat
related (13%); sudden
death (noncombat) or
violence to a friend or
loved one (10%); child
non-sexual assault
(9%); motor vehicle
accident (8%); injury
from other accidental
causes (10%)?
Single or Single Single Single
multiple
42
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incident
index trauma

Lifetime
experience
of trauma

Intervention
details

Intervention
format

Intervention
intensity

Comparator

Intervention
length
(weeks)

NR

Cognitive therapy
programme is based
on Ehlers and Clark's
(2000) model of
persistent post-
traumatic stress
disorder’

Cognitive Processing
Therapy (CPT) plus
written account + TAU
(concurrent
psychotropic
medication permitted) 2

Individual

12 x weekly 90-min
sessions (15 hours;
followed by 3x monthly
60-min booster
sessions). Mean
received 9 weekly
sessions (+ 2.4 booster
sessions in follow-up
period)

12x weekly 1-hour
sessions (12 hours) 2

Cognitive bibliotherapy,
64-page booklet
(approximately 18000
words) entitled
'Understanding Your
Reactions to Trauma'
(Herbert, 1996) !

Written Exposure
Therapy (WET) + TAU2

12

Note. 'Ehlers 2003; 2Sloan 2016a/2018

NR

CBT followed the
prototypical format (for
example, Bryant et al.
1998,1999)

Individual

5-10x 90-min sessions
(7.5 hours for those
with Acute Stress
Syndrome (ASD) or
acute PTSD; 15 hours
for those with chronic
PTSD)

Structured writing
therapy (SWT)

5-10

43

NR

Trauma
desensitization, a
behavioral therapeutic
technique derived from
the systematic
desensitization method
(Wolpe, 1958), based
on both the two-factor
approach of
conditioning (Mowrer,
1960) and cognitive
learning theories
(particularly that of
Abramson, Seligman,
& Teasdale, 1978) +
TAU

Individual

Planned intensity NR.
Mean number of
sessions attended 15.0
(SD=2.9)

Hypnotherapy + TAU.
The emphasis of the
hypnotherapists in this
study was on
behavioral therapy

16
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Table 9: Summary of included studies: Trauma-focused CBT for delayed
treatment (>3 months)-part 7

Comparison

Total no. of studies
(N randomised)

Study ID

Country

Diagnostic status

Mean months
since onset of
PTSD

Mean age (range)

Sex (% female)

Ethnicity (% BME)

Coexisting
conditions

Mean months
since traumatic
event

Type of traumatic
event

TF-CBT versus
psychoeducational session

1 (690)

Chambers 2014

Australia

Clinically important PTSD
symptoms (scoring above a
threshold on validated scale)

NR

52.5 (range NR)

88

NR

NR

Unintentional
injury/illness/medical emergency:
Caregivers of patients with
cancer (breast (31%), colorectal
(9%), prostate (9%), hematologic
(8%), lung (8%), and gynecologic
(7%))

44

TF-CBT (+/- TAU) versus
relaxation (+/- TAU)

3 (194)

Hinton 2011
Markowitz 2015a2
Taylor 20032
us*2

Canada?®

PTSD diagnosis according to
ICD/DSM criteria

NR (‘chronic') 12
104.43

49.5 (range NR) '

40.1 (range NR)2

37 (range NR) 3

100!

702

758

100!

352

238

NR?

Current major depressive
disorder (50%); recurrent major
depressive disorder (34%);
current generalised anxiety
disorder (13%). Any axis Il
diagnosis (49%): 25% paranoid;
14% narcissistic; 5% borderline;
21% avoidant; 3% dependent;
25% obsessive-compulsive; 25%
depressive; 15% passive-
aggressive?

42% major depression, 31%
panic disorder, 12% social
anxiety disorder®

NR'3
169.22

Unclear: No details given'
Domestic violence: 93% reported
interpersonal trauma (42% acute;
58% chronic) 2

Mixed: The most common forms
of traumatic event reported were
sexual assault (45%),
transportation accidents (43%),
physical assault (43%), and

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)



DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of

PTSD in adults

Comparison

Single or multiple
incident index
trauma

Lifetime
experience of
trauma

Intervention details

Intervention format

Intervention
intensity

Comparator

TF-CBT versus
psychoeducational session

Single

NR

Cognitive behavioural
intervention (following
unpublished manual) including
psychoeducation about the
psychological impact of cancer,
coping and stress management
skills, problem solving, cognitive
therapy, and enhancing support
networks

Individual

5x sessions. Median 4 attended
sessions

Single psychoeducational phone
call with an oncology nurse;
feedback to the participant about
his or her levels of distress and
brief instruction in evidence-
based strategies to reduce stress

45

TF-CBT (+/- TAU) versus
relaxation (+/- TAU)

being exposed to a sudden death
(e.g., witnessing a homicide,
22%)3

Unclear!3

Multiple?

NR?

Mean number of traumas 2.8
(SD=1.8). 36% reported trauma
in childhood or adolescence?
Most participants (65%) had
experienced more than one type
of traumatic event?

Culturally-adapted CBT group
based on protocol of Hinton et al.
(2004, 2005) + TAU (SSRI at
maximally tolerated dose and
supportive therapy) !

Prolonged exposure included
narrating an increasingly detailed
trauma narrative (imaginal
exposure) and confronting
trauma reminders (in vivo
exposure) to extinguish fear
responses?

Exposure therapy based on
Marks et al. (1998) manual
(essentially same as Foa &
Rothbaum 1998 but no breathing
retraining) + TAU (48% were
taking some form of psychotropic
medication) 3

Group'
Individual?3

14x weekly 1-hour sessions (14
hours)

10x 90-min sessions (15 hours;
7x weekly and 3 remaining
sessions over next 7 weeks).
Mean attended sessions 8.3
(SD=3.1)2

8x 90-min sessions (12 hours) 3

Applied muscle relaxation (AMR)
following manual by Hinton and
Safren (2009) + TAU'

Relaxation therapy, highly
scripted, induces progressive
muscle and mental relaxation?

Relaxation training based on
manual by Marks et al. (1998) +
TAU (48% were taking some
form of psychotropic medication)
3
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Intervention length 13

(weeks)

1412
NR3

Note. "Hinton 2011; ?Markowitz 2015a; 3Taylor 2003

Table 10: Summary of included studies: Trauma-focused CBT for delayed
treatment (>3 months)-part 8

Total no. of 1(84) 3 (557) 1 (280)
studies (N
randomised)
Study ID Hollifield 2007 Buhmann 2016 Buhmann 2016
Echiverri-Cohen 20162
Popiel 201532
Country us Denmark! Denmark
Us?
Poland?
Diagnostic PTSD diagnosis PTSD diagnosis PTSD diagnosis
status according to ICD/DSM  according to ICD/DSM  according to ICD/DSM
criteria criteria criteria
Mean NR 176.4" 176.4
months NR (‘chronic') 2
since onset NR3
of PTSD
Mean age 42.2 (range NR) 45 (range NR) ! 45 (range NR)
(range) 37.7 (range NR) 23
Sex (% 66 411 41
female) 752
NR3
Ethnicity (% 36 NR?3 NR
BME) 332
Coexisting NR 94% depression 94% depression
conditions according to ICD-10. according to ICD-10.

27% Personality
change after
catastrophic events
(ICD-10 code F62.0).
25% report traumatic
brain injury?

NR2

49% Comorbid Axis |
disorder; 41%
Comorbid personality
disorder; 21%

traumatic brain injury in

MVA; 39% had no
comorbid mental

disorders; 48% still had

ongoing medical
sequelae (including

46

27% Personality
change after
catastrophic events
(ICD-10 code F62.0).
25% report traumatic
brain injury
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Comparison

Mean
months
since
traumatic
event

Type of
traumatic
event

Single or
multiple
incident
index trauma

Lifetime
experience
of trauma

Intervention
details

TF-CBT versus
acupuncture

NR (traumatic
experience occurred
before age 12 for 62%;
between age 12 and 17
for 21%; 17% of
participants
experienced trauma
only as an adult)

Unclear: 38% reported
experiencing 23
events; 33% identified
=5 years of ongoing
childhood abuse

Unclear

NR

CBT group

TF-CBT versus SSRIs

chronic pain) related to
the accident®

NR!
1502
17.83

Mixed: 43% torture;
28% refugee camp;
63% Danish asylum
centre; 24% ex-
combatant’

Mixed: Sexual assault
(31%); physical assault
(27%); child sexual
assault (22%); child
physical assault (8%);
motor vehicle accident
(6%); natural disaster
(4%); death of loved
one (2%)?

Motor Vehicle Collision
(MVC). Status during
MVC: Driver (38%);
Passenger (30%);
Cyclist (5%);
Pedestrian (14%);
Found out about death
(7%); Other (5%).
Patient considered
Motor Vehicle
Accidents (MVA)
perpetrator (11%)3

Multiple’
Unclear?
Single®

NR1,2

Number of previous
traumatic events
(before current MVA):
2.1 (sd=1.3). 5%
childhood trauma?3
CBT, following an
unpublished manual,
included core CBT
methods,
psychoeducation,
methods from
acceptance and
commitment therapy,
mindfulness exercises,

47

TF-CBT + SSRIs
versus waitlist

NR

Mixed: 43% torture;
28% refugee camp;
63% Danish asylum
centre; 24% ex-
combatant

Multiple

NR

CBT (following an
unpublished manual) +
sertraline (titrated up to
200mg/day)
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and in vivo and
visualised exposure'’
Prolonged exposure
(Foa et al. 2002) 2
Prolonged exposure
(PE; following manual
by Foa et al. 2007) 3

Intervention  Group Individual Individual
format
Intervention  12x weekly 2-hour 16 sessions (length of 16 sessions of CBT
intensity sessions (24 hours) session not reported). (length of session not
Mean attended 12 reported) + 200mg/day
sessions over 5.2 serrtaline (+ 10 clinical
months management
10x weekly 90-120 min  sessions). Mean
sessions (15-20 hours) attended CBT sessions
2 was 12. Mean final
10-12x weekly 90-min ~ dose was 119.3 mg
sessions (15-18 hours). Sertraline (+/—66 mg)
Mean attended and 15.7 mg (+/- 12
sessions 8.6 (SD=3.5)® MY) mianserin.Mean
number of attended
clinical management
sessions was 9
Comparator  Manual acupuncture Sertraline?2 Waitlist
(needles without Paroxetine?
electrical stimulation)
Intervention 12 26 26
length 10
(weeks) 12

Note. "Buhmann 2016; 2Echiverri-Cohen 2016; 3Popiel 2015

See appendix G for full evidence tables.

Quality assessment of clinical studies included in the evidence review

The clinical evidence profiles for this review (trauma-focused CBT for the treatment
of PTSD in adults) are presented in Table 11, Table 12 and Table 13, Table 14,
Table 15, Table 16, Table 17, Table 18, Table 19, Table 20, Table 21, Table 22,
Table 23, Table 24, Table 25, Table 26, Table 27 and Table 28.

Table 11: Summary clinical evidence profile: Trauma-focused CBT versus
waitlist or no treatment for early treatment (1-3 months)

PTSD The mean PTSD 152

symptomatology symptomatology (1 study) very

self-rated - self-rated - low?-23
48
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Endpoint

IES change score
Follow-up: mean
4 weeks

PTSD
symptomatology
self-rated - 10-
month follow-up
IES change score
Follow-up: mean
43 months

PTSD
symptomatology
clinician-rated -
Endpoint

CAPS
endpoint/change
score

Follow-up: mean
4 weeks

PTSD
symptomatology
clinician-rated - 4-
month follow-up
CAPS change
score

Follow-up: mean
17 weeks

PTSD
symptomatology
clinician-rated -
10-month follow-
up

CAPS endpoint
Follow-up: mean
43 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

endpoint in the
intervention
groups was
0.27 standard
deviations lower
(0.59 lower to
0.05 higher)

The mean PTSD
symptomatology
self-rated - 10-
month follow-up
in the intervention
groups was

0.47 standard
deviations lower
(0.79t0 0.14
lower)

The mean PTSD
symptomatology
clinician-rated -
endpoint in the
intervention
groups was

0.43 standard
deviations lower
(0.98 lower to
0.12 higher)

The mean PTSD
symptomatology
clinician-rated - 4-
month follow-up
in the intervention
groups was

0.3 standard
deviations lower
(0.7 lower to 0.09
higher)

The mean PTSD
symptomatology
clinician-rated -
10-month follow-
up in the
intervention
groups was

0.32 standard
deviations lower
(0.64 lower to 0
higher)

49

152
(1 study)

265
(2 studies)

98
(1 study)

152
(1 study)

very
Iow1 3.4

very
Iow1 ,2,3,5

very low"2

low34
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Remission -
Endpoint

Number of people
no longer meeting
diagnostic criteria
for PTSD
Follow-up: mean
4 weeks

Remission - 4-
month follow-up
Number of people
no longer meeting
diagnostic criteria
for PTSD
Follow-up: mean
17 weeks

Response self-
rated - Endpoint
Number of
participants
showing at least
50% improvement
from baseline on
IES

Follow-up: mean
4 weeks

Response self-
rated - 10-month
follow-up
Number of
participants
showing at least
50% improvement
from baseline on
IES

Follow-up: mean
43 months

Anxiety symptoms
- Endpoint
HADS-A change
score

Follow-up: mean
4 weeks

328 per
1000

422 per
1000

197 per
1000

276 per
1000

Anxiety symptoms
- 4-month follow-
up

HADS-A change

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

492 per 1000
(325 to 748)

494 per 1000
(342 to 709)

251 per 1000
(138 to 454)

448 per 1000
(287 to 696)

The mean anxiety
symptoms -
endpoint in the
intervention
groups was

0.32 standard
deviations lower
(0.83 lower to
0.18 higher)

The mean anxiety
symptoms - 4-
month follow-up
in the intervention

50

RR 1.5
(0.99 to
2.28)

RR 1.17
(0.81 to
1.68)

RR 1.27
(0.7 to
2.3)

RR 1.62
(1.04 to
2.52)

143
(1 study)

143
(1 study)

152
(1 study)

152
(1 study)

266
(2 studies)

102
(1 study)

very low'2

very low"2

very
low!36

very
low'37

very
low1235

very low'2
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score
Follow-up: mean
17 weeks

Anxiety symptoms
- 10-month follow-
up

HADS-A change
score

Follow-up: mean
43 weeks

Depression
symptoms -
Endpoint
HADS-D change
score

Follow-up: mean
4 weeks

Depression
symptoms - 4-
month follow-up
HADS-D change
score

Follow-up: mean
17 weeks

Depression
symptoms - 10-
month follow-up
HADS-D change
score

Follow-up: mean
43 weeks

Discontinuation
(loss to follow-up)
Number of
participants lost to
follow-up (for any
reason)

PTSD: evidence reviews for psychological, psychosocial and other non-
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179 per
1000

groups was
0.34 standard
deviations lower
(0.73 lower to
0.05 higher)

The mean anxiety
symptoms - 10-
month follow-up
in the intervention
groups was

0.09 standard
deviations lower
(0.41 lower to
0.23 higher)

The mean
depression
symptoms -
endpoint in the
intervention
groups was
0.35 standard
deviations lower
(0.96 lower to
0.25 higher)

The mean
depression
symptoms - 4-
month follow-up
in the intervention
groups was

0.44 standard
deviations lower
(0.83 to 0.04
lower)

The mean
depression
symptoms - 10-
month follow-up
in the intervention
groups was

0.09 standard
deviations lower
(0.41 lower to
0.23 higher)

159 per 1000
(75 to 339)

51

152
(1 study)

266
(2 studies)

102
(1 study)

152
(1 study)

RR 0.89 295

(0.42 to
1.9)

(2 studies)

very
low?:3:4

very
|OW1 ,2,3,8

very low’#

very
Iow1 3,4

very
low! %6



—_——)
N=2OOONOOTRWN -

—_
A w

DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of
PTSD in adults

Follow-up: mean
4 weeks
CAPS=Clinician-administered PTSD scale; CBT=cognitive behavioural therapy,; Cl=confidence interval;
HADS-A/D=Hospital Anxiety and Depression Scale-Anxiety/Depression; IES=Impact of Event Scale;
PTSD=post-traumatic stress disorder; RR=risk ratio; SMD=standardised mean difference
! Risk of bias is high or unclear across multiple domains
295% ClI crosses both line of no effect and threshold for clinically import effect
3 Data is not reported/cannot be extracted for all outcomes
4 OIS not met (N<400)
5 Substantial heterogeneity (12=50-80%)
6 95% Cl crosses line of no effect and thresholds for both clinically important harm and clinically
important benefit
7 OIS not met (events<300)
8 Considerable heterogeneity (12>80%)

Table 12: Summary clinical evidence profile: Trauma-focused CBT versus
waitlist for delayed treatment (>3 months)

PTSD symptomatology self- The mean PTSD 618

rated at endpoint symptomatology (14 very
PCL/SPTSS/HTQ/MPSS/PD self-rated at studies) low1
S/PSS-SR/IES-R change endpoint in the

score intervention

Follow-up: 1-26 weeks groups was

1.64 standard
deviations lower
(2.29 to 1 lower)

PTSD symptomatology self- The mean PTSD 145
rated at 6-7 week follow-up symptomatology (2 very
IES/HTQ change score self-rated at 6-7 studies) low'23
Follow-up: 6-7 weeks week follow-up in

the intervention

groups was

0.7 standard
deviations lower

(1.12t0 0.28

lower)
PTSD symptomatology self- The mean PTSD 63
rated at 3-month follow-up symptomatology (1 study)  very
HTQ change score self-rated at 3- low!:34
Follow-up: mean 13 weeks month follow-up

in the intervention

groups was

0.31 standard
deviations lower

52
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(0.84 lower to
0.21 higher)

PTSD symptomatology self- The mean PTSD 166
rated at 8-month follow-up symptomatology (1 study)  very
PDS change score self-rated at 8- low'23
Follow-up: mean 35 weeks month follow-up

in the intervention

groups was

1 standard

deviations lower

(1.34 to 0.66

lower)
PTSD symptomatology self- The mean PTSD 82
rated at 1-year follow-up symptomatology (1 study)  very
IES change score self-rated at 1- low!:2:3
Follow-up: mean 52 weeks year follow-up in

the intervention

groups was

0.78 standard

deviations lower

(1.23100.33

lower)
PTSD symptomatology The mean PTSD 632
clinician-rated at endpoint symptomatology (12 very
CAPS/HTQ/SI-PTSD/PSS-I clinician-rated at studies) low*35
change score endpoint in the
Follow-up: 2-20 weeks intervention

groups was

1.35 standard

deviations lower

(1.81 to 0.89

lower)
PTSD symptomatology The mean 507 very
clinician-rated at 3-5 month PTSDsymptomat (4 low!-36
follow-up ology clinician- studies)
CAPS/PSS-I/HTQ change rated at 3-5
score month follow-up
Follow-up: 13-22 weeks in the intervention

groups was

0.58 standard

deviations lower

(0.9t0 0.25

lower)
Remission at endpoint 182 516 per 1000 RR 628
Number of people no longer per (401 to 664) 2.83 (14 very
meeting diagnostic criteria 1000 (2.2to studies) low?36.
for PTSD or no longer above 3.64) v

clinical threshold on scale
Follow-up: 2-20 weeks

53
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Remission at 3-6 month 241 579 per 1000 175 very
follow-up per (406 to 826) 2 4 low™37
Number of people no longer 1000 (1.68 studles)

meeting diagnostic criteria to

for PTSD or no longer above 3.42)

clinical threshold on scale
Follow-up: 13-26 weeks

Remission at 8-month 127 270 per 1000 RR 166 very
follow-up per (127 to 577) 212 (1 study)  low'"23
Number of people no longer 1000 (1to

meeting diagnostic criteria 4.53)

for PTSD

Follow-up: mean 35 weeks

Response self-rated at 107 509 per 1000 RR 111 very
endpoint per (244 to 1000) 4.75 (3 low?:37
Number of people showing 1000 (2.28 studies)

clinically significant to

improvement (based on 9.88)

reliable change indices
[RCI])/ >50% improvement

on PDS)

Follow-up: 10-13 weeks

Response self-rated at 6- 379 891 per 1000 RR 57 very
month follow-up per (550 to 1000) 2.35 (1 study)  low'"37
Number of people showing > 1000 (1.45

50% improvement on PDS to

Follow-up: mean 26 weeks 3.82)

Response clinician-rated 159 402 per 1000 RR 89 very
Number of people showing per (161 to 1000) 2.53 3 low!:37
improvement of at least 10 1000 (1.01 studies)

points on CAPS/clinically to

significant improvement on 6.31)

CAPS based on reliable
change indices (RCI)
Follow-up: 2-12 weeks

Anxiety symptoms at The mean anxiety 760
endpoint symptoms at (15 very
BAI/HADS-A/STAI endpoint in the studies) low!36
State/HSCL-25 intervention
Anxiety/DASS Anxiety/HAM- groups was
A change score 1.33 standard
Follow-up: 1-26 weeks deviations lower

(1.72 t0 0.94

lower)
Anxiety symptoms at 2- The mean anxiety 82
month follow-up symptoms at 2- (1 study)  very
STAI State change score month follow-up low!:2:3
Follow-up: 14 weeks in the intervention

groups was

0.65 standard

54
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Anxiety symptoms at 5-6
month follow-up
BAI/HSCL-25 Anxiety
change score

Follow-up: 22-26 weeks

Anxiety symptoms at 1-year
follow-up

STAI State change score
Follow-up: mean 52 weeks

Depression symptoms at
endpoint
BDI/BDI-1I/CES-D/HADS-
D/HSCL-25
Depression/DASS
Depression/HAMD change
score

Follow-up: 1-26 weeks

Depression symptoms at 6-7
week follow-up

BDI/BDI-II change score
Follow-up: 6-7 weeks

Depression symptoms at 3-6
month follow-up
BDI-II/CES-D/HSCL-25
Depression change score
Follow-up: 13-26 weeks

deviations lower
(1.09t0 0.2
lower)

The mean anxiety
symptoms at 5-6
month follow-up
in the intervention
groups was

0.8 standard
deviations lower
(1.431t00.17
lower)

The mean anxiety
symptoms at 1-
year follow-up in
the intervention
groups was

0.69 standard
deviations lower
(1.13t0 0.24
lower)

The mean
depression
symptoms at
endpoint in the
intervention
groups was
0.94 standard
deviations lower
(1.23t0 0.64
lower)

The mean
depression
symptoms at 6-7
week follow-up in
the intervention
groups was

0.6 standard
deviations lower
(0.94 to 0.26
lower)

The mean
depression
symptoms at 3-6
month follow-up
in the intervention
groups was

0.53 standard
deviations lower
(0.87 t0 0.18
lower)

55

422
(3
studies)

82
(1 study)

972
(19
studies)

145
(2
studies)

550
(5
studies)
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very
low"?23
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low!:6
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low'23
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Depression symptoms at 1-
year follow-up

BDI change score
Follow-up: mean 52 weeks

Dissociative symptoms at
endpoint

DES change score
Follow-up: 12-20 weeks

Dissociative symptoms at 2-
month follow-up

DES change score
Follow-up: 8 weeks

Dissociative symptoms at 1-
year follow-up

DES change score
Follow-up: mean 52 weeks

Emotional and behavioural
problems: Anger

STAXI change score
Follow-up: mean 18 weeks

The mean
depression
symptoms at 1-
year follow-up in
the intervention
groups was

0.8 standard
deviations lower
(1.25t0 0.35
lower)

The mean
dissociative
symptoms at
endpoint in the
intervention
groups was
1.08 standard
deviations lower
(1.42t00.73
lower)

The mean
dissociative
symptoms at 2-
month follow-up
in the intervention
groups was

0.17 standard
deviations higher
(0.26 lower to
0.61 higher)

The mean
dissociative
symptoms at 1-
year follow-up in
the intervention
groups was

0.22 standard
deviations higher
(0.22 lower to
0.65 higher)

The mean
emotional and
behavioural
problems: anger
in the intervention
groups was

0.43 standard
deviations lower
(0.98 lower to
0.12 higher)

56

(1 study)  very

low!23
153
(3 low!:2
studies)
82
(1 study)  very
Iow1,3,4
82
(1 study)  very
Iow1,3,4
52
(1 study)  very
|0W1,3,4
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Substance use

Number of days of primary
substance use in past 30
days (ASI-Lite change
score)

Follow-up: mean 12 weeks

Global functioning

GAF change score
Follow-up: mean 12 weeks
Better indicated by higher
values

Functional impairment at
endpoint

SDS/SAS-SR change score
Follow-up: 12-26 weeks

Functional impairment at 6-
month follow-up

SDS change score
Follow-up: mean 26 weeks

Relationship difficulties
IIP change score
Follow-up: mean 12 weeks

Quality of life at endpoint
WHO-5/SF-36 mental
health/Q-LES-Q-SF/QOLI
change score

Follow-up: 10-26 weeks

The mean
substance use in
the intervention
groups was

0.2 standard
deviations higher
(0.43 lower to
0.83 higher)

The mean global
functioning in the
intervention
groups was

2.02 standard
deviations higher
(1.34 to 2.71
higher)

The mean
functional
impairment at
endpoint in the
intervention
groups was

1.23 standard
deviations lower
(1.89 t0 0.58
lower)

The mean
functional
impairment at 6-
month follow-up
in the intervention
groups was

0.95 standard
deviations lower
(1.51 t0 0.39
lower)

The mean
relationship
difficulties in the
intervention
groups was
1.72 standard
deviations lower
(2.41t0 1.04
lower)

The mean quality
of life at endpoint
in the intervention
groups was

0.52 standard
deviations higher

57

(1 study)

51
(1 study)

339
(6
studies)

55
(1 study)

46
(1 study)

236
(4
studies)
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low'3.7

very
Iow1 2,5

very
low'23

low!:2

Iow1 4.5



DRAFT FOR CONSULTATION

Psychological, psychosocial and other non-pharmacological interventions for the treatment of

PTSD in adults

Better indicated by higher
values

(0.26 lower to 1.3
higher)

OONONPRWN__OOONOORWN =

B N . U U N W W .

Quality of life at 6-week The mean quality 63
follow-up of life at 6-week (1 study)  very
WHO-5 change score follow-up in the low'23
Follow-up: mean 6 weeks intervention
Better indicated by higher groups was
values 0.83 standard
deviations higher
(0.29to 1.37
higher)
Quality of life at 3-month The mean quality 63
follow-up of life at 3-month (1 study)  very
WHO-5 change score follow-up in the low"23
Follow-up: mean 13 weeks intervention
Better indicated by higher groups was
values 0.85 standard
deviations higher
(0.31t0 1.39
higher)
Discontinuation (loss to 176 264 per 1000 RR 1834 low?6
follow-up) per (183 to 382) 1.5 (26
Number of participants lost 1000 (1.04 studies)
to follow-up (for any reason) to
Follow-up: 1-26 weeks 2.17)

ASI=Addition severity index; BAI=Beck Anxiety Index; BDI=Beck Depression Inventory;
CAPS=Clinician-administered PTSD symptom scale; CBT=cognitive behavioural therapy; CES-
D=Centre of Epidemiological Studies-Depression; Cl=confidence interval; DASS=Depression Anxiety
Stress Scales; DES=Dissociative Experiences Scales; GAF=Global assessment of functioning; HADS-
A/D=Hospital Anxiety and Depression Scale-Anxiety/Depression; HAMD=Hamilton Rating Scale for
Depression; HSCL-25=Hopkins Symptom Checklist-25; HTQ=Harvard Trauma Questionnaire; IES-
R=Impact of Event Scale-Revised; MPSS=Modified PTSD symptom scale; PCL=PTSD checklist;
PDS=Post-traumatic Diagnositic Scale; PSS-I/SR=PTSD symptom scale-interview/self-report;
PTSD=post-traumatic stress disorder; RR=risk ratio; SAS-SR=Social Adjustment Scale-Self-Report;
SDS=Sheehan Disability Scale; SI-PTSD=Structured interview for PTSD; SMD=standardised mean
difference; SPTSS=Screen for post-traumatic stress disorders; STAI=State-Trait Anxiety Inventory;
STAXI=State-Trait Anger Experssion Inventory

! Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Data is not reported/cannot be extracted for all outcomes

4 95% Cl crosses both line of no effect and threshold for clinically import effect

% Considerable heterogeneity (12>80%)

6 Substantial heterogeneity (12=50-80%)

7 OIS not met (events<300)
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Table 13: Summary clinical evidence profile: Trauma-focused CBT +
medication/TAU versus medication/TAU-only (or + attention-placebo)
for delayed treatment (>3 months)

PTSD The mean PTSD 1179
symptomatology symptomatology (21 very low'2
self-rated at self-rated at studies)
endpoint endpoint in the
IES/IES- intervention groups
R/PDS/PSS-SR/ was
HTQ/DTS/PCL/M 1.18 standard
PSS change deviations lower
score (1.55 to 0.82 lower)
Follow-up: 3-26
weeks
PTSD The mean PTSD 134
symptomatology symptomatology (2 very
self-rated at 1- self-rated at 1- studies)  low"345
month follow-up month follow-up in
PCL/PDS change the intervention
score groups was
Follow-up: 4 1.56 standard
weeks deviations lower

(2.16 to 0.95 lower)
PTSD The mean PTSD 286
symptomatology symptomatology (4 very
self-rated at 3-4 self-rated at 3-4 studies)  low!'345
month follow-up month follow-up in
PCL/PDS/IES-R the intervention
change score groups was
Follow-up: 13-17 1.22 standard
weeks deviations lower

(1.65 to 0.79 lower)
PTSD The mean PTSD 201
symptomatology symptomatology (3 very
self-rated at 5-6 self-rated at 5-6 studies)  low!'345
month follow-up month follow-up in
IES-R/PDS the intervention
change score groups was
Follow-up: 22-26 0.88 standard
weeks deviations lower

(1.45 to 0.31 lower)
PTSD The mean PTSD 121
symptomatology symptomatology (3 very
self-rated at 9-12 self-rated at 9-12 studies)  low'256

month follow-up
PDS change
score

Follow-up: 39-52
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-

month follow-up in
the intervention
groups was

0.77 standard
deviations lower
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PTSD
symptomatology
clinician-rated at
endpoint
CAPS/HTQ/PSS-
I/SI-PTSD
change score
Follow-up: 2-26
weeks

PTSD
symptomatology
clinician-rated at
1-month follow-up
CAPS change
score

Follow-up: 4
weeks

PTSD
symptomatology
clinician-rated at
3-4 month follow-
up

CAPS change
score

Follow-up: 13-17
weeks

PTSD
symptomatology
clinician-rated at
5-6 month follow-
up
CAPS/HTQ/PSS-
I/PDS change
score

Follow-up: 22-26
weeks

PTSD
symptomatology
clinician-rated at
9-12 month
follow-up
CAPS/PDS-
I/CIDI-PTSD
change score
Follow-up: 39-52
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-

(1.98 lower to 0.44
higher)

The mean PTSD
symptomatology
clinician-rated at
endpoint in the
intervention groups
was

1.35 standard
deviations lower
(1.69 to 1.02 lower)

The mean PTSD
symptomatology
clinician-rated at 1-
month follow-up in
the intervention
groups was

0.81 standard
deviations lower
(1.54 to 0.08 lower)

The mean PTSD
symptomatology
clinician-rated at 3-
4 month follow-up
in the intervention
groups was

1.01 standard
deviations lower
(1.76 to 0.27 lower)

The mean PTSD
symptomatology
clinician-rated at 5-
6 month follow-up
in the intervention
groups was

0.78 standard
deviations lower
(1.06 to 0.51 lower)

The mean PTSD
symptomatology
clinician-rated at 9-
12 month follow-up
in the intervention
groups was

0.6 standard
deviations lower
(1.67 lower to 0.47
higher)
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pharmacological interventions DRAFT (April 2018)

1640
(22
studies)

243
(4
studies)

280
(5
studies)

648
(7
studies)

94
(3
studies)

very low'2
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Iow1 ,2,4,5

very
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Remission at
endpoint

Number of people
no longer
meeting
diagnostic
criteria/above
threshold on a
scale for PTSD
Follow-up: 6-26
weeks

Remission at 1-3
month follow-up
Number of people
no longer
meeting
diagnostic criteria
for PTSD
Follow-up: 4-13
weeks

Remission at 6-
month follow-up
Number of people
no longer
meeting
diagnostic criteria
for PTSD
Follow-up: mean
26 weeks

Remission at 1-
year follow-up
Number of people
no longer
meeting
diagnostic criteria
for PTSD
Follow-up: mean
52 weeks

Response self-
rated at endpoint
Number of people
showing clinically
significant
improvement
based on reliable
change indices
[RCI] on IES/IES-
R/DTS

143 per 1000

140 per 1000

115 per 1000

167 per 1000

252 per 1000

478 per 1000
(279 to 821)

234 per 1000
(102 to 535)

260 per 1000
(160 to 420)

588 per 1000
(157 to 1000)

461 per 1000
(272 to 781)

61

3.34
(1.95
to

5.73)

RR
1.67
(0.73
to
3.81)

RR
2.26
(1.39
to
3.66)

RR
3.53
(0.94
to
13.29

RR
1.83
(1.08
to
3.1)

917

(12 very
studies)  low"27
249

(3 very low%8
studies)

324

4 low!”
studies)

29

(1 study) low®8
328

(5 very
studies)  low">7
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Follow-up: 5-20

weeks

Response self- 188 per 1000 624 per 1000 RR 32

rated at 6-month (210 to 1000) 3.33  (1study) very
follow-up (1.12 low?:57
Number of people to

showing clinically 9.9)

significant

improvement

(based on reliable
change indices
[RCI]) on PDS
Follow-up: mean

26 weeks

Response 164 per 1000 468 per 1000 RR 245

clinician-rated at (236 to 932) 286 (4 very
endpoint (1.44  studies)  low"357
Number of people to

showing clinically 5.69)

significant

improvement

based on reliable
change indices
[RCI)/improveme
nt of at least
12/30 points on

CAPS

Follow-up: 6-14

weeks

Response 167 per 1000 608 per 1000 RR 141

clinician-rated at (62 to 1000) 3.65 (2 very
1-month follow-up (0.37 studies)  low"338
Number of people to

showing clinically 36.42

significant )

improvement

based on reliable
change indices
[RCI)/improveme
nt of at least 12
points on CAPS
Follow-up: mean

4 weeks

Dissociative The mean 114

symptoms at dissociative (2 low’4
endpoint symptoms at studies)

DES change endpoint in the

score intervention groups

was

62
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Follow-up: 6-12
weeks

Dissociative
symptoms at 1-
month follow-up
DES change
score

Follow-up: mean
4 weeks

Dissociative
symptoms at 3-
month follow-up
DES change
score

Follow-up: mean
13 weeks

Dissociative
symptoms at 6-
month follow-up
DES change
score

Follow-up: mean
26 weeks

Dissociative
symptoms at 1-
year follow-up
DES change
score

Follow-up: mean
52 weeks

Anxiety
symptoms at
endpoint
BAI/HAM-A/STAI
State change
score

Follow-up: 5-26
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-

0.9 standard
deviations lower
(1.29 to 0.52 lower)

The mean
dissociative
symptoms at 1-
month follow-up in
the intervention
groups was

0.85 standard
deviations lower
(1.33 to 0.37 lower)

The mean
dissociative
symptoms at 3-
month follow-up in
the intervention
groups was

0.69 standard
deviations lower
(1.16 to 0.22 lower)

The mean
dissociative
symptoms at 6-
month follow-up in
the intervention
groups was

0.45 standard
deviations lower
(1.3 lower to 0.39
higher)

The mean
dissociative
symptoms at 1-year
follow-up in the
intervention groups
was

0.25 standard
deviations lower
(1.09 lower to 0.59
higher)

The mean anxiety
symptoms at
endpoint in the
intervention groups
was

0.74 standard
deviations lower
(1.12 to 0.35 lower)

63

pharmacological interventions DRAFT (April 2018)

74
(1 study)

74
(1 study)

22
(1 study)

22
(1 study)

647
(13
studies)

very
low!45

very
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very
Iow1 5,8
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Anxiety
symptoms at 1-
month follow-up
STAI State
change score
Follow-up: mean
4 weeks

Anxiety
symptoms at 3-
month follow-up
BAI/STAI State
change score
Follow-up: mean
13 weeks

Anxiety
symptoms at 5-6
month follow-up
BAI/STAI State
change score
Follow-up: 22-26
weeks

Anxiety
symptoms at 9-12
month follow-up
STAI State
change score
Follow-up: 39-52
weeks

Depression
symptoms at
endpoint
BDI/BDI-II/CES-
D/HAMD/MADRS
change score
Follow-up: 5-26
weeks

Depression
symptoms at 1-
month follow-up
BDI/BDI-II/HAMD
change score

The mean anxiety
symptoms at 1-
month follow-up in
the intervention
groups was

0.94 standard
deviations lower
(1.48 to 0.41 lower)

The mean anxiety
symptoms at 3-
month follow-up in
the intervention
groups was

0.72 standard
deviations lower
(1.09 to 0.35 lower)

The mean anxiety
symptoms at 5-6
month follow-up in
the intervention
groups was

0.23 standard
deviations lower
(0.64 lower to 0.17
higher)

The mean anxiety
symptoms at 9-12
month follow-up in
the intervention
groups was

0.18 standard
deviations higher
(0.22 lower to 0.58
higher)

The mean
depression
symptoms at
endpoint in the
intervention groups
was

1.04 standard
deviations lower
(1.33 to 0.74 lower)

The mean
depression
symptoms at 1-
month follow-up in
the intervention
groups was

64

(1 study)

124
(2
studies)

98
(2
studies)

96
(2
studies)

1536
(22
studies)

194
(3
studies)
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Follow-up: mean 0.55 standard
4 weeks deviations lower
(1.37 lower to 0.26
higher)
Depression The mean 358
symptoms at 3-4 depression (5 very
month follow-up symptoms at 3-4 studies)  low'#45
BDI-II/HAMD month follow-up in
change score the intervention
Follow-up: 13-17 groups was
weeks 0.72 standard

deviations lower
(0.94 to 0.5 lower)

Depression The mean 379
symptoms at 5-6 depression (6 low’4
month follow-up symptoms at 5-6 studies)
BDI-II/HSCL-25 month follow-up in
Depression/HAM the intervention
D change score groups was
Follow-up: 22-26 0.41 standard
weeks deviations lower
(0.62 to 0.2 lower)
Depression The mean 118
symptoms at 9-12 depression (3 very
month follow-up symptoms at 9-12 studies) low?-56
HAMD/BDI-II month follow-up in
change score the intervention
Follow-up: 39-52 groups was
weeks 0.33 standard

deviations lower
(0.7 lower to 0.04

higher)
Personality The mean 74
disorder personality disorder (1 study) very
symptoms - symptoms - low'45
Endpoint endpoint in the
BSL change intervention groups
score was
Follow-up: mean 1.01 standard
12 weeks deviations lower

(1.5 to 0.53 lower)
Personality The mean 74
disorder personality disorder (1 study) very
symptoms - 1- symptoms - 1- low™45
month follow-up month follow-up in
BSL change the intervention
score groups was
Follow-up: mean 0.63 standard
4 weeks

65
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Personality
disorder
symptoms - 3-
month follow-up
BSL change
score

Follow-up: mean
13 weeks

Personality
disorder
symptoms - 6-
month follow-up
BSL change
score

Follow-up: mean
26 weeks

Personality
disorder
symptoms - 1-
year follow-up
BSL change
score

Follow-up: mean
52 weeks

Alcohol use
disorder
symptoms at
endpoint
AUDIT/SADQ
change score
Follow-up: 6-12
weeks

Alcohol use
disorder
symptoms at 3-5
month follow-up
AUDIT/SADQ
change score
Follow-up: 13-22
weeks

deviations lower
(1.09 to 0.16 lower)

The mean
personality disorder
symptoms - 3-
month follow-up in
the intervention
groups was

0.62 standard
deviations lower
(1.09 to 0.15 lower)

The mean
personality disorder
symptoms - 6-
month follow-up in
the intervention
groups was

0.6 standard
deviations higher
(0.26 lower to 1.46
higher)

The mean
personality disorder
symptoms - 1-year
follow-up in the
intervention groups
was

0.27 standard
deviations higher
(0.57 lower to 1.11
higher)

The mean alcohol
use disorder
symptoms at
endpoint in the
intervention groups
was

0.07 standard
deviations lower
(0.53 lower to 0.38
higher)

The mean alcohol
use disorder
symptoms at 3-5
month follow-up in
the intervention
groups was

0.01 standard
deviations higher

66

74
(1 study)

22
(1 study)

22
(1 study)

105
(2
studies)

104
(2
studies)
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Alcohol use
disorder
symptoms at 9
month follow-up
SADQ change
score

Follow-up: mean
39 weeks

Alcohol use:
Percent days
abstinent from
alcohol (change
score) - 3-month
follow-up

TLFB

Follow-up: mean
13 weeks

Better indicated
by higher values

Alcohol use:
Percent days
abstinent from
alcohol (change
score) - 6-month
follow-up

TLFB

Follow-up: mean
26 weeks

Better indicated
by higher values

Alcohol use:
Percent drinking
days (change
score) - Endpoint
TLFB

Follow-up: mean
24 weeks

(1.07 lower to 1.09
higher)

The mean alcohol
use disorder
symptoms at 9
month follow-up in
the intervention
groups was

0.1 standard
deviations higher
(0.48 lower to 0.67
higher)

The mean alcohol
use: percent days
abstinent from
alcohol (change
score) - 3-month
follow-up in the
intervention groups
was

0.18 standard
deviations higher
(0.19 lower to 0.56
higher)

The mean alcohol
use: percent days
abstinent from
alcohol (change
score) - 6-month
follow-up in the
intervention groups
was

0.11 standard
deviations higher
(0.26 lower to 0.48
higher)

The mean alcohol
use: percent
drinking days
(change score) -
endpoint in the
intervention groups
was

0.2 standard
deviations higher
(0.23 lower to 0.64
higher)
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47
(1 study)

126
(1 study)

126
(1 study)

82
(1 study)
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Alcohol use:
Percent drinking
days (change
score) - 6-month
follow-up

TLFB

Follow-up: mean
26 weeks

Alcohol use:
Drinks per
drinking day
(change score) -
Endpoint

TLFB

Follow-up: mean
12 weeks

Alcohol use:
Drinks per
drinking day
(change score) -
5-month follow-up
TLFB

Follow-up: mean
22 weeks

Alcohol use:
Drinks per
drinking day
(change score) -
9-month follow-up
TLFB

Follow-up: mean
39 weeks

Drug use:
Percent days
abstinent from
drugs (change
score) - 3-month
follow-up

The mean alcohol
use: percent
drinking days
(change score) - 6-
month follow-up in
the intervention
groups was

0.4 standard
deviations lower
(0.84 lower to 0.03
higher)

The mean alcohol
use: drinks per
drinking day
(change score) -
endpoint in the
intervention groups
was

0.23 standard
deviations higher
(0.35 lower to 0.81
higher)

The mean alcohol
use: drinks per
drinking day
(change score) - 5-
month follow-up in
the intervention
groups was

0.92 standard
deviations higher
(0.3 to 1.54 higher)

The mean alcohol
use: drinks per
drinking day
(change score) - 9-
month follow-up in
the intervention
groups was

0.33 standard
deviations higher
(0.25 lower to 0.91
higher)

The mean drug
use: percent days
abstinent from
drugs (change
score) - 3-month
follow-up in the

68

(1 study)

46
(1 study)

45
(1 study)

47
(1 study)

126
(1 study)
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TLFB

Follow-up: mean
13 weeks

Better indicated
by higher values

Drug use:
Percent days
abstinent from
drugs (change
score) - 6-month
follow-up

TLFB

Follow-up: mean
26 weeks

Better indicated
by higher values

Substance use:
Number of days
of primary
substance use in
past 30 days -
Endpoint
ASI-Lite change
score

Follow-up: mean
12 weeks

Substance use:
Number of days
of primary
substance use in
past 30 days - 1-
month follow-up
ASI-Lite change
score

Follow-up: mean
4 weeks

Substance use:
Number of days
of primary
substance use in
past 30 days - 2-
month follow-up
ASI-Lite change
score

intervention groups
was

0.48 standard
deviations higher
(0.11 to 0.86
higher)

The mean drug
use: percent days
abstinent from
drugs (change
score) - 6-month
follow-up in the
intervention groups
was

0.82 standard
deviations higher
(0.43 to 1.21
higher)

The mean
substance use:
number of days of
primary substance
use in past 30 days
- endpoint in the
intervention groups
was

1.01 standard
deviations higher
(0.37 to 1.64
higher)

The mean
substance use:
number of days of
primary substance
use in past 30 days
- 1-month follow-up
in the intervention
groups was

0.68 standard
deviations higher
(0.1 to 1.27 higher)

The mean
substance use:
number of days of
primary substance
use in past 30 days
- 2-month follow-up
in the intervention
groups was

69

126
(1 study)

44
(1 study)

49
(1 study)

46
(1 study)
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Follow-up: mean
8 weeks

Substance use:
Number of days
of primary
substance use in
past 30 days - 3-
month follow-up
ASI-Lite change
score

Follow-up: mean
13 weeks

Substance
dependence
remission at
endpoint

Number of people
no longer
meeting
diagnostic criteria
for substance
dependence
Follow-up: 12-13
weeks

Substance
dependence
remission at 5-6
month follow-up
Number of people
no longer
meeting
diagnostic criteria
for substance
dependence
Follow-up: 22-26
weeks

Substance
dependence
remission at 9-
month follow-up
Number of people
no longer
meeting
diagnostic criteria
for substance

390 per 1000

455 per 1000

414 per 1000

0.87 standard
deviations higher
(0.26 to 1.47
higher)

The mean
substance use:
number of days of
primary substance
use in past 30 days
- 3-month follow-up
in the intervention

groups was

0.58 standard

deviations higher

(0.01t0 1.14

higher)

405 per 1000 RR

(234 to 701) 1.04
(0.6
to
1.8)

500 per 1000 RR

(359 to 695) 1.1
(0.79
to
1.53)

364 per 1000 RR

(194 to 679) 0.88
(0.47
to
1.64)
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50

(1 study)  very low'#

165
(2 very low':8
studies)

165
(2 very low':8
studies)

62

(1 study) very low%8
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dependence
Follow-up: mean
39 weeks

Global
functioning -
Endpoint

GAF change
score

Follow-up: mean
12 weeks

Better indicated
by higher values

Global
functioning - 1-
month follow-up
GAF change
score

Follow-up: mean
4 weeks

Better indicated
by higher values

Global
functioning - 3-
month follow-up
GAF change
score

Follow-up: mean
13 weeks

Better indicated
by higher values

Functional
impairment
SDS/M2C
change
score/SAS
endpoint
Follow-up: 6-26
weeks

Emotional and
behavioural
problems:
Aggression/Anger
- Endpoint
AAS/DARS-7
change score
Follow-up: 2-6
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-

The mean global
functioning -
endpoint in the
intervention groups
was

1.25 standard
deviations higher
(0.7510 1.75
higher)

The mean global
functioning - 1-
month follow-up in
the intervention
groups was

1.77 standard
deviations higher
(1.23 10 2.32
higher)

The mean global
functioning - 3-
month follow-up in
the intervention
groups was

1.48 standard
deviations higher
(0.96 to 2 higher)

The mean
functional
impairment in the
intervention groups
was

0.53 standard
deviations lower
(0.87 to 0.18 lower)

The mean
emotional and
behavioural
problems:
aggression/anger -
endpoint in the
intervention groups
was

0.42 standard
deviations lower

71
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74
(1 study)

74
(1 study)

74
(1 study)

295
(5
studies)

89
(2
studies)
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(0.84 lower to 0

higher)
Emotional and The mean 89
behavioural emotional and (2 very
problems: behavioural studies)  low'#5
Aggression/Anger problems:
- 3-6 month aggression/anger -
follow-up 3-6 month follow-up
AAS/DARS-7 in the intervention
change score groups was
Follow-up: 13-26 0.58 standard
weeks deviations lower

(1 to 0.15 lower)
Quality of life - The mean quality of 203
Endpoint life - endpoint in the (3 low’4
WHO-5/SF-12 intervention groups studies)
change score was
Follow-up: 3-26 0.06 standard
weeks deviations lower
Better indicated (0.34 lower to 0.21
by higher values higher)
Quality of life - 3- The mean quality of 92
4 month follow-up life - 3-4 month (2 very
WHO-5/SF-12 follow-up in the studies)  low'38
change score intervention groups
Follow-up: 13-17 was
weeks 0.16 standard
Better indicated deviations higher
by higher values (065 lower to 0.97

higher)
Quality of life - 6- The mean quality of 53
month follow-up life - 6-month (1 study) very
SF-12 change follow-up in the low?#5
score intervention groups
Follow-up: mean was
26 weeks 0.67 standard
Better indicated deviations higher
by higher values (0.1 to 1.24 higher)
Quality of life - 1- The mean quality of 25
year follow-up life - 1-year follow- (1 study) very
SF-12 change up in the low"56
score intervention groups
Follow-up: mean was
52 weeks 0.4 standard
Better indicated deviations higher
by h|gher values (04 lower to 1.19

higher)

72
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Relationship The mean

difficulties - relationship (1 study) very
Endpoint difficulties - low’45
ADAS change endpoint in the

score intervention groups

Follow-up: mean was

6 weeks 0.86 standard

deviations higher
(0.33 to 1.4 higher)

Relationship The mean 59

difficulties - 3- relationship (1 study) very
month follow-up difficulties - 3- low!:56
ADAS change month follow-up in

score the intervention

Follow-up: mean groups was

13 weeks 0.15 standard

deviations higher
(0.36 lower to 0.66

higher)
Discontinuation 254 per 1000 303 per 1000 RR 2764
Number of (257 to 356) 119 (35 moderate’
participants lost (1.01  studies)
to follow-up for to
any reason 1.4)
Follow-up: 2-26
weeks

AAS=Adult attachment scale; ADAS=Alxheimer’s Disease Assesment Scale; ASI= Addition severity
index; AUDIT=Alcohol use disorders identification test; BAlI= Beck Anxiety Index; BSL=Borderline
symptom list; CAPS= Clinician-administered PTSD symptom scale; CBT= cognitive behavioural therapy;
CI= confidence interval; CES-D= Centre of Epidemiological Studies-Depression; CIDI-PTSD=;
DARS=Drug and alcohol recovery service; DES= Dissociative Experiences Scales; DTS=Davidson
Trauma Scale; GAF= Global assessment of functioning; HAM-A/D= Hamilton Rating Scale-
Anxiety/Depression; HSCL-25= Hopkins Symptom Checklist-25; HTQ= Harvard Trauma Questionnaire;
IES-R= Impact of Event Scale-Revised;, MADRS=Montgomery-Asberg Depression Rating Scale;
MPSS= Modified PTSD symptom scale; PSS-I/SR= PTSD symptom scale-interview/self-report; PCL=
PTSD checklist; PDS= Post-traumatic Diagnositic Scale; PTSD= post-traumatic stress disorder; RR=
risk ratio; SADQ=Severity of alcohol dependence questionnaire; SAS= Social Adjustment Scale; SF-
12=Short form-12; SI-PTSD= Structured interview for PTSD; SMD= standardised mean difference;
STAI= State-Trait Anxiety Inventory; TAU=Treatment as usual; TLFB=Alcohol timeline followback;

' Risk of bias is high or unclear across multiple domains

2 Considerable heterogeneity (12>80%)

3 Substantial heterogeneity (12=50-80%,

4 OIS not met (N<400)

% Data is not reported/cannot be extracted for all outcomes

6 95% CI crosses both line of no effect and threshold for clinically important effect

7 OIS not met (events<300)

895% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

73
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Table 14: Summary clinical evidence profile: Trauma-focused CBT (+/- TAU)
versus eye movement desensitisation and reprocessing (EMDR; +/-

PTSD
symptomatolo
gy self-rated at
endpoint
IES/IES-
R/PSS-SR
change score
Follow-up: 6-
10 weeks

PTSD
symptomatolo
gy self-rated at
3-month
follow-up
PSS-SR
change score
Follow-up:
mean 13
weeks

PTSD
symptomatolo
gy self-rated at
6-month
follow-up
PSS-SR
change score
Follow-up:
mean 26
weeks

PTSD
symptomatolo
gy clinician-
rated at
endpoint
CAPS/SI-
PTSD change
score
Follow-up: 6-
16 weeks
PTSD
symptomatolo
gy clinician-

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

TAU) for delayed treatment (>3 months)

The mean PTSD
symptomatology
self-rated at
endpoint in the
intervention
groups was

0.6 standard
deviations higher
(0.27 lower to
1.48 higher)

The mean PTSD
symptomatology
self-rated at 3-
month follow-up in
the intervention
groups was

0.41 standard
deviations lower
(1.13 lower to
0.32 higher)

The mean PTSD
symptomatology
self-rated at 6-
month follow-up in
the intervention
groups was

0.46 standard
deviations lower
(1.11 lower to
0.18 higher)

The mean PTSD
symptomatology
clinician-rated at
endpoint in the
intervention
groups was

0.2 standard
deviations higher
(0.23 lower to
0.63 higher)

The mean PTSD
symptomatology
clinician-rated at

74

139
(4 studies)

30
(1 study)

38
(1 study)

204
(5 studies)

30
(1 study)

very
Iow1 2,3

low!:3

low!:3
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low" 34

low!3
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rated at 3-
month follow-
up

CAPS change
score
Follow-up:
mean 13
weeks

PTSD
symptomatolo
gy clinician-
rated at 6-
month follow-
up

CAPS change
score
Follow-up:
mean 26
weeks

Remission at 695 per
endpoint 1000
Number of

people no

longer meeting
diagnostic

criteria or no

longer above

clinical

threshold on

scale for

PTSD

Follow-up: 6-8

weeks

Remission at 211 per
3-month 1000
follow-up

Number of

people no

longer above

clinical

threshold on

scale for

PTSD

Follow-up:

mean 13

weeks

PTSD: evidence reviews for psychological, psychosocial and other non-

3-month follow-up
in the intervention
groups was

0.25 standard
deviations lower
(0.97 lower to

0.47 higher)
The mean PTSD 38
symptomatology (1 study)
clinician-rated at
6-month follow-up
in the intervention
groups was
0.07 standard
deviations lower
(0.7 lower to 0.57
higher)
584 per 1000 RR 230
(243 to 1000) 0.84 (4 studies)
(0.35to
2.04)
318 per 1000 RR 41
(109 to 922) 1.51 (1 study)
(0.52 to
4.38)

75
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Remission at 600 per
6-month 1000
follow-up

Number of

people no

longer meeting
diagnostic

criteria for

PTSD

Follow-up:

mean 26

weeks

Response 436 per
self-rated at 1000
endpoint

Number of

people

showing

clinically

significant
improvement

based on

reliable

change

indices (RCI)

on IES

Follow-up:

mean 10

weeks

Response 256 per
self-rated at 1000
15-month

follow-up

Number of

people

showing

clinically

significant
improvement

based on

reliable

change

indices (RCI)

on IES

Follow-up:

mean 65

weeks

828 per 1000
(570 to 1000)

244 per 1000
(126 to 475)

162 per 1000
(67 to 403)

1 .38 (1 study)
(0.95 to
2)

RR 76

0.56 (1 study)
(0.29 to

1.09)

RR 76

0.63 (1 study)
(0.26 to

1.57)

low!:3

very
Iow1 ,3,6

very
Iow1 ,5,6
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Dissociative
symptoms at
endpoint
DES/CAPS
dissociation
cluster change
score
Follow-up:
mean 6 weeks

Dissociative
symptoms at
3-month
follow-up
CAPS
dissociation
cluster change
score
Follow-up:
mean 13
weeks

Dissociative
symptoms at
6-month
follow-up
DES change
score
Follow-up:
mean 26
weeks

Anxiety
symptoms at
endpoint
STAI
State/HADS-
A/HAM-A
change score
Follow-up: 6-
16 weeks

Anxiety
symptoms at
6-month
follow-up
STAI State
change score

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean
dissociative
symptoms at
endpoint in the
intervention
groups was

0.41 standard
deviations higher
(0.36 lower to
1.18 higher)

The mean
dissociative
symptoms at 3-
month follow-up in
the intervention
groups was

0 standard
deviations higher
(0.72 lower to
0.72 higher)

The mean
dissociative
symptoms at 6-
month follow-up in
the intervention
groups was

0.47 standard
deviations higher
(0.17 lower to
1.12 higher)

The mean anxiety
symptoms at
endpoint in the
intervention
groups was

0.62 standard
deviations higher
(0.33t0 0.9
higher)

The mean anxiety
symptoms at 6-
month follow-up in
the intervention
groups was

0.21 standard

77

(2 studies)

30
(1 study)

38
(1 study)

202
(4 studies)

38
(1 study)

very
low?:3:4

very low':5

low!:3
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low' 67

low!3
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Follow-up: deviations lower
mean 26 (0.85 lower to
weeks 0.43 higher)
Depression The mean 232
symptoms at depression (5 studies) very
endpoint symptoms at low!:46.7
BDI/BDI- endpoint in the
[I/HADS- intervention
D/MADRS groups was
change score 0.53 standard
Follow-up: 6- deviations higher
16 weeks (0.19 to 0.86

higher)
Depression The mean 30
symptoms at depression (1 study) very low'5
3-month symptoms at 3-
follow-up month follow-up in
BDI change the intervention
score groups was
Follow-up: 0.22 standard
mean 13 deviations higher
weeks (0.5 lower to 0.93

higher)
Depression The mean 38
symptoms at depression (1 study) low™3
6-month symptoms at 6-
follow-up month follow-up in
BDI change the intervention
score groups was
Follow-up: 0.48 standard
mean 26 deviations higher
weeks (0.17 lower to

1.13 higher)
Functional The mean 48
impairment functional (1 study) very
SDS change impairment in the low?-8:7
score intervention
Follow-up: groups was
mean 10 0.66 standard
weeks deviations higher

(0.07 to 1.25

higher)
Discontinuatio 230 per 317 per 1000 RR 346
n 1000 (225 to 446) 1.38 (6 studies) low"3
Number of (0.98 to
participants 1.94)

78
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lost to follow-
up for any
reason
Follow-up: 6-
16 weeks

BDI=Beck Depression Inventory; CAPS= Clinician-administered PTSD symptom scale; CBT= cognitive
behavioural therapy; Cl= confidence interval; DES= Dissociative Experiences Scales; EMDR=Eye
movement desensitisation and reprocessing; HADS-A/D=; HAM-A= Hamilton Rating Scale for Anxiety;
IES-R=Impact of Event Scale-Revised; MADRS= Montgomery-Asberg Depression Rating Scale; PSS-
SR= PTSD symptom scale-self-report; PTSD= post-traumatic stress disorder; RR= risk ratio; SDS=Self-
rating Depression Scale; SI-PTSD=; STAI= Structured interview for PTSD; SMD=Standardised mean

difference; TAU=Treatment as usual

! Risk of bias is high or unclear across multiple domains
2 Considerable heterogeneity (12>80%)

395% ClI crosses both line of no effect and threshold for clinically important effect
4 Substantial heterogeneity (12=50-80%)
5 95% Cl crosses line of no effect and threshold for both clinically important benefit and clinically

important harm

6 Data is not reported/cannot be extracted for all outcomes
7 OIS not met (N<400)

Table 15: Summary clinical evidence profile: Trauma-focused CBT (+/-TAU)
versus non-trauma-focused CBT (+/- TAU) for delayed treatment (>3
months)

PTSD
symptomatolo
gy self-rated
at 1-month
follow-up

PCL change
score
Follow-up:
mean 4 weeks

PTSD
symptomatolo
gy self-rated
at 3-month

The mean PTSD
symptomatology
self-rated at 1-
month follow-up
in the intervention
groups was

0.02 standard
deviations higher
(0.37 lower to
0.42 higher)

The mean PTSD
symptomatology
self-rated at 3-

month follow-up

79

(1 study) very low"23
98
(1 study) very low"34
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follow-up
PCL change
score
Follow-up:
mean 13
weeks

PTSD
symptomatolo
gy self-rated
at 6-month
follow-up

PCL change
score
Follow-up:
mean 26
weeks

PTSD
symptomatolo
gy clinician-
rated at
endpoint
PSS-I change
score
Follow-up:
mean 5 weeks

PTSD
symptomatolo
gy clinician-
rated at 1-3
month follow-
up

CAPS change
score
Follow-up: 4-
13 weeks

PTSD
symptomatolo
gy clinician-
rated at 6-
month follow-
up

CAPS change
score
Follow-up:
mean 26
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

in the intervention
groups was

0.16 standard
deviations higher
(0.24 lower to
0.56 higher)

The mean PTSD
symptomatology
self-rated at 6-
month follow-up
in the intervention
groups was

0.21 standard
deviations higher
(0.2 lower to 0.62
higher)

The mean PTSD
symptomatology
clinician-rated at
endpoint in the
intervention
groups was

0.47 standard
deviations higher
(0.35 lower to 1.3
higher)

The mean PTSD
symptomatology
clinician-rated at
1-3 month follow-
up in the
intervention
groups was

0.53 standard
deviations lower
(1.35 lower to 0.3
higher)

The mean PTSD
symptomatology
clinician-rated at
6-month follow-up
in the intervention
groups was

1.36 standard
deviations lower
(2.31t0 0.41
lower)

80

93
(1 study)

24
(1 study)

121
(2 studies)

22
(1 study)

very low':3+4

very low!3+4

very
Iow1,3,4,5

very low':23
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Remission at 412 per 284 per 1000 RR0.69 31
endpoint 1000 (103 to 778) (0.25to0 (1 study) very low'36
Number of 1.89)

people no

longer

meeting

diagnostic

criteria for

PTSD

Follow-up:

mean 5 weeks

Remission at 0 per 1000 0 per 1000 RR6.12 28
1-month (0 to 0) (0.35t0 (1 study) very low'36
follow-up 108.58)
Number of

people no

longer

meeting

diagnostic

criteria for

PTSD

Follow-up:

mean 4 weeks

Remission at 154 per 134 per 1000 RR 0.87 28
6-month 1000 (22 to 818) (0.14to (1 study) very low"36
follow-up 5.32)
Number of

people no

longer

meeting

diagnostic

criteria for

PTSD

Follow-up:

mean 26

weeks

Remission at 154 per 200 per 1000 RR 1.3 28
1-year follow- 1000 (40 to 1000) (0.26to (1 study) very low':36
up 6.62)
Number of

people no

longer

meeting

diagnostic

criteria for

PTSD

Follow-up:

mean 52

weeks
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Response 588 per 288 per 1000 RR0.49 31
clinician-rated 1000 (112 to 718) (0.19to (1 study) very low!34
at endpoint 1.22)
Number of
people
showing
clinically
significant
improvement
based on
reliable
change
indices (RCI)
on PSS-|
Follow-up:
mean 5 weeks
Anxiety The mean anxiety 24
symptoms symptoms in the (1 study) very low"36
STAI State intervention
change score groups was
Follow-up: 0.09 standard
mean 5 weeks deviations higher
(0.72 lower to 0.9
higher)
Depression The mean 24
symptoms at depression (1 study) very low':34
endpoint symptoms at
BDI change endpoint in the
score intervention
Follow-up: groups was
mean 5 weeks 0.39 standard
deviations higher
(0.43 lower to
1.21 higher)
Depression The mean 119
symptoms at depression (2 studies) very
1-month symptoms at 1- low?3:4.5
follow-up month follow-up
BDI/HAMD in the intervention
change score groups was
Follow-up: 0.48 standard
mean 4 weeks deviations lower
(1.3 lower to 0.33
higher)
Depression The mean 98
symptoms at depression (1 study) very low':34
3-month symptoms at 3-
follow-up month follow-up

PTSD: evidence reviews for psychological, psychosocial and other non-

82
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BDI change
score
Follow-up:
mean 13
weeks

Depression
symptoms at
6-month
follow-up
BDI/HAMD
change score
Follow-up:
mean 26
weeks

Sleeping
difficulties - 1-
month follow-
up

PSQI change
score
Follow-up:
mean 4 weeks

Sleeping
difficulties - 3-
month follow-
up

PSQI change
score
Follow-up:
mean 13
weeks

Sleeping
difficulties - 6-
month follow-
up

PSQI change
score
Follow-up:
mean 26
weeks

Quality of life -
1-month

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

in the intervention

groups was
0.26 standard
deviations lower
(0.66 lower to
0.14 higher)

The mean
depression
symptoms at 6-
month follow-up

in the intervention

groups was
0.7 standard
deviations lower
(1.84 lower to
0.45 higher)

The mean
sleeping
difficulties - 1-
month follow-up

in the intervention

groups was

0.1 standard
deviations lower
(0.5 lower to 0.3
higher)

The mean
sleeping
difficulties - 3-
month follow-up

in the intervention

groups was
0.12 standard

deviations higher

(0.27 lower to
0.52 higher)

The mean
sleeping
difficulties - 6-
month follow-up

in the intervention

groups was
0.17 standard
deviations lower
(0.57 lower to
0.23 higher)

The mean quality

of life - 1-month

83

114
(2 studies)

97
(1 study)

100
(1 study)

99
(1 study)

95
(1 study)

very

[ow!:345

very low!3+4

very low"3+4

very low':34

very low?:23
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follow-up follow-up in the

SF-36 MH intervention

change score groups was

Follow-up: 0.56 standard

mean 4 weeks deviations higher

Better (015 to 0.97

indicated by higher)

higher values

Quality of life - The mean quality 97
3-month of life - 3-month (1 study) very low':34
follow-up follow-up in the

SF-36 MH intervention

change score groups was

Follow-up: 0.24 standard

mean 13 deviations higher

weeks (0.16 lower to

Better 0.64 higher)

indicated by

higher values

Quality of life - The mean quality 91
6-month of life - 6-month (1 study) very low':34
follow-up follow-up in the

SF-36 MH intervention

change score groups was

Follow-up: 0.29 standard

mean 26 deviations higher

weeks (0.13 lower to

Better 0.71 higher)

indicated by

higher values

Discontinuatio 140 per 260 per 1000 RR1.86 183
n 1000 (141 to 479) (1.01to (3 studies) low"”
Number of 3.43)
participants

lost to follow-

up for any

reason

Follow-up: 5-

13 weeks

BDI=Beck Depression Inventory; CAPS=Clinician-administered PTSD scale; CBT=cognitive behavioural
therapy; Cl=confidence interval; HAMD=Hamilton depression scale; PCL=PTSD checklist; PSS-I=PTSD
Symptom Scale-Interview; PSQI=Pittsburgh Sleep Quality Index; PTSD=post-traumatic stress disorder;
RR=risk ratio; SF-36=Short form 36, SMD=standardised mean difference; STAI=State-Trait Anxiety
Inventory; TAU=treatment as usual

' Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Data is not reported/cannot be extracted for all outcomes

495% ClI crosses both line of no effect and threshold for clinically important effect

5 Substantial heterogeneity (12=50-80%)

84
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6 95% Cl crosses line of no effect and threshold for both clinically important benefit and clinically

important harm

7 OIS not met (events<300)

Table 16: Summary clinical evidence profile: Trauma-focused CBT (+/- TAU)

PTSD

symptomatolo
gy self-rated
at endpoint
PCL/PDS/PSS
-SR change
score
Follow-up: 3-
16 weeks
PTSD
symptomatolo
gy self-rated
at 2-4 month
follow-up
PCL/PDS/PSS
-SR change
score
Follow-up: 8-
17 weeks
PTSD
symptomatolo
gy self-rated
at 6-8 month
follow-up
PCL/PDS/PSS
-SR change
score
Follow-up: 26-
34 weeks

PTSD
symptomatolo
gy self-rated
at 1-year
follow-up
PCL/PDS
change score
Follow-up:
mean 52
weeks

PTSD
symptomatolo
gy self-rated
at 2-year
follow-up

PCL change

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean PTSD
symptomatology
self-rated at
endpoint in the
intervention groups
was

0.58 standard
deviations lower
(1.11 to 0.05 lower)

The mean PTSD
symptomatology
self-rated at 2-4
month follow-up in
the intervention
groups was

0.38 standard
deviations lower
(0.81 lower to 0.05
higher)

The mean PTSD
symptomatology
self-rated at 6-8
month follow-up in
the intervention
groups was

0.3 standard
deviations lower
(0.83 lower to 0.24
higher)

The mean PTSD
symptomatology
self-rated at 1-year
follow-up in the
intervention groups
was

0.91 standard
deviations lower
(2.78 lower to 0.95
higher)

The mean PTSD
symptomatology
self-rated at 2-year
follow-up in the
intervention groups
was

85

versus counselling (+/- TAU) for delayed treatment (>3 months)

277
(6 studies)

434
(5 studies)

392
(4 studies)

79
(2 studies)

39
(1 study)

very low?:23

very
low1:2:45

very low'#6

very
Iow1,5,6,7

very low'4?%
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score
Follow-up:
mean 104
weeks

PTSD
symptomatolo
gy clinician-
rated at
endpoint
CAPS/PSS-I
change score
Follow-up: 5-
16 weeks
PTSD
symptomatolo
gy clinician-
rated at 3-
month follow-
up

CAPS change
score
Follow-up:
mean 13
months

PTSD
symptomatolo
gy clinician-
rated at 6-
month follow-
up

CAPS change
score
Follow-up:
mean 26
months

PTSD
symptomatolo
gy clinician-
rated at 1-year
follow-up
CAPS/PSS-
I/CIDI-PTSD
change score
Follow-up:
mean 52
weeks

PTSD
symptomatolo
gy clinician-
rated at 2-year
follow-up

0.54 standard
deviations lower
(1.18 lower to 0.11
higher)

The mean PTSD
symptomatology
clinician-rated at
endpoint in the
intervention groups
was

1.04 standard
deviations lower
(1.73 to 0.36 lower)

The mean PTSD
symptomatology
clinician-rated at 3-
month follow-up in
the intervention
groups was

0.89 standard
deviations lower
(1.42 to 0.37 lower)

The mean PTSD
symptomatology
clinician-rated at 6-
month follow-up in
the intervention
groups was

0.85 standard
deviations lower
(1.2 to 0.49 lower)

The mean PTSD
symptomatology
clinician-rated at 1-
year follow-up in
the intervention
groups was

1.62 standard
deviations lower
(2.87 to 0.38 lower)

The mean PTSD
symptomatology
clinician-rated at 2-
year follow-up in
the intervention

86

321

(6 studies) very
Iow1,3,5,6

184

(3 studies) very low'?23

132
(2 studies) low1-3

109

(3 studies) very
Iow1,3,5,6

39

(1 study)  very low'45
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CAPS change groups was

score 0.53 standard

Follow-up: deviations lower

mean 104 (1.17 lower to 0.12

weeks higher)

Remission at 300 per 489 per 1000 RR 1.63 320
endpoint 1000 (375 to 639) (1.25to (6 studies) low'8
Number of 2.13)

people no

longer

meeting

diagnostic

criteria or no

longer above

threshold on a

scale for

PTSD

Follow-up: 5-

16 weeks

Remission at 250 per 670 per 1000 RR 2.68 100
3-month 1000 (322 to 1000) (1.29to (2 studies) very
follow-up 5.59) low'258
Number of

people no

longer

meeting

diagnostic

criteria or no

longer above

threshold on a

scale for

PTSD

Follow-up:

mean 13

weeks

Remission at 279 per 457 per 1000 RR 1.64 472
6-8 month 1000 (307 to 680) (1.1 to (5 studies) very low'28
follow-up 2.44)

Number of

people no

longer

meeting

diagnostic

criteria or no

longer above

threshold on a

scale for

PTSD

Follow-up: 26-

34 weeks

87
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Remission at 375 per
1-year follow- 1000
up

Number of

people no

longer

meeting

diagnostic

criteria for

PTSD

Follow-up:

mean 52

weeks

Response 143 per
clinician-rated 1000
Number of

people

showing

clinically

significant
improvement

on PSS-|

based on

reliable

change

indices (RCI)
Follow-up:

mean 5 weeks

Anxiety
symptoms at
endpoint
BAI/STAI
State/BSI
Anxiety/HAM-
A change
score
Follow-up: 5-
16 weeks

Anxiety
symptoms at
3-month
follow-up
BAI/STAI
State change
score
Follow-up:
mean 13
weeks

Anxiety
symptoms at
6-8 month

698 per 1000
(446 to 1000)

286 per 1000
(61 to 1000)

The mean anxiety
symptoms at
endpoint in the
intervention groups
was

0.93 standard
deviations lower
(1.2 to 0.67 lower)

The mean anxiety
symptoms at 3-
month follow-up in
the intervention
groups was

0.7 standard
deviations lower
(1 to 0.4 lower)

The mean anxiety
symptoms at 6-8
month follow-up in

88

RR1.86 70
(1.19to (2 studies) very low':>8
2.91)
RR 2 28
(0.43to  (1study)  verylow!57
9.21)
358
(8 studies) low"3
184
(3 studies) low"?3
228
(4 studies) low!"?3
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follow-up
BAI/STAI
State/HAM-A
change score

Follow-up: 26-

34 weeks

Anxiety
symptoms at
1-year follow-
up

STAI State
change score
Follow-up:
mean 52
weeks

Anxiety
symptoms at
2-year follow-
up

STAI State
change score
Follow-up:
mean 104
weeks

Depression
symptoms at
endpoint
BDI/BDI-
[I/BDI-13/BSI
Depression
change score
Follow-up: 5-
16 weeks
Depression
symptoms at
3-month
follow-up
BDI/BDI-II
change score
Follow-up:
mean 13
weeks

Depression
symptoms at
6-8 month
follow-up
BDI-II/BDI-13
change score

Follow-up: 26-

34 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

the intervention
groups was

0.81 standard
deviations lower
(1.2to 0.41 lower)

The mean anxiety
symptoms at 1-year
follow-up in the
intervention groups
was

0.88 standard
deviations lower
(1.45 to 0.3 lower)

The mean anxiety
symptoms at 2-year
follow-up in the
intervention groups
was

0.72 standard
deviations lower
(1.38 to 0.07 lower)

The mean
depression
symptoms at
endpoint in the
intervention groups
was

0.42 standard
deviations lower
(0.68 to 0.17 lower)

The mean
depression
symptoms at 3-
month follow-up in
the intervention
groups was

0.15 standard
deviations lower
(0.44 lower to 0.14
higher)

The mean
depression
symptoms at 6-8
month follow-up in
the intervention
groups was

0.46 standard

89

52
(1 study)

39
(1 study)

358
(8 studies)

184
(3 studies)

228
(4 studies)

very low'35

very low"35

low!:3

low!:3

low!:3
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Depression
symptoms at
1-year follow-
up

BDI change
score
Follow-up:
mean 52
weeks

Depression
symptoms at
2-year follow-
up

BDI change
score
Follow-up:
mean 104
weeks

Functional
impairment -
Endpoint
SDS change
score
Follow-up:
mean 14
weeks

Functional
impairment -
3-month
follow-up
SDS change
score
Follow-up:
mean 13
weeks

Functional
impairment -
6-month
follow-up
SDS change
score
Follow-up:
mean 26
weeks

Global
functioning -

PTSD: evidence reviews for psychological, psychosocial and other non-
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deviations lower
(0.73 to 0.19 lower)

The mean
depression
symptoms at 1-year
follow-up in the
intervention groups
was

0.09 standard
deviations lower
(0.63 lower to 0.46
higher)

The mean
depression
symptoms at 2-year
follow-up in the
intervention groups
was

0.23 standard
deviations lower
(0.87 lower to 0.4
higher)

The mean
functional
impairment -
endpoint in the
intervention groups
was

0.92 standard
deviations lower
(1.45 to 0.39 lower)

The mean
functional
impairment - 3-
month follow-up in
the intervention
groups was

1.01 standard
deviations lower
(1.55 to 0.48 lower)

The mean
functional
impairment - 6-
month follow-up in
the intervention
groups was

0.92 standard
deviations lower
(1.44 to 0.39 lower)

The mean global
functioning -

90

52
(1 study)

39
(1 study)

61
(1 study)

61
(1 study)

61
(1 study)

54
(1 study)

very low'#>

very low'#?>

low!:3

low!:3

low!:3

very low"3?5
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Endpoint
GAF change
score
Follow-up:
mean 12
weeks

Better
indicated by
higher values

Global
functioning -
3-month
follow-up
GAF change
score
Follow-up:
mean 13
weeks

Better
indicated by
higher values

Global
functioning -
1-year follow-
up

GAF change
score
Follow-up:
mean 52
weeks

Better
indicated by
higher values

Global
functioning -
2-year follow-
up

GAF change
score
Follow-up:
mean 104
weeks

Better
indicated by
higher values

Relationship
difficulties -
Endpoint

IIP change
score
Follow-up:

PTSD: evidence reviews for psychological, psychosocial and other non-
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endpoint in the
intervention groups
was

1.55 standard
deviations higher
(0.94 to 2.17
higher)

The mean global
functioning - 3-
month follow-up in
the intervention
groups was

1.1 standard
deviations higher
(0.51t0 1.68
higher)

The mean global
functioning - 1-year
follow-up in the
intervention groups
was

0.68 standard
deviations higher
(0.12t0 1.25
higher)

The mean global
functioning - 2-year
follow-up in the
intervention groups
was

0.37 standard
deviations higher
(0.27 lower to 1.01
higher)

The mean
relationship
difficulties -
endpoint in the
intervention groups
was

91

52
(1 study)

52
(1 study)

39
(1 study)

71
(1 study)

very low':3

very low'35

very low'#5

low’4



DRAFT FOR CONSULTATION

Psychological, psychosocial and other non-pharmacological interventions for the treatment of

PTSD in adults

mean 16
weeks

Relationship
difficulties - 3-
month follow-
up

IIP change
score
Follow-up:
mean 13
weeks

Relationship
difficulties - 6-
month follow-
up

IIP change
score
Follow-up:
mean 26
weeks

Quality of life
at endpoint
QOLI/Q-LES-
Q-SF/SF-12
change score
Follow-up: 3-
16 weeks
Better
indicated by
higher values

Quality of life
at 3-4 month
follow-up
Q-LES-Q-
SF/SF-12
change score
Follow-up: 13-
17 weeks
Better
indicated by
higher values

Quality of life
at 6-month
follow-up
Q-LES-Q-SF
change score
Follow-up:
mean 26
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
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0.12 standard
deviations lower
(0.58 lower to 0.35
higher)

The mean
relationship
difficulties - 3-
month follow-up in
the intervention
groups was

0.98 standard
deviations lower
(1.48 to 0.49 lower)

The mean
relationship
difficulties - 6-
month follow-up in
the intervention
groups was

0.89 standard
deviations lower
(1.38 to 0.4 lower)

The mean quality of
life at endpoint in
the intervention
groups was

0.7 standard
deviations higher
(0.39 to 1.01
higher)

The mean quality of
life at 3-4 month
follow-up in the
intervention groups
was

0.89 standard
deviations higher
(0.21 to 1.56
higher)

The mean quality of
life at 6-month
follow-up in the
intervention groups
was

0.86 standard
deviations higher

92

71
(1 study)

71
(1 study)

175

(3 studies) very low'35

89

(2 studies) very low'23

61
(1 study)

low!:3

low!:3

low!:3
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Better
indicated by
higher values

Quality of life
at 1-year
follow-up
SF-12 change
score
Follow-up:
mean 52
weeks

Better
indicated by
higher values

Discontinuatio
n

Number of
participants
lost to follow-
up for any
reason
Follow-up: 3-
16 weeks

(0.33t0 1.38
higher)

The mean quality of
life at 1-year follow-
up in the
intervention groups
was

1.3 standard
deviations higher

(0.4510 2.14

higher)

269 per 1000 RR 0.89
(202 to 354) (0.67 to

1.17)

27
(1 study) very low"35%

754
(11 low’4
studies)

BAI=Beck Depression Inventory; BDI=Beck Depression Inventory; BSI=Brief Symptom Inventory;
CAPS=Clinician-administered PTSD scale; Cl=confidence interval; CIDI-PTSD=Composite International
Diagnostic Interview-PTSD; GAF=Global Assessment of functioning; HAM-A=Hamilton anxiety rating
scale; lIP=Inventory of Interpersonal problems; PCL=PTSD checklist; PDS=PTSD Diagnostic Scale;
PSS-I/SR=PTSD symptom scale-interview/self-report; PTSD=post-traumatic stress disorder; RR=risk
ratio; SDS=Sheehan Disability Scale; SF-12=Short form-12; SMD=standardised mean difference;
STAI=State-Trait Anxiety Inventory; Q-LES-Q-SF=Quality of Life Enjoyment and Statisfaction
Questionnaires; QOLI=Quality of life inventory

! Risk of bias is high or unclear across multiple domains
2 Substantial heterogeneity (12=50-80%)

3 OIS not met (N<400)

4 95% Cl crosses both line of no effect and threshold for clinically important effect
5 Data is not reported/cannot be extracted for all outcomes
6 Considerable heterogeneity (12>80%)

795% Cl crosses line of no effect and threshold for both clinically important benefit and clinically

important harm

8 OIS not met (events<300)
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Table 17: Summary clinical evidence profile: Trauma-focused CBT (+/- TAU)
versus present-centered therapy (+/- TAU) for delayed treatment (>3

PTSD
symptomatolo
gy self-rated
at endpoint
PCL change
score
Follow-up: 10-
30 weeks

PTSD
symptomatolo
gy self-rated
at 2-3 month
follow-up

PCL change
score
Follow-up: 8-
13 weeks

PTSD
symptomatolo
gy self-rated
at 4-month
follow-up

PCL change
score
Follow-up:
mean 17
weeks

PTSD
symptomatolo
gy self-rated
at 6-month
follow-up

PCL change
score
Follow-up:
mean 26
weeks

PTSD
symptomatolo
gy clinician-
rated at
endpoint
CAPS change

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean PTSD
symptomatology
self-rated at
endpoint in the
intervention groups
was

1.29 standard
deviations lower
(2.59 lower to 0.02
higher)

The mean PTSD
symptomatology
self-rated at 2-3
month follow-up in
the intervention
groups was

2.83 standard
deviations lower
(6.62 lower to 0.97
higher)

The mean PTSD
symptomatology
self-rated at 4-
month follow-up in
the intervention
groups was

0.26 standard
deviations lower
(0.7 lower to 0.17
higher)

The mean PTSD
symptomatology
self-rated at 6-
month follow-up in
the intervention
groups was

2.43 standard
deviations lower
(5.8 lower to 0.94
higher)

The mean PTSD
symptomatology
clinician-rated at
endpoint in the
intervention groups
was

94

766
(4 studies)

370
(2 studies)

86
(1 study)

370
(2 studies)

970
(6 studies)

very low!23

very low':24

very low'3

very low’24

very low'2
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score
Follow-up: 10-
30 weeks

PTSD
symptomatolo
gy clinician-
rated at 1-3
month follow-
up

CAPS change
score
Follow-up: 4-
13 weeks
PTSD
symptomatolo
gy clinician-
rated at 4-
month follow-
up

CAPS change
score
Follow-up:
mean 17
weeks

PTSD
symptomatolo
gy clinician-
rated at 6-
month follow-
up

CAPS change
score
Follow-up:
mean 26
weeks

Remission at
endpoint
Number of
people no
longer
meeting
diagnostic
criteria for
PTSD
Follow-up: 10-
20 weeks

Remission at
1-3 month
follow-up

224 per
1000

288 per
1000

0.65 standard
deviations lower
(1.17 to 0.14 lower)

The mean PTSD
symptomatology
clinician-rated at 1-3
month follow-up in
the intervention
groups was

0.91 standard
deviations lower
(1.7 to 0.13 lower)

The mean ptsd
symptomatology
clinician-rated at 4-
month follow-up in
the intervention
groups was

1.6 standard
deviations lower
(2.1 to 1.1 lower)

The mean PTSD
symptomatology
clinician-rated at 6-
month follow-up in
the intervention
groups was

0.55 standard
deviations lower
(1.04 to 0.06 lower)

323 per 1000
(218 to 478)

410 per 1000
(323 to 519)

95

RR 1.44
(0.97 to
2.13)

RR 1.42
(1.12to
1.8)

602

(4 studies) very low"2
86

(1 study) very low'5
602

(4 studies) very low"2
531

(3 studies) very low":36
516

(3 studies) low"7
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Number of

people no

longer

meeting

diagnostic

criteria for

PTSD

Follow-up: 4-

13 weeks

Remission at 331 per 394 per 1000 RR1.19 516
6-month 1000 (281 to 556) (0.85to (3 studies) very low'36
follow-up 1.68)
Number of

people no

longer

meeting

diagnostic

criteria for

PTSD

Follow-up:

mean 26

weeks

Response 452 per 519 per 1000 RR 1.15 680
clinician-rated 1000 (447 to 601) (0.99to (3 studies) low'3
at endpoint 1.33)

Number of

people

showing

clinically

significant

improvement

based on

reliable

change

indices (RCI)

on PSS-l/at

least 10-point

improvement

on CAPS

Follow-up: 10-

30 weeks

Response 713 per 777 per 1000 RR 1.09 284

clinician-rated 1000 (678 to 892) (0.95to0 (1 study) moderate?®
at 3-month 1.25)

follow-up

Number of

people

showing at

least 10-point

improvement
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Follow-up:
mean 13
weeks
Response 685 per 685 per 1000 RR 1 284
clinician-rated 1000 (589 to 802) (0.86to (1 study) moderate’
at 6-month 1.17)
follow-up
Number of
people
showing at
least 10-point
improvement
on CAPS
Follow-up:
mean 26
weeks
Dissociative The mean 51
symptoms - dissociative (1 study) very low'36
Endpoint (ITT symptoms -
analysis) endpoint (itt
DES change analysis) in the
score intervention groups
Follow-up: was
mean 20 0.34 standard
weeks deviations higher

(0.22 lower to 0.89

higher)
Dissociative The mean 34
symptoms - 3- dissociative (1 study) very low':36
month follow- symptoms - 3-
up (completer month follow-up
analysis) (completer analysis)
DES change in the intervention
score groups was
Follow-up: 0.47 standard
mean 13 deviations lower
weeks (1.15 lower to 0.21

higher)
Dissociative The mean 34
symptoms - 6- dissociative (1 study) very low'36
month follow- symptoms - 6-
up (completer month follow-up
analysis) (completer analysis)
DES change in the intervention
score groups was
Follow-up: 0.6 standard
mean 26 deviations lower
weeks (1.29 lower to 0.09

higher)
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Anxiety
symptoms at
endpoint
BAI/STAI
State/BSI
Anxiety
change score
Follow-up: 10-
20 weeks

Anxiety
symptoms at
3-month
follow-up
BAI/STAI
State change
score
Follow-up:
mean 13
weeks

Anxiety
symptoms at
6-month
follow-up
BAI/STAI
State change
score
Follow-up:
mean 26
weeks

Depression
symptoms at
endpoint
BDI/BDI-
[I/QIDS/BSI
Depression
change score
Follow-up: 10-
20 weeks

Depression
symptoms at
2-3 month
follow-up
BDI/BDI-
[I/QIDS
change score
Follow-up: 8-
13 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean anxiety
symptoms at
endpoint in the
intervention groups
was

0.09 standard
deviations lower
(0.6 lower to 0.42
higher)

The mean anxiety
symptoms at 3-
month follow-up in
the intervention
groups was

0.16 standard
deviations lower
(0.43 lower to 0.11
higher)

The mean anxiety
symptoms at 6-
month follow-up in
the intervention
groups was

0.09 standard
deviations lower
(0.26 lower to 0.08
higher)

The mean
depression
symptoms at
endpoint in the
intervention groups
was

0.44 standard
deviations lower
(1.18 lower to 0.29
higher)

The mean
depression
symptoms at 2-3
month follow-up in
the intervention
groups was

0.77 standard
deviations lower
(1.34 to 0.19 lower)
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604
(4 studies)

516
(3 studies)

516
(3 studies)

690
(5 studies)

602
(4 studies)

very
low1236

low6

moderate’

very
low1236

very low'2



DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of

PTSD in adults

Depression
symptoms at
4-month
follow-up
QIDS change
score
Follow-up:
mean 17
weeks

Depression
symptoms at
6-month
follow-up
BDI/BDI-
[I/QIDS
change score
Follow-up:
mean 26
weeks

Emotional and
behavioural
problems:
Anger -
Endpoint (ITT
analysis)
STAXI change
score
Follow-up:
mean 20
weeks

Emotional and
behavioural
problems:
Anger - 3-
month follow-
up (completer
analysis)
STAXI change
score
Follow-up:
mean 13
weeks

Emotional and
behavioural
problems:
Anger - 6-
month follow-
up (completer

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean
depression
symptoms at 4-
month follow-up in
the intervention
groups was

2.13 standard
deviations lower
(2.67 to 1.59 lower)

The mean
depression
symptoms at 6-
month follow-up in
the intervention
groups was

1.23 standard
deviations lower
(2.2 to 0.27 lower)

The mean
emotional and
behavioural
problems: anger -
endpoint (itt
analysis) in the
intervention groups
was

0.41 standard
deviations lower
(0.97 lower to 0.15
higher)

The mean
emotional and
behavioural
problems: anger - 3-
month follow-up
(completer analysis)
in the intervention
groups was

0.02 standard
deviations higher
(0.65 lower to 0.7
higher)

The mean
emotional and
behavioural
problems: anger - 6-
month follow-up
(completer analysis)

99

( 1 study)

602
(4 studies)

51
(1 study)

34
(1 study)

34
(1 study)

very low':°

very low':26

very low'36

very low#46

very low'36
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analysis)
STAXI change
score
Follow-up:
mean 26
weeks

Quality of life -
Endpoint
QOLI change
score
Follow-up: 10-
30 weeks
Better
indicated by
higher values

Quality of life -
3-month
follow-up
QOLI change
score
Follow-up:
mean 13
weeks

Better
indicated by
higher values

Quality of life -
6-month
follow-up
QOLI change
score
Follow-up:
mean 26
weeks

Better
indicated by
higher values

Discontinuatio
n

Number of
participants
lost to follow-
up for any
reason
Follow-up: 10-
30 weeks

153 per
1000

in the intervention
groups was

0.51 standard
deviations lower
(1.2 lower to 0.17
higher)

The mean quality of
life - endpoint in the
intervention groups
was

0.23 standard
deviations higher
(0.05 lower to 0.51
higher)

The mean quality of
life - 3-month follow-
up in the
intervention groups
was

0.27 standard
deviations higher
(0.02 lower to 0.55
higher)

The mean quality of
life - 6-month follow-
up in the
intervention groups
was

0.19 standard
deviations higher
(0.03 lower to 0.41
higher)

205 per 1000
(152 to 276)

660
(3 studies) very low"338
318
(2 studies) low'3
318
(2 studies) low"®
RR 1.34 931
(0.99to (6 studies) low'3
1.8)

BAI=Beck Anxiety Inventory; BDI=Beck Depression inventory; BSI=Brief symptom inventory; CAPS=
Clinician administered PTSD scale; CBT=cognitive behavioural therapy; Cl=confidence interval;
DES=Dissociative Experiences Scale; ITT=intention to treat; PCL=PTSD checklist; RR=risk ratio;
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SMD=standardised mean difference; STAI=State-Trait Anxiety Inventory;, STAXI=State-Trait Anger
Expression Inventory; TAU=treatment as usual; QIDS=Quick inventory of depressive symptomology;
QOLI=Quality of life inventory

! Risk of bias is high or unclear across multiple domains

2 Considerable heterogeneity (12>80%)

395% ClI crosses both line of no effect and threshold for clinically important effect

495% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

5 OIS not met (N<400)

6 Data is not reported/cannot be extracted for all outcomes

7 OIS not met (events<300)

8 Substantial heterogeneity (12=50-80%)

Table 18: Summary clinical evidence profile: Trauma-focused CBT (+ TAU)
versus metacognitive therapy (+ TAU) for delayed treatment (>3

months)

PTSD The mean PTSD
symptomatolo symptomatology (1 study) very
gy self-rated - self-rated - low"23
Endpoint endpoint in the
PDS change intervention
score groups was
Follow-up: 1.56 standard
mean 8 deviations higher
weeks (0.53 to 2.59

higher)
PTSD The mean PTSD 20
symptomatolo symptomatology (1 study) very
gy self-rated - self-rated - 3- low?-34
3-month month follow-up
follow-up in the
PDS change intervention
score groups was
Follow-up: 0.67 standard
mean 13 deviations higher
weeks (0.24 lower to

1.58 higher)
Remission 818 per 638 per 1000 RR 0.78 22
Number of 1000 (376 to 1000) (0.46 to (1 study) very
people no 1.32) low?-3:5
longer
meeting
diagnostic
criteria for
PTSD
Follow-up:
mean 8
weeks
Response 909 per 727 per 1000 RR 0.8 22
self-rated 1000 (482 to 1000) (0.53 to (1 study) very
Number of 1.2) low™34
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people
showing
clinically
significant
improvement
based on at
least 10-point
improvement
on IES
Follow-up:
mean 8
weeks

Anxiety
symptoms -
Endpoint
BAIl change
score
Follow-up:
mean 8
weeks

Anxiety
symptoms - 3-
month follow-
up

BAI change
score
Follow-up:
mean 13
weeks

Depression
symptoms -
Endpoint
BDI-Il change
score
Follow-up:
mean 8
weeks

Depression
symptoms - 3-
month follow-
up

BDI-Il change
score
Follow-up:

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean
anxiety
symptoms -
endpoint in the
intervention
groups was
0.67 standard

deviations higher

(0.23 lower to
1.58 higher)

The mean
anxiety
symptoms - 3-
month follow-up
in the
intervention
groups was
0.11 standard
deviations lower
(0.98 lower to
0.77 higher)

The mean
depression
symptoms -
endpoint in the
intervention
groups was
0.86 standard

deviations higher

(0.07 lower to
1.79 higher)

The mean
depression
symptoms - 3-
month follow-up
in the
intervention
groups was

102

20
(1 study)

20
(1 study)

20
(1 study)

20
(1 study)

very
Iow1 3,4

very
Iow1 §SES

very
low!34

very
low! 35
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0.18 standard
deviations higher
(0.69 lower to

Discontinuatio 91 per 1000
n

Number of

participants

lost to follow-

up for any

reason

Follow-up:

mean 8

weeks

1.06 higher)

91 per 1000 RR 1 22

(6 to 1000) (0.07 to (1 study) very low'5
14.05)

BAI=Beck Anxiety Inventory; BDI=Beck Depression Inventory; CBT=cognitive behavioural therapy;
Cl=confidence interval; IES=Impact of event scale; PDS=PTSD diagnostic scale; PTSD=Post-traumatic
stress disorder; RR=risk ratio; SMD=standardised mean difference; TAU=treatment as usual

" Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Data is not reported/cannot be extracted for all outcomes
495% ClI crosses both line of no effect and threshold for clinically important effect
595% ClI crosses line of no effect and threshold for both clinically important benefit and clinically

important harm

Table 19: Summary clinical evidence profile: Trauma-focused CBT versus

PTSD
symptomatol
ogy clinician-
rated

CAPS
change score
Follow-up:
mean 14
weeks

PTSD
symptomatol
ogy self-rated
PSS-SR

interpersonal psychotherapy (IPT) for delayed treatment (>3 months)

The mean
PTSD
symptomatol
ogy clinician-
rated in the
intervention
groups was
0.31
standard
deviations
lower

(0.8 lower to
0.19 higher)

The mean 40
PTSD (1 study)
symptomatol

ogy self-rated

(1 study)

low!:2
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change score in the
Follow-up: intervention
mean 14 groups was
weeks 0.62
standard
deviations
lower
(1.26 lower to
0.02 higher)
Remission 200 per 1000 184 per 1000 RR 0.92 78
Number of (74 to 458) (0.37 to (1 study) very low'3
people 2.29)
scoring <20
on CAPS
Follow-up:
mean 14
weeks
Response 600 per 1000 450 per 1000 RR 0.75 78
Number of (288t0 690)  (0.48to (1 study) low?2
people 1.15)
showing >
30%
improvement
on CAPS
Follow-up:
mean 14
weeks
Depression The mean 63
symptoms depression (1 study) low'#
HAMD symptoms in
change score the
Follow-up: intervention
mean 14 groups was
weeks 0.58
standard
deviations
lower
(1.08 to 0.07
lower)
Functional The mean 37
impairment functional (1 study) low"2
SAS change impairment in
score the
Follow-up: intervention
mean 14 groups was
weeks 0.24
standard
deviations
lower
104
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(0.9 lower to
0.41 higher)
Quality of life The mean 39 low'#4
Q-LES-Q-SF quality of life (1 study)
change score in the
Follow-up: intervention
mean 14 groups was
weeks 0.74
Better standard
indicated by deviations
higher values higher
(0.07to 1.4
higher)
Relationship The mean 39
difficulties relationship (1 study) very low':3
IIP change difficulties in
score the
Follow-up: intervention
mean 14 groups was
weeks 0 standard
deviations
higher
(0.64 lower to
0.64 higher)
Discontinuati 150 per 1000 289 per 1000 RR 1.93 78
on (119to 705)  (0.79 to (1 study) very low':3
Number of 4.7)
participants
lost to follow-
up for any
reason
Follow-up:
mean 14
weeks

CAPS=Clinician-administered PTSD scale; CBT=cognitive behavioural therapy; Cl=confidence interval;
HAMD=Hamilton Anxiety Rating Scale; lIP=Inventory of Interpersonal problems; PSS-SR=PTSD
symptom scale-self-report; RR=risk ratio; SAS=Social Adjustment Scale; SMD=standardised mean
difference; Q-LES-Q-SF=Quality of Life Enjoyment and Satisfaction Questionnaire

! Risk of bias is high or unclear across multiple domains

295% Cl crosses both line of no effect and threshold for clinically important effect

395% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

4 OIS not met (N<400)
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Table 20: Summary clinical evidence profile: Trauma-focused CBT (+ TAU)
versus psychodynamic therapy (+ TAU) for delayed treatment (>3
months)

PTSD The mean PTSD
symptomatolo symptomatology (1 study)  very low"23
gy self-rated - self-rated -
Endpoint endpoint in the
IES change intervention groups
score was
Follow-up: 0.47 standard
mean 16 deviations lower
weeks (0.98 lower to 0.04
higher)
PTSD The mean PTSD 60
symptomatolo symptomatology (1 study)  very low'23
gy self-rated - self-rated - 3-
3-month month follow-up in
follow-up the intervention
IES change groups was
score 0.24 standard
Follow-up: deviations higher
mean 13 (0.27 lower to 0.75
weeks higher)

CBT=cognitive behavioural therapy; Cl=confidence interval; IES=Impact of event scale; RR=risk ratio;

SMD=standardised mean difference; TAU=treatment as usual

! Risk of bias is high or unclear across multiple domains

2.95% Cl crosses both line of no effect and threshold for clinically important effect
3 Data is not reported/cannot be extracted for all outcomes

Table 21: Summary clinical evidence profile: Trauma-focused CBT (+/- TAU)
versus self-help (without support; +/- TAU) for delayed treatment (>3

months)
PTSD The mean PTSD 126
symptomatolo symptomatology (1 study) moderate’
gy clinician- clinician-rated in
rated the intervention
CAPS change groups was
score 0.83 standard
Follow-up: deviations lower
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mean 12 (1.19t0 0.47
weeks lower)

Remission at 264 per 1000 612 per 1000 RR 182
endpoint (224 to 1000) 2.32 (2 studies) very low23+#
Number of (0.85 to
people no 6.31)

longer

meeting

diagnostic

criteria or

scoring below

clincal

threshold on a

scale

Follow-up:

mean 12

weeks

Remission at 250 per 1000 858 per 1000 RR 56

6-month (442 to 1000) 3.43 (1 study)  very low256
follow-up (1.77 to

Number of 6.63)

people

scoring <14

on PDS

Follow-up:

mean 26

weeks

Response at 250 per 1000 822 per 1000 RR 56

endpoint (423 to 1000) 3.29 (1 study)  very low258
Number of (1.69 to

people 6.39)

showing >50%

improvement

on PDS

Follow-up:

mean 12

weeks

Response at 250 per 1000 892 per 1000 RR 56
6-month (465 to 1000) 3.57 (1 study)  very low256
follow-up (1.86 to
Number of 6.87)

people

showing >50%

improvement

on PDS

Follow-up:

mean 26

weeks
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Depression
symptoms at
endpoint
BDI-Il change
score
Follow-up:
mean 12
weeks

Depression
symptoms at
6-month
follow-up
BDI-Il change
score
Follow-up:
mean 12
weeks

Anxiety
symptoms at
endpoint

BAIl change
score
Follow-up:
mean 12
weeks

Anxiety
symptoms at
6-month
follow-up
BAI change
score
Follow-up:
mean 26
weeks

Functional
impairment at
endpoint
SDS change
score
Follow-up:
mean 12
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean
depression
symptoms at
endpoint in the
intervention
groups was
1.43 standard
deviations lower
(2.04 t0 0.82
lower)

The mean
depression
symptoms at 6-
month follow-up in
the intervention
groups was

1.37 standard
deviations lower
(1.97 t0 0.76
lower)

The mean anxiety
symptoms at
endpoint in the
intervention
groups was

1.56 standard
deviations lower
(2.18 10 0.94
lower)

The mean anxiety
symptoms at 6-
month follow-up in
the intervention
groups was

1.56 standard
deviations lower
(2.18 t0 0.94
lower)

The mean
functional
impairment at
endpoint in the
intervention
groups was

1 standard
deviations lower
(1.57 t0 0.42
lower)
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(1 study)

53
(1 study)

53
(1 study)

53
(1 study)

53
(1 study)

very low?:26

very low':26

very low':26

very low"26

very low".26
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Functional
impairment at
6-month
follow-up
SDS change
score
Follow-up:
mean 12
weeks

Discontinuatio 44 per 1000
n

Number of

participants

lost to follow-

up for any

reason

Follow-up:

mean 12

weeks

The mean
functional
impairment at 6-
month follow-up in
the intervention
groups was

1.03 standard
deviations lower

(1.61 10 0.45

lower)

63 per 1000 RR

(1 to 1000) 1.43
(0.02 to
100.44)

(1 study)  very low'28

182
(2 studies) very low3”

BAI=Beck anxiety inventory; BDI=Beck depression inventory; CAPS=Clinician-administered PTSD
scale; CBT=cognitive behavioural therapy; Cl=confidence interval; PDS=PTSD diagnostic scale;
PTSD=post-traumatic stress disorder; SDS=Sheehan diability scale; RR=risk ratio; SMD=standardised
mean difference; TAU=treatment as usual;

" OIS not met (N<400)

2 Risk of bias is high or unclear across multiple domains
3 Considerable heterogeneity (12>80%)
495% ClI crosses both line of no effect and threshold for clinically important effect

5 OIS not met (events<300)

6 Data is not reported/cannot be extracted for all outcomes
795% Cl crosses line of no effect and threshold for both clinically important benefit and clinically

important harm

Table 22: Summary clinical evidence profile: Trauma-focused CBT versus self-

PTSD

symptomatolo
gy self-rated -
2-month
follow-up

IES change
score

help with support for delayed treatment (>3 months)

The mean PTSD
symptomatology
self-rated - 2-
month follow-up in
the intervention
groups was

0.06 standard

109

(1 study) very low"23
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Follow-up:
mean 8 weeks

PTSD
symptomatolo
gy self-rated -
1-year follow-
up

IES change
score
Follow-up:
mean 52
weeks

Dissociative
symptoms - 2-
month follow-
up

DES change
score
Follow-up:
mean 8 weeks

Dissociative
symptoms - 1-
year follow-up
DES change
score
Follow-up:
mean 52
weeks

Anxiety
symptoms - 2-
month follow-
up

STAI State
change score
Follow-up:
mean 8 weeks

Anxiety
symptoms - 1-
year follow-up
STAI State
change score
Follow-up:
mean 52
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

deviations lower
(0.48 lower to 0.37
higher)

The mean PTSD
symptomatology
self-rated - 1-year
follow-up in the
intervention
groups was

0.09 standard
deviations higher
(0.34 lower to 0.52
higher)

The mean
dissociative
symptoms - 2-
month follow-up in
the intervention
groups was

0.35 standard
deviations higher
(0.08 lower to 0.78
higher)

The mean
dissociative
symptoms - 1-year
follow-up in the
intervention
groups was

0.42 standard
deviations higher
(0.01 lower to 0.85
higher)

The mean anxiety
symptoms - 2-
month follow-up in
the intervention
groups was

0.22 standard
deviations lower
(0.65 lower to 0.21
higher)

The mean anxiety
symptoms - 1-year
follow-up in the
intervention
groups was

0.1 standard
deviations lower
(0.53 lower to 0.32
higher)

110

85
(1 study)

85
(1 study)

85
(1 study)

85
(1 study)

85
(1 study)

very low34

very low’ 34

very low’34

very low’34

very low’34
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Depression The mean
symptoms - 2- depression (1 study) very low"34
month follow- symptoms - 2-
up month follow-up in
BDI change the intervention
score groups was
Follow-up: 0.26 standard
mean 8 weeks deviations lower
(0.68 lower to 0.17
higher)
Depression The mean 85
symptoms - 1- depression (1 study) very low'34
year follow-up symptoms - 1-year
BDI change follow-up in the
score intervention
Follow-up: groups was
mean 52 0.23 standard
weeks deviations lower
(0.65 lower to 0.2
higher)

BDI=Beck Depression Inventory; CBT=cognitive behavioural therapy; Cl=confidence interval; DES=;
IES=impact of event scale; PTSD=post-traumatic stress disorder; RR=risk ratio; SMD=standardised
mean difference; STAI=State-Trait Anxiety Inventory

' Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Data is not reported/cannot be extracted for all outcomes

495% ClI crosses both line of no effect and threshold for clinically important effect

Table 23: Summary clinical evidence profile: Trauma-focused CBT (+ TAU)
versus hypnotherapy (+ TAU) for delayed treatment (>3 months)

PTSD The mean PTSD
symptomatol symptomatology (1 study) very low"23
ogy self-rated self-rated -
- Endpoint endpoint in the
IES change intervention
score groups was
Follow-up: 0.15 standard
mean 16 deviations lower
weeks (0.66 lower to

0.35 higher)
PTSD The mean PTSD 60
symptomatol symptomatology (1 study) very low"23
ogy self-rated self-rated - 3-
- 3-month month follow-up

111
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follow-up
IES change
score
Follow-up:
mean 13
weeks

in the
intervention
groups was
0.2 standard

deviations higher

(0.31 lower to
0.71 higher)

CBT=cognitive behavioural therapy,; Cl=confidence interval; IES=impact of event scale; RR=risk ratio;

SMD=standardised mean difference; TAU=treatment as usual

" Risk of bias is high or unclear across multiple domains
295% Cl crosses both line of no effect and threshold for clinically important effect

3 Data is not reported/cannot be extracted for all outcomes

Table 24: Summary clinical evidence profile: Trauma-focused CBT versus

PTSD

symptomatol
ogy self-
rated at
endpoint
IES change
score
Follow-up:
mean 13
weeks

PTSD
symptomatol
ogy self-
rated at 3-
month follow-
up

IES change
score
Follow-up:
mean 13
weeks

PTSD
symptomatol
ogy self-
rated at 6-
month follow-
up

IES change

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean PTSD
symptomatology
self-rated at
endpoint in the
intervention
groups was

0.25 standard
deviations lower
(0.51 lower to
0.01 higher)

The mean PTSD
symptomatology
self-rated at 3-
month follow-up
in the
intervention
groups was

0.02 standard
deviations higher
(0.23 lower to
0.27 higher)

The mean PTSD
symptomatology
self-rated at 6-
month follow-up
in the
intervention
groups was

112

psychoeducational session for delayed treatment (>3 months)

230
(1 study)

244
(1 study)

236
(1 study)

very low"23

very low"3+4

very low':34
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score
Follow-up:
mean 26
weeks

Discontinuati 225 per 1000
on

Number of

participants

lost to follow-

up for any

reason

Follow-up:

mean 13

weeks

0.06 standard
deviations lower
(0.32 lower to
0.2 higher)

407 per 1000
(292 to 569)

336
(1 study) low'5

CBT=cognitive behavioural therapy; Cl=confidence interval; IES=Impact of event scale; RR=risk ratio;

SMD=standardised mean difference

! Risk of bias is high or unclear across multiple domains
2.95% ClI crosses both line of no effect and threshold for clinically important effect

3 Data is not reported/cannot be extracted for all outcomes

4 OIS not met (N<400)
5 OIS not met (events<300)

Table 25: Summary clinical evidence profile: Trauma-focused CBT (+/- TAU)

PTSD

symptomatol
ogy self-rated
at endpoint
PCL/PSS-SR
change score
Follow-up:
mean 14
weeks

PTSD
symptomatol
ogy self-rated
at 3-month
follow-up
PCL/PSS-SR
change score
Follow-up:

versus relaxation (+I- TAU) for delayed treatment (>3 months)

The mean PTSD
symptomatology
self-rated at
endpoint in the
intervention
groups was

1.18 standard
deviations lower
(2.16t0 0.2
lower)

The mean PSTD
symptomatology
self-rated at 3-
month follow-up
in the
intervention
groups was

1.47 standard
deviations lower

113

(3 very low'23
studies)

54

(2 very low? 23
studies)

PTSD: evidence reviews for psychological, psychosocial and other non-
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mean 13
weeks

PTSD
symptomatol
ogy clinician-
rated at
endpoint
CAPS
change score
Follow-up:
mean 14
weeks

PTSD
symptomatol
ogy clinician-
rated at 3-
month follow-
up

CAPS
change score
Follow-up:
mean 13
weeks

Remission at
endpoint
Number of
people
scoring <20
on CAPS
Follow-up:
mean 14
weeks

Remission at
3-month
follow-up
Number of
people
scoring <20
on CAPS
Follow-up:
mean 13
weeks

Response
Number of
people
showing >
30%
improvement
on CAPS
Follow-up:

157 per 1000

211 per 1000

281 per 1000

(2.66 to 0.28
lower)

The mean PTSD
symptomatology
clinician-rated at
endpoint in the
intervention
groups was

0.56 standard
deviations lower
(1t0 0.12 lower)

The mean PTSD
symptomatology
clinician-rated at
3-month follow-
up in the
intervention
groups was
0.78 standard
deviations lower
(1.53 t0 0.04
lower)

248 per 1000
(115 to 543)

318 per 1000
(109 to 922)

447 per 1000
(231 to 863)

114

RR 1.58
(0.73 to
3.46)

RR 1.51
(0.52 to
4.38)

RR 1.59
(0.82 to
3.07)

82
(2 low"3
studies)

30
(1 low'3
study)

111
(2 very low'#
studies)

41
(1 very low'#
study)

70
(1 low™5
study)
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mean 14
weeks

Dissociative
symptoms -
Endpoint
CAPS
dissociation
cluster
change score

Dissociative
symptoms -
3-month
follow-up
CAPS
dissociation
cluster
change score
Follow-up:
mean 13
weeks

Anxiety
symptoms -
Endpoint
SCL-90:
Anxiety,
change score
Follow-up:
mean 14
weeks

Anxiety
symptoms -
3-month
follow-up
SCL-90:
Anxiety,
change score
Follow-up:
mean 13
weeks

Depression
symptoms at
endpoint
HAMD/BDI
change score
Follow-up:

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean
dissociative
symptoms -
endpoint in the
intervention
groups was

0.1 standard
deviations higher
(0.62 lower to
0.82 higher)

The mean
dissociative
symptoms - 3-
month follow-up
in the
intervention
groups was
0.53 standard
deviations lower
(1.26 lower to 0.2
higher)

The mean
anxiety
symptoms -
endpoint in the
intervention
groups was
1.25 standard
deviations lower
(2.13t0 0.36
lower)

The mean
anxiety
symptoms - 3-
month follow-up
in the
intervention
groups was
1.23 standard
deviations lower
(2.12t0 0.35
lower)

The mean
depression
symptoms at
endpoint in the
intervention
groups was

115

30

(1
study)

30

study)

24

study)

24

study)

81
(2
studies)

very low'#

low!5

low!3

low!:3

low1-5
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Depression
symptoms at
3-month
follow-up
BDI change
score
Follow-up:
mean 13
weeks

Functional
impairment
SAS change
score
Follow-up:
mean 14
weeks

Quality of life
Q-LES-Q-SF
change score
Follow-up:
mean 14
weeks

Better
indicated by
higher values

Relationship
difficulties
IIP change
score
Follow-up:
mean 14
weeks

Discontinuati
on

Number of
participants
lost to follow-
up for any
reason
Follow-up:

PTSD: evidence reviews for psychological, psychosocial and other non-

238 per 1000

0.39 standard
deviations lower
(0.83 lower to
0.05 higher)

The mean
depression
symptoms at 3-
month follow-up
in the
intervention
groups was
0.13 standard
deviations lower
(0.84 lower to
0.59 higher)

The mean
functional
impairment in the
intervention
groups was

1.21 standard
deviations lower
(2.02 to 0.41
lower)

The mean quality
of life in the
intervention
groups was

1.24 standard
deviations higher
(0.44 to 2.05
higher)

The mean
relationship
difficulties in the
intervention
groups was

1.41 standard
deviations lower
(2.23t0 0.6
lower)

238 per 1000
(133 to 426)

116

RR 1
(0.56 to
1.79)

pharmacological interventions DRAFT (April 2018)

30

study)

29

study)

29

study)

30

(1
study)

135
(3
studies)

very low'#

low!3

low!3

low!3

very low'#
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mean 14
weeks

BDI=Beck Depression Inventory; CAPS=Clinician-administered PTSD scale; CBT=cognitive behavioural therapy;
Cl=confidence interval; HAMD=Hamilton Rating Scale for Depression; IES=Impact of event scale; PCL=PTSD
checklist; PSS-SR=PTSD symptom scale-self-report; SAS=Social Adjustment Scale; SCL-90=Symptom Checklist-90;
RR-=risk ratio; TAU=treatment as usual;, Q-LES-Q-SF=Quality of Life Enjoyment and Satisfaction Questionnaire-

Short-form

! Risk of bias is high or unclear across multiple domains

2 Substantial heterogeneity (12=50-80%,
3 OIS not met (N<400)

495% Cl crosses line of no effect and threshold for both clinically important benefit and clinically

important harm

595% ClI crosses both line of no effect and threshold for clinically important effect

Table 26: Summary clinical evidence profile: Trauma-focused CBT versus

acupuncture for delayed treatment (>3 months)

PTSD The mean very low'-2
symptomatol PTSD (1 study)
ogy self-rated symptomatol
- Endpoint ogy self-rated
PSS-SR - endpoint in
change score the
Follow-up: intervention
mean 12 groups was
weeks 0.38 standard

deviations

higher

(0.18 lower to

0.95 higher)
PTSD The mean 49
symptomatol PTSD (1 study)  very low'?3
ogy self-rated symptomatol
- 3-month ogy self-rated
follow-up - 3-month
PSS-SR follow-up in
change score the
Follow-up: intervention
mean 13 groups was
weeks 0.01 standard

deviations

higher

(0.55 lower to

0.57 higher)

117
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Remission - 517 per 1000 321 per 1000 RR 0.62
Endpoint (171to 610)  (0.33 to (1 study)  very low':2
Number of 1.18)
people
scoring <16
on PSS-SR
Follow-up:
mean 12
weeks
Remission - 517 per 1000 466 per 1000 RR 0.9 57
3-month (27410 791)  (0.53 to (1 study)  very low'?3
follow-up 1.53)
Number of
people
scoring <16
on PSS-SR
Follow-up:
mean 13
weeks
Depression The mean 49
symptoms - depression (1 study)  very low'?3
Endpoint symptoms -
HSCL-25: endpoint in
Depression, the
change score intervention
Follow-up: groups was
mean 12 0.04 standard
weeks deviations

lower

(0.6 lower to

0.52 higher)
Depression The mean 49
symptoms - depression (1 study)  very low'?2
3-month symptoms -
follow-up 3-month
HSCL-25: follow-up in
Depression, the
change score intervention
Follow-up: groups was
mean 13 0.2 standard
weeks deviations

lower

(0.76 lower to

0.36 higher)
Anxiety The mean 49
symptoms - anxiety (1 study)  very low'?
Endpoint symptoms -
HSCL-25: endpoint in
Anxiety, the
change score intervention

118
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Follow-up: groups was
mean 12 0.37 standard
weeks deviations

higher

(0.19 lower to

0.94 higher)
Anxiety The mean 49
symptoms - anxiety (1 study)  very low'?2
3-month symptoms -
follow-up 3-month
HSCL-25: follow-up in
Anxiety, the
change score intervention
Follow-up: groups was
mean 13 0.49 standard
weeks deviations

higher

(0.08 lower to

1.05 higher)
Functional The mean 49
impairment - functional (1 study)  very low'?3
Endpoint impairment -
SDS change endpoint in
score the
Follow-up: intervention
mean 12 groups was
weeks 0.01 standard

deviations

higher

(0.55 lower to

0.57 higher)
Functional The mean 49
impairment - functional (1 study)  very low'?
3-month impairment -
follow-up 3-month
SDS change follow-up in
score the
Follow-up: intervention
mean 13 groups was
weeks 0.11 standard

deviations

lower

(0.67 lower to

0.45 higher)
Discontinuati 345 per 1000 252 per 1000 RR 0.73 57
on (110to 566)  (0.32 to (1 study)  very low'?3
Number of 1.64)
participants
lost to follow-
up for any

119
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reason
Follow-up:
mean 12
weeks

CBT= cognitive behavioural therapy; Cl=confidence interval; HSCL-25= Hopkins Symptom Checklist-25;
RR=risk ratio; PSS-SR=PTSD symptom scale-self-report; SDS= Sheehan Disability Scale;
SMD=standardised mean difference;

! Risk of bias is high or unclear across multiple domains

295% ClI crosses both line of no effect and threshold for clinically important effect
395% Cl crosses line of no effect and threshold for both clinically important benefit and clinically

important harm

Table 27: Summary clinical evidence profile: Trauma-focused CBT versus
SSRIs for delayed treatment (>3 months)

PTSD
symptomatolo
gy self-rated
at endpoint
HTQ/PDS
change score
Follow-up:
12-26 weeks

PTSD
symptomatolo
gy self-rated
at 1-year
follow-up
PDS change
score
Follow-up:
mean 52
weeks

PTSD
symptomatolo
gy clinician-
rated
PSS-I/SI-
PTSD change
score
Follow-up:
10-12 weeks

The mean PTSD
symptomatology
self-rated at
endpoint in the
intervention
groups was

0.35 standard
deviations higher
(0.06 to 0.63
higher)

The mean PTSD
symptomatology
self-rated at 1-
year follow-up in
the intervention
groups was

0.07 standard
deviations higher
(0.38 lower to
0.53 higher)

The mean PTSD
symptomatology
clinician-rated in
the intervention
groups was

0.76 standard
deviations lower
(1.13t0 0.39
lower)

120

226
(2
studies)

112
(1 study)

161
(2
studies)

very low'-2

very low':3

low!2
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Remission 228 per 632 per 1000 RR 2.77 171
Number of 1000 (383 to 1000) (1.68 to (1 study)  very low'#*
people no 4.56)
longer
meeting
diagnostic
criteria for
PTSD
Follow-up:
mean 12
weeks
Dissociative The mean 49
symptoms dissociative (1 study)  very low'25
DES change symptoms in the
score intervention
Follow-up: groups was
mean 10 1.24 standard
weeks deviations lower

(1.86 to 0.61

lower)
Anxiety The mean 275
symptoms at anxiety 3 very low'#
endpoint symptoms at studies)
HAM-A/STAI endpoint in the
State change intervention
score groups was
Follow-up: 0.43 standard
10-26 weeks deviations higher

(0.14 10 0.73

higher)
Anxiety The mean 112
symptoms at anxiety (1 study)  very low"3
1-year follow- symptoms at 1-
up year follow-up in
STAI State the intervention
change score groups was
Follow-up: 0.25 standard
mean 12 deviations higher
weeks (0.21 lower to

0.71 higher)
Depression The mean 275
symptoms at depression (3 very low':36
endpoint symptoms at studies)
HAMD/BDI/B endpoint in the
DI-1l change intervention
score groups was
Follow-up: 0.26 standard
10-26 weeks deviations higher

(0.36 lower to

0.87 higher)
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Depression The mean 112
symptoms at depression (1 study)  very low"3
1-year follow- symptoms at 1-
up year follow-up in
BDI-Il change the intervention
score groups was
Follow-up: 0.27 standard
mean 12 deviations higher
weeks (0.19 lower to
0.73 higher)
Functional The mean 163
impairment functional (2 very low:67
SDS change impairment in the studies)
score intervention
Follow-up: groups was
10-26 weeks 0.06 standard
deviations lower
(1.19 lower to
1.07 higher)
Quality of life The mean quality 114
WHO-5 of life in the (1 study)  very low"3
change score intervention
Follow-up: groups was
mean 26 0.24 standard
weeks deviations lower
Better (0.61 lower to
indicated by 0.13 higher)
higher values
Discontinuati 391 per 309 per 1000 RR 0.79 312
on 1000 (66 to 1000) (0.17 to (2 very low"87
Number of 3.59) studies)
participants
lost to follow-
up for any
reason
Follow-up:
12-26 weeks

BDI= Beck Depression Inventory; Cl=confidence interval; CBT= cognitive behavioural therapy; DES=
Dissociative Experiences Scales; HAM-A/D= Hamilton Rating Scale for Anxiety/Depression; HTQ=
Harvard Trauma Questionnaire; PDS= Post-traumatic Diagnositic Scale; PSS-I= PTSD symptom scale-
interview; RR=risk ratio; SDS=; SI-PTSD= Structured interview for PTSD; SMD=standardised mean
difference; SSRI=selective serotonin reuptake inhibitors; STAI=State-Trait Anxiety Inventory

! Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

395% ClI crosses both line of no effect and threshold for clinically important effect

4 OIS not met (events<300)

5 Data is not reported/cannot be extracted for all outcomes

6 Considerable heterogeneity (12>80%)

7 95% ClI crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

122
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PTSD

symptomatolo
gy self-rated
HTQ change
score
Follow-up:
mean 26
weeks

Anxiety
symptoms
HAM-A
change score
Follow-up:
mean 26
weeks

Depression
symptoms
HAMD
change score
Follow-up:
mean 26
weeks

Functional
impairment
SDS change
score
Follow-up:
mean 26
weeks

Quality of life
WHO-5
change score
Follow-up:
mean 26
weeks

Better
indicated by
higher values

Discontinuatio 529 per

n
Number of
participants
lost to follow-
up for any

PTSD: evidence reviews for psychological, psychosocial and other non-

The mean PTSD
symptomatology
self-rated in the
intervention
groups was

0.24 standard
deviations higher
(0.15 lower to
0.63 higher)

The mean anxiety
symptoms in the
intervention
groups was

0.64 standard
deviations lower
(1.04 to 0.25
lower)

The mean
depression
symptoms in the
intervention
groups was
0.75 standard
deviations lower
(1.15t0 0.35
lower)

The mean
functional
impairment in the
intervention
groups was

0.5 standard
deviations lower
(0.9 to 0.11 lower)

The mean quality
of life in the
intervention
groups was

0.04 standard
deviations lower
(0.43 lower to
0.35 higher)

365 per 1000
(249 to 535)

123

RR 0.69
(0.47 to
1.01)
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103
(1 study)

103
(1 study)

103
(1 study)

103
(1 study)

103
(1 study)

139
(1 study)

Table 28: Summary clinical evidence profile: Trauma-focused CBT + SSRIs
versus waitlist for delayed treatment (>3 months)

very low'3

very low'3

very low'3

very low'3

low!:2
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lllustrative comparative risks*

(95% Cl)
Corresponding No of Quality of
Assumed  risk Relative  Participa the
risk Trauma-focused effect nts evidence
Outcomes Waitlist CBT + SSRIs (95% CI) (studies) (GRADE)
reason
Follow-up:
mean 26
weeks

CBT= cognitive behavioural therapy; Cl= confidence interval; HAM-A/D= Hamilton Rating Scale for
Anxiety/Depression; HTQ= Harvard Trauma Questionnaire; RR= risk ratio; SDS= Sheehan Disability Scale; SMD=
standardised mean difference; SSRI=selective serotonin reuptake inhibitors

' Risk of bias is high or unclear across multiple domains

2.95% Cl crosses both line of no effect and threshold for clinically important effect

3 OIS not met (N<400)

See appendix F for full GRADE tables.

Sensitivity and subgroup analysis

Sub-analysis of the comparison, trauma-focused CBT versus waitlist for delayed
treatment (>3 months) of clinically important symptoms/PTSD, by multiplicity of
trauma revealed no statistically significant differences for self-rated PTSD
symptomatology (K=14; N=618; Chi? = 2.00, p = 0.37), clinician-rated PTSD
symptomatology (K=12; N=632; Chi? = 0.50, p = 0.78), or discontinuation (K=26;
N=1834; Chiz = 1.96, p = 0.37).

Sub-analysis of the comparison, trauma-focused CBT versus waitlist for delayed
treatment (>3 months) of clinically important symptoms/PTSD, by specific
intervention revealed a statistically significant subgroup difference on self-rated
PTSD symptomatology (Chi? = 23.64, p = 0.0006). Clinically important and
statistically significant differences were observed for cognitive processing therapy,
CBT individual, CBT group, exposure/prolonged exposure and narrative exposure
therapy, whereas clinically important but not statistically significant differences were
observed for brief individual CBT and cognitive therapy. However, within-subgroup
heterogeneity was also high (for instance, narrative exposure therapy 1>=88% and
cognitive therapy 1>=97%) suggesting heterogeneity cannot be fully accounted for by
specific intervention. The test for subgroup differences for discontinuation due to any
reason was also statistically significant (Chi? = 33.59, p < 0.0001), with more drop-out
in exposure therapy/prolonged exposure and less drop-out in narrative exposure
therapy. However, subgroup differences by specific intervention are not consistent or
compelling. The subgroup test for differences for clinician-rated PTSD
symptomatology is not statistically significant (Chi = 10.48, p = 0.06).

Sub-analysis of the comparison, trauma-focused CBT versus waitlist for delayed
treatment (>3 months) of clinically important symptoms/PTSD, by diagnostic status
revealed a statistically significant subgroup difference for clinician-rated PTSD
symptomatology (Chi? = 9.27, p = 0.002), with clinically important and statistically
significant benefits observed for both the PTSD diagnosis and clinically important
symptoms (without necessarily having a diagnosis) subgroups, although the effect
was relatively larger for those with a diagnosis (SMD -1.70 [-2.19, -1.21] versus SMD
-0.69 [-1.12, -0.25]). The test for subgroup differences for self-rated PTSD
symptomatology (Chi? = 2.48, p = 0.12), and discontinuation (Chi? = 1.74, p = 0.19)
were not statistically significant.
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Sub-analysis of the comparison, trauma-focused CBT versus waitlist for delayed
treatment (>3 months) of clinically important symptoms/PTSD, by trauma type
revealed a statistically significant subgroup difference for self-rated PTSD
symptomatology (Chi? = 41.46, p < 0.00001), with particularly large effects observed
for natural disasters, accident (no further detail reported) or being an emergency
responder. However, these subgroups were also all small single studies. The test for
subgroup differences was also statistically significant for clinician-rated PTSD
symptomatology (Chi? = 28.72, p < 0.0001), suggesting differential efficacy by trauma
type. However, benefits were statistically significant across trauma types with one
exception (terrorist attacks). In addition, there was considerable within-subgroup
heterogeneity for both self-rated and clinician-rated PTSD symptomatology (for
instance, childhood sexual abuse 1°=85-88%) suggesting heterogeneity cannot be
fully accounted for by specific intervention. There was also a statistically significant
subgroup difference for discontinuation (Chi? = 13.37, p = 0.02), with relatively more
drop-out associated with terrorist attacks. However, this evidence comes from a
single study and absolute differences are small.

Sub-analysis of the comparison, trauma-focused CBT + medication/TAU versus
medication/TAU-only (or + attention-placebo) for delayed treatment (>3 months) of
clinically important symptoms/PTSD, by multiplicity of trauma revealed a statistically
significant subgroup difference on self-rated PTSD symptomatology (K=21; N=1179;
Chi?2 = 19.24, p < 0.0001). The largest effect observed was for unclear multiplicity of
trauma (SMD -3.19 [-4.19, -2.19]), relative to single incident (SMD -1.31 [-1.90, -
0.71]) or multiple incident (SMD -0.79 [-1.20, -0.38]) trauma. However, the unclear
multiplicity of trauma subgroup is composed of only two very small studies, and
effects are clinically important and statistically significant across subgroups. The test
for subgroup differences was not statistically significant for clinician-rated PTSD
symptomatology (K=22; N=1640; Chi? = 0.89, p = 0.64), or discontinuation (K=35;
N=2764; Chi* = 3.46, p = 0.18).

Sub-analysis of the comparison, trauma-focused CBT + medication/TAU versus
medication/TAU-only (or + attention-placebo) for delayed treatment (>3 months) of
clinically important symptoms/PTSD, by specific intervention revealed a statistically
significant subgroup difference on self-rated PTSD symptomatology (Chi? = 21.10, p
= 0.004). Clinically important and statistically significant differences were observed
for cognitive processing therapy, CBT individual, exposure/prolonged exposure,
narrative exposure therapy, exposure inhibition therapy and dialectical behaviour
therapy (DBT), whereas clinically important but not statistically significant differences
were observed for cognitive therapy and CBT group. However, within-subgroup
heterogeneity was also high (for instance, exposure therapy/prolonged exposure
12=87% and cognitive therapy 1°=94%) suggesting heterogeneity cannot be fully
accounted for by specific intervention. The test for subgroup differences for clinician-
rated PTSD symptomatology was also statistically significant (Chi? = 38.27, p <
0.00001), with relatively larger effects observed for CBT individual and exposure
inhibition therapy, although effects were clinically important and statistically
significant across all specific intervention types and within-subgroup heterogeneity
remained high. The test for subgroup differences for discontinuation due to any
reason was not statistically significant (Chi? = 2.37, p = 0.94).

Sub-analysis of the comparison, trauma-focused CBT + medication/TAU versus
medication/TAU-only (or + attention-placebo) for delayed treatment (>3 months) of
clinically important symptoms/PTSD, by diagnostic status showed non-significant
subgroup differences for self-rated PTSD symptomatology (Chi? = 0.66, p = 0.42),
clinician-rated PTSD symptomatology (Chi? = 3.63, p = 0.06), and discontinuation
(Chi? = 3.05, p = 0.08).
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Sub-analysis of the comparison, trauma-focused CBT + medication/TAU versus
medication/TAU-only (or + attention-placebo) for delayed treatment (>3 months) of
clinically important symptoms/PTSD, by trauma type revealed a statistically
significant subgroup difference for self-rated PTSD symptomatology (Chi? = 26.55, p=
0.0004), with relatively larger effects observed for sexual abuse or assault (in
adulthood) and military combat. There was also a statistically significant subgroup
difference for clinician-rated PTSD symptomatology (Chi* = 82.63, p < 0.00001), with
relatively larger effects observed for witnessing war as a civilian and domestic
violence. Across both outcomes differential effects were not consistent and within-
subgroup heterogeneity was high. The test for subgroup differences for
discontinuation was not significant (Chi* = 6.31, p = 0.79).

For the comparison, trauma-focused CBT + medication/TAU versus medication/TAU-
only (or + attention-placebo) for delayed treatment (>3 months) of clinically important
symptoms/PTSD, one of the studies (Bohus 2013) examined the effects of
personaility disorder on PTSD symptomatology (self-rated and clinician-rated), global
functioning, dissociative symptoms and depression symptoms. The only statistically
significant subgroup difference was for self-rated PTSD symptomatology (K=1; N=74;
Chiz = 4.27, p = 0.04), with relatively larger benefits observed for those that met less
than 5 of the borderline personality disorder criteria compared to those meeting at
least 5 of the criteria, although benefits for both subgroups are statistically significant
and clinically important.

Sub-analysis of the comparison, trauma-focused CBT (+/- TAU) versus eye
movement desensitisation and reprocessing (EMDR; +/- TAU) for delayed treatment
(>3 months) of clinically important symptoms/PTSD, by multiplicity of trauma
revealed a non-statistically-significant subgroup difference for self-rated PTSD
symptomatology (K=4; N=139; Chi? = 3.99, p = 0.05), clinician-rated PTSD
symptomatology (K=5; N=204; Chi% = 2.30, p = 0.13), or discontinuation (K=6;
N=346; Chi2 = 0.03, p = 0.86).

Sub-analysis of the comparison, trauma-focused CBT (+/- TAU) versus eye
movement desensitisation and reprocessing (EMDR; +/- TAU) for delayed treatment
(>3 months) of clinically important symptoms/PTSD, by specific intervention revealed
a statistically significant subgroup difference for self-rated PTSD symptomatology
(Chiz =9.67, p = 0.002), with a statistically significant and clinically important effect in
favour of EMDR observed for CBT individual but non-significant difference found
between exposure therapy/prolonged exposure and EMDR. The test for subgroup
differences was not statistically significant for clinician-rated PTSD symptomatology
(Chiz = 5.33, p = 0.07) or discontinuation (Chi? = 0.40, p = 0.82).

Sub-analysis of the comparison, trauma-focused CBT (+/- TAU) versus eye
movement desensitisation and reprocessing (EMDR; +/- TAU) for delayed treatment
(>3 months) of clinically important symptoms/PTSD, by diagnostic status was not
possible for self-rated PTSD symptomatology (only one subgroup, PTSD diagnosis)
or discontinuation (effect size not estimable for 1 of 2 subgroups due to no dropout in
both arms). Sub-analysis by diagnostic status was non-significant for clinician-rated
PTSD symptomatology (Chi? = 0.15, p = 0.70).

Sub-analysis of the comparison, trauma-focused CBT (+/- TAU) versus eye
movement desensitisation and reprocessing (EMDR; +/- TAU) for delayed treatment
(>3 months) of clinically important symptoms/PTSD, by trauma type revealed a
statistically significant subgroup difference for self-rated PTSD symptomatology (Chi?
= 0.25, p = 0.010), with only a clinically important and statistically significant effect
observed for diagnosis of life-threatening condition (and non-significant effects for
sexual abuse/assault and mixed trauma subgroups). However, only a small single
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1 study was included in that subgroup. The test for subgroup differences was not
2 statistically significant for clinician-rated PTSD symptomatology (Chi? =7.61, p =
3 0.05) or discontinuation (Chi? = 1.34, p = 0.51).

4 See forest plots in Appendix K.

5 Non-trauma-focused cognitive behavioural therapies (CBT): clinical

6 evidence

7 Included studies

8 Fourty-four studies of non-trauma-focused CBT for the treatment of PTSD in adults
9 were identified for full-text review. Of these 44 studies, 13 RCTs (N=1316) were
10 included. There were 5 comparisons for non-trauma-focused CBT. One RCT was
11 included in two comparisons of non-trauma-focused CBT.

12 There were no studies for early treatment (intervention initiated 1-3 months post-
13 trauma) of PTSD symptoms.

14 For delayed treatment (intervention initiated more than 3 months post-trauma) of

15 PTSD symptoms, 9 RCTs (N=737) compared non-trauma-focused CBT (alone or in
16 addition to treatment as usual) with waitlist or treatment as usual (Davis & Wright

17 2007; Davis et al. 2011; Ford et al. 2011; Krakow et al. 2000; Margolies et al. 2013;
18 McGovern et al. 2011; McGovern et al. 2015; Talbot et al. 2014; Zlotnick et al. 1997);
19 2 RCTs (N=413) compared non-trauma-focused CBT (alone or in addition to

20 treatment as usual) with attention-placebo (alone or in addition to treatment as usual)
21 (Hien et al. 2009; Nakamura et al. 2017); 1 RCT (N=111) compared non-trauma-

22 focused CBT (in addition to treatment as usual) with a psychoeducational group (in
23 addition to treatment as usual) (Dunn et al. 2007); 1 RCT (N=55) compared non-

24 trauma-focused CBT with counselling (Foa et al. 1991); 1 RCT (N=146) compared
25 non-trauma-focused CBT with present-centered therapy (Ford et al. 2011).

26 Comparisons with trauma-focused CBT are presented in the Trauma-focused CBT
27 section above.

28 Sub-analyses were possible for the delayed treatment non-trauma-focused CBT

29 (alone or in addition to TAU) versus waitlist or TAU comparison, comparing effects by
30 multiplicity of trauma, specific intervention, diagnostic status at baseline, and trauma
31 type.

32 Excluded studies

33 Thirty-one studies were reviewed at full text and excluded from this review. The most
34 common reasons for exclusion were subgroup or secondary analysis of an RCT

35 already included and/or that is not relevant, systematic review with no new useable
36 data and any meta-analysis results not appropriate to extract, and intervention not
37 targeted at PTSD symptoms.

38 Studies not included in this review with reasons for their exclusions are provided in
39 Appendix K.

40 Summary of clinical studies included in the evidence review

41 Table 29, Table 30 and Table 31 provide brief summaries of the included studies and
42 evidence from these are summarised in the clinical GRADE evidence profiles below
43 (Table 32, Table 33, Table 34, Table 35 and Table 36).
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See also the study selection flow chart in Appendix C, forest plots in Appendix E and
study evidence tables in Appendix D.

Table 29: Summary of included studies: Non-trauma-focused CBT for delayed
treatment (>3 months)-part 1

Comparison

Total no. of studies (N
randomised)

Study ID

Country
Diagnostic status

Mean months since onset
of PTSD

Mean age (range)

Sex (% female)

Ethnicity (% BME)

Coexisting conditions

Non-TF-CBT (+/- TAU) versus waitlist/ TAU
9 (737)

Davis 2007
Davis 20112

Ford 20113
Krakow 20004
Margolies 2013%
McGovern 20116
McGovern 20157
Talbot 20148
Zlotnick 1997°
us

Clinically important PTSD symptoms (scoring above a
threshold on validated scale) 247
PTSD diagnosis according to ICD/DSM criteria356:89
NR13456.7.9

NR (experiencing nightmares for mean 216 [148.9] months) 2
221.88

40 (range NR)
47 (range NR)?
30.7 (18-45)3

37 (range NR)*4
37.7 (21-54)5
37.7 (range NR) 8
35 (range NR)”
37.2 (22-59)8

39 (range NR)?
821

752

1003,4,9

10°

576

607

698

241

192

593

34

60°

96

57

298

0.02°

NR1,2,5,9
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Comparison

Mean months since
traumatic event

Type of traumatic event

Single or multiple incident
index trauma

Lifetime experience of
trauma

Non-TF-CBT (+/- TAU) versus waitlist/TAU

72% met DSM-IV criteria for a current Axis | disorder other
than PTSD, including anxiety disorders (61%) and
depressive (34%), bipolar (8%), or psychotic (9%) disorders?
All participants had regular nightmares (=1 a week for >6
months) and insomnia*

100% had alcohol or drug dependence®

Mean number of psychiatric disorders 3.8 (SD=1.7). All
participants met criteria for substance use disorder (mean
number of substance use disorders 3 [SD=2]). 58% major
depression; 43% generalized anxiety; 30% panic with
agoraphobia; 28% social anxiety; 16% panic disorder; 15%
OCD; 14% dysthymia; 13% agoraphobia; 9% bipolar type
disorders’

20% had comorbid depression and 51% had another
psychiatric comorbidity. The mean (SD) number of
comorbidities was 1.09 (0.19) 8

NR1.2:3567.8

NR (mean duration of nightmares was 20 years) 4

NR (abuse from 6.86 years of age on average)®

Mixed: Most frequently reported types of trauma: car
accidents (59%); unwanted sexual contact (59%); physical
assault with a weapon (53%)?

Mixed: The most frequent types of trauma reported were
unwanted sexual contact (60%), serious accidents (57%),
physical assault with a weapon (57%), combat exposure
(13%)?

Mixed: Exposure to victimization or incarceration?®

Exposure to sexual abuse or assault: 97% reported history of
sexual assault: 50% raped as adults; 54% raped as children;
>60% experienced multiple episodes of sexual assault*
Military combat: Veterans from Operation Enduring Freedom
(OEF) and Operation Iragi Freedom (OIF) >

Childhood sexual abuse: 68% experienced childhood sexual
assault, 18% childhood physical assault, 9% adult sexual
assault, 2% adult physical assault and 2% experienced
trauma from an accident®

Mixed: Childhood sexual assault and adult physical assault
but numbers for each trauma type were not reported”
Unclear: No details reported?®

Childhood sexual abuse: 77% reported intrafamilial sexual
abuse (abuse by a relative) and 35% reported parental
sexual abuse®

Single'2

Multiple34.56.7.9

Unclear®

Mean 4.6 traumatic events (SD=2.0; range 1-9) '

Mean 5.5 traumatic events (SD=2.75; range: 1-11)2

NR36.7.8

68% experienced non-sexual violent assaults as adults and
72% as children. 78% reported other traumatic events
including unexpected deaths in the family, witnessing
violence, motor vehicle accidents, or natural disasters*
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Comparison Non-TF-CBT (+/- TAU) versus waitlist/TAU

65% of participants were receiving some form of treatment
for PTSD?

77% had also experienced rape. Mean number of lifetime
sexual abuse offenders reported was 3.71 (SD = 3.45)°
Intervention details CBT for insomnia (CBT-I)"2+ TAU®8

TARGET (Trauma Affect Regulation: Guide for Education
and Therapy; Ford & Russo 2006) 3

Nightmare imagery rehearsal therapy*
Integrated CBT®7
Affect management group?®

Intervention format Individual23.56.7.8
Group*?
Intervention intensity 3x weekly 2-hour sessions (6 hours) 12

12x 50-min sessions (10 hours) 3

3x 1-3 hour sessions (7 hours; 2x 3-hour sessions + 1x 1-
hour session) 4

4x 1-hour sessions (4 hours)®

12-14x weekly 45-50 min sessions (9-11 hours)©
8-12x weekly 45-50 min sessions (6-10 hours)’
8x sessions®

15x 2-hour weekly sessions (30 hours)®

Comparator Waitlist!2.34
TAU: Overall, 65% of veterans were involved in some form
of treatment for PTSD (group and/or individual). Group
treatment (45%) involved PTSD support groups focusing
specifically on OEF/OIF veterans. Individual treatment (43%)
involved evidenced based approaches including prolonged
exposure therapy and cognitive processing therapy®
TAU: Individual addiction counselling, based on the
Individual Drug Counselling (IDC) treatment used in the
NIDA Cocaine Collaborative Study (Mercer & Woody, 1999) 6

TAU: Standard care consists of intensive outpatient
programme services, including group and individual
therapies, and medication management’

TAU: All participants were currently in treatment for PTSD
that could include medication therapy or enrolment in a
specialized PTSD program or individual psychotherapy with
a licensed clinician and had been in one of more of these
treatments for at least 3 months?

TAU: All participants were also in individual therapy and

reported the use of psychotropic medication®
Intervention length (weeks) 312

123

54

65

136

267

88

159

Note. 'Davis 2007; 2Davis 2011; 3Ford 2011; *Krakow 2000; *Margolies 2013; $McGovern 2011;
"McGovern 2015; 8Talbot 2014; °Zlotnick 1997
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Table 30: Summary of included studies: Non-trauma-focused CBT for delayed
treatment (>3 months)-part 2

Comparison

Total no. of
studies (N
randomised)

Study ID

Country

Diagnostic
status

Mean months
since onset of
PTSD

Mean age
(range)

Sex (% female)

Ethnicity (%
BME)

Coexisting
conditions

Mean months
since traumatic
event

Type of
traumatic event

Single or
multiple
incident index
trauma

Lifetime
experience of
trauma

Non-TF-CBT (+/- TAU) versus
attention-placebo (+/- TAU)

2 (413)

Hien 2009'

Nakamura 20172

us

PTSD diagnosis according to
ICD/DSM criteria’

Clinically important PTSD
symptoms (scoring above a
threshold on validated scale) 2

NR

39.2 (range NR) 1

50.7 (39-69)?

100"

102

551

122

All participants had substance use.
The most frequently diagnosed
substance use disorder was
cocaine dependence (70.5%),
followed by alcohol (56.1%),
marijuana (27.2%), and opioid
dependence (25.6%)

All participants had self-reported
sleep disturbance and Gulf War
lliness?

NR

Mixed: The majority of participants
had experienced physical abuse
(84.8%) or sexual abuse (67.6%)
during adulthood’

Military combat: Gulf War
veterans?

Multiple

Very high rates of childhood abuse
histories (70.1% sexual and 58.7%
physical abuse) '

NR?

131

Non-TF-CBT (+ TAU) versus
psychoeducational group (+
TAU)

1.(111)

Dunn 2007

us

PTSD diagnosis according to
ICD/DSM criteria

NR (‘chronic')

54.9 (range NR)

45

All had comorbid depression (MDD
[78% + 14% MDD in partial
remission only] or dysthymia
[0.01%], or both [0.07%)]), 43.5%
had an anxiety disorder, 0.08%
had another Axis | disorder

NR

Military combat: NR (‘veterans')

Multiple

NR
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Intervention
details

Intervention
format

Intervention
intensity

Comparator

Intervention
length (weeks)

Seeking Safety (Najavits 2002) +
standard substance abuse
treatment’

Sleep-focused Mind-Body Bridging
(MBB) 2

Group

12x 75-90-min biweekly sessions
(15-18 hours). Mean 6.2 treatment
sessions attended (+ 1.3 mental
health appointments and 3.4 12-
step meetings) '

3x weekly sessions?

Women's Health Education (WHE;
attention-placebo) + standard
substance abuse treatment!

Sleep Hygiene Education (SED)
intervention?

61

32

Note. "Hien 2009; 2Nakamura 2017

Self-management therapy + TAU
(standard Trauma Recovery
Program care of process-oriented
and educational groups + 90%
taking psychotropic medication)

Group

14x 1.5-hour weekly sessions (21
hours)

Psychoeducational group (+ TAU)

14

Table 31: Summary of included studies: Non-trauma-focused CBT for delayed
treatment (>3 months)-part 3

Total no. of
studies (N
randomised)

Study ID
Country
Diagnostic
status

Mean months

since onset of
PTSD

Mean age
(range)

Sex (% female)
Ethnicity (%
BME)

Coexisting
conditions

1 (55)

Foa 1991
us

PTSD diagnosis according to
ICD/DSM criteria

NR
31.8 (range NR)

100
26

NR

132

1(146)

Ford 2011
us

PTSD diagnosis according to
ICD/DSM criteria

NR

30.7 (18-45)

100
59

Most (72%) participants met
Structured Clinical Interview for
DSM-1V criteria for a current Axis |
disorder other than PTSD. These
included anxiety disorders (61%)
and depressive (34%), bipolar
(8%), or psychotic (9%) disorders
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Comparison

Mean months
since traumatic
event

Type of
traumatic event

Single or
multiple
incident index
trauma

Lifetime
experience of
trauma

Intervention
details

Intervention
format

Intervention
intensity

Comparator

Intervention
length (weeks)
Note. None

Non-TF-CBT versus counselling
72.7

Exposure to sexual abuse or
assault: Rape or attempted rape.
54% perpetrator was a stranger;
46% perpetrator was an
acquaintance. 60% weapon used

Single

NR

Stress inoculation training (SIT)
adapted from Veronen and
Kilpatrick (1983) protocol

Individual

9x twice-weekly 90-min sessions
(13.5 hours)

Supportive counselling intervention
involved teaching a general
problem-solving technique

4.5

See Appendix D for full evidence tables.

Non-TF-CBT versus present-
centered therapy

NR

Mixed: Exposure to victimization or
incarceration

Multiple

NR

TARGET (Trauma Affect
Regulation: Guide for Education
and Therapy; Ford & Russo 2006),
psychoeducation about the link
between PTSD symptoms and
affect dysregulation (8 sessions),
skills training to restore affect
regulation capabilities (4 sessions)

Individual
12x 50-min sessions (10 hours)

Present-centered therapy, adapted
from 14-session manual
(McDonagh-Coyle et al 2005)

12

Quality assessment of clinical studies included in the evidence review

The clinical evidence profiles for this review (non-trauma-focused CBT for the
treatment of PTSD in adults) are presented in Table 32, Table 33, Table 34, Table 35

and Table 36.
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Table 32: Summary clinical evidence profile: Non-trauma-focused CBT (+/-

PTSD

symptomatology
self-report
PCL/DTS/PDS/P
SS-SR/MPSS-
SR change score
Follow-up: 3-15
weeks

PTSD
symptomatology
clinician-rated at
endpoint

CAPS change
score

Follow-up: 3-26
weeks

PTSD
symptomatology
clinician-rated at
3-month follow-
up

CAPS change
score

Follow-up: mean
13 weeks

Remission at
endpoint
Number of
people no longer
meeting
diagnostic
criteria/above
threshold on a
scale for PTSD
Follow-up: 12-15
weeks

Remission at 3-
month follow-up
Number of
people no longer
meeting
diagnostic
criteria

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

256 per 1000

905 per 1000

The mean PTSD
symptomatology
self-report in the
intervention
groups was

0.93 standard
deviations lower
(1.26 to 0.59
lower)

The mean PTSD
symptomatology
clinician-rated at
endpoint in the
intervention
groups was

0.59 standard
deviations lower
(0.81 to 0.37
lower)

The mean PTSD
symptomatology
clinician-rated at
3-month follow-
up in the
intervention
groups was

0.3 standard
deviations higher
(0.25 lower to
0.86 higher)

496 per 1000
(166 to 1000)

778 per 1000
(624 to 986)

134

TAU) versus waitlist or TAU for delayed treatment (>3 months)

228

studles)

339

4

studies)

53

(1 study)
RR 1.94 194
(0.65t0 (3
5.83) studies)
RR 0.86 53
(0.69to (1 study)
1.09)

low!:2

very
|ow1 2,34

very low'5

very low:67

very low'®
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Follow-up: mean
13 weeks

Dissociative
symptoms

DES change
score

Follow-up: mean
15 weeks

Sleeping
difficulties
ISI/PSQI change
score

Follow-up: 3-8
weeks

Depression
symptoms at
endpoint
BDI/BDI-II
change score
Follow-up: 3-13
weeks

Depression
symptoms at 3-
month follow-up
BDI change
score

Follow-up: mean
13 weeks

Alcohol use -
Endpoint

TLFB Number of
drinking days;
change score
Follow-up: 13-26
weeks
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The mean
dissociative
symptoms in the
intervention
groups was
0.77 standard
deviations lower
(1.48 to 0.06
lower)

The mean
sleeping
difficulties in the
intervention
groups was
1.02 standard
deviations lower
(1.29t0 0.75
lower)

The mean
depression
symptoms at
endpoint in the
intervention
groups was
0.32 standard
deviations lower
(0.83 lower to
0.18 higher)

The mean
depression
symptoms at 3-
month follow-up
in the
intervention
groups was
1.03 standard
deviations higher
(0.44 to0 1.62
higher)

The mean
alcohol use -
endpoint in the
intervention
groups was
0.27 standard
deviations lower
(0.56 lower to
0.01 higher)

135

33
(1 study)

263
(5
studies)

234
(4
studies)

53
(1 study)

199
(2
studies)

low!2

very
low124.6

very low'32

low!2

very low'45
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Alcohol use - 3- The mean

month follow-up alcohol use - 3- (1 study)  very low!”
TLFB Number of month follow-up

drinking days; in the

change score intervention

Follow-up: mean groups was

13 weeks 0.03 standard

deviations higher
(0.52 lower to

0.58 higher)
Drug use - The mean drug 199
Endpoint use - endpoint in (2 very low'4?°
TLFB Number of the intervention studies)
drug use days; groups was
change score 0.14 standard
Follow-up: 13-26 deviations lower
weeks (0.51 lower to
0.23 higher)
Drug use - 3- The mean drug 53
month follow-up use - 3-month (1 study)  low'?
TLFB Number of follow-up in the
drug use days; intervention
change score groups was
Follow-up: mean 0.62 standard
13 weeks deviations lower
(1.18 to 0.06
lower)
Discontinuation 325 per 1000 328 per 1000 RR 1.01 684
Number of (263 to 403) (0.81to (9 low'8
participants lost 1.24) studies)
to follow-up for
any reason
Follow-up: 3-26
weeks

BDI= Beck Depression Inventory; CAPS= Clinician-administered PTSD symptom scale; CBT= cognitive
behavioural therapy; Cl=confidence interval; DES= Dissociative Experiences Scales; DTS=Davidson
Trauma Scale; ISI=Insomnia severity index; MPSS-SR=Modified PTSD Symptom Scale-self-report;
PCL= PTSD checklist; PDS= Post-traumatic Diagnositic Scale; PSS-SR= PTSD symptom scale-
interview/self-report; PSQI=Pittsburgh Sleep quality index; RR=risk ratio, SMD= standardised mean
difference; TAU=treatment as usual; TLFB=alcohol timeline followback

! Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Substantial heterogeneity (12=50-80%)

4 Data is not reported/cannot be extracted for all outcomes

595% CI crosses both line of no effect and threshold for clinically important effect

6 Considerable heterogeneity (12>80%)

7 95% ClI crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

8 OIS not met (events<300)
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Table 33: Summary clinical evidence profile: Non-trauma-focused CBT (+/-
TAU) versus attention-placebo (+/- TAU) for delayed treatment (>3

PTSD The mean PTSD 413
symptomatolog symptomatology (2 studies) very
y self-report at self-report at low?-23
endpoint endpoint in the
PCL/PSS-SR intervention
change score groups was
Follow-up: 3-6 0.14 standard
weeks deviations lower
(0.34 lower to
0.05 higher)
PTSD The mean PTSD 60
symptomatolog symptomatology (1 study) low!4
y self-report at self-report at 3-
3-month follow- month follow-up in
up the intervention
PCL change groups was
score 0.56 standard
Follow-up: deviations lower
mean 13 weeks (1.08 to 0.04
lower)
PTSD The mean PTSD 353
symptomatolog symptomatology (1 study) low34
y clinician-rated clinician-rated in
CAPS change the intervention
score groups was
Follow-up: 0.1 standard
mean 6 weeks deviations higher
(0.11 lower to
0.31 higher)
Response 458 per 476 per 1000 RR 353
Number of 1000 (380 to 595) 1.04 (1 study) low35
people showing (0.83 to
clinically 1.3)
significant
improvement,
based on
reliable change
indices (RCI)
Follow-up:
mean 6 weeks
Depression The mean 60
symptoms - depression (1 study) low!5
Endpoint symptoms -
CES-D change endpoint in the
score intervention
Follow-up: groups was

mean 3 weeks 0.12 standard
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Depression
symptoms - 3-
month follow-up
CES-D change
score
Follow-up:
mean 13 weeks

Drug use
Substance Use
Inventory:
Number of days
participants
used drugs
during the past
7 days; change
score
Follow-up:
mean 6 weeks

Quality of life at
endpoint

SF-36 change
score
Follow-up:
mean 3 weeks
Better indicated
by higher
values

Quality of life at
3-month follow-
up

SF-36 change
score
Follow-up:
mean 13 weeks
Better indicated
by higher
values

Discontinuation
Number of
participants lost
to follow-up for
any reason
Follow-up: 3-6
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
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319 per
1000

deviations lower
(0.63 lower to
0.38 higher)

The mean
depression
symptoms - 3-
month follow-up in
the intervention
groups was

0.89 standard
deviations lower
(1.43 t0 0.36
lower)

The mean drug
use in the
intervention
groups was
0.05 standard
deviations lower
(0.26 lower to
0.16 higher)

The mean quality
of life at endpoint
in the intervention
groups was

0.1 standard
deviations higher
(0.41 lower to
0.61 higher)

The mean quality
of life at 3-month
follow-up in the
intervention
groups was

0.25 standard
deviations higher
(0.26 lower to
0.76 higher)

354 per 1000
(271 to 462)

138

RR
1.11
(0.85 to
1.45)

60
(1 study)

353
(1 study)

60
(1 study)

60
(1 study)

413
(2 studies)

low!4

lows4

low!5

low!5

moderate®
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CAPS= Clinician-administered PTSD scale; CBT= cognitive behavioural therapy; CES-D= Centre of Epidemiological
Studies-Depression; Cl= confidence interval; PCL= PTSD checklist; PSS-SR= PTSD symptom scale-interview/self-
report; RR= risk ratio; SF-36=Short form-36; SMD=standardised mean difference; TAU=treatment as usual

! Risk of bias is high or unclear across multiple domains

2 Substantial heterogeneity (12=50-80%,

3 Data is not reported/cannot be extracted for all outcomes

4 OIS not met (N<400)

595% ClI crosses both line of no effect and threshold for clinically important effect

Table 34: Summary clinical evidence profile: Non-trauma-focused CBT (+ TAU)

versus psychoeducational group (+ TAU) for delayed treatment (>3

PTSD The mean PTD 77
symptomatolog symptomatology (1 study) low!-2
y self-report - self-report -
Endpoint endpoint in the
DTS change intervention groups
score was
Follow-up: 0.34 standard
mean 14 weeks deviations lower
(0.79 lower to 0.12
higher)
PTSD The mean PTSD 70
symptomatolog symptomatology (1 study) low!-2
y self-report - 3- self-report - 3-
month follow-up month follow-up in
DTS change the intervention
score groups was
Follow-up: 0.31 standard
mean 13 weeks deviations lower
(0.78 lower to 0.17
higher)
PTSD The mean PTSD 71
symptomatolog symptomatology (1 study) low!-2
y self-report - 6- self-report - 6-
month follow-up month follow-up in
DTS change the intervention
score groups was
Follow-up: 0.11 standard
mean 26 weeks deviations lower
(0.58 lower to 0.36
higher)
PTSD The mean PTSD 66
symptomatolog symptomatology (1 study) low!-2

y self-report - 1-
year follow-up

self-report - 1-year
follow-up in the

DTS change intervention groups
score was
Follow-up: 0.22 standard

mean 52 weeks
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PTSD
symptomatolog
y clinician-rated
- Endpoint
CAPS change
score
Follow-up:
mean 14 weeks

PTSD
symptomatolog
y clinician-rated
- 3-month
follow-up

CAPS change
score
Follow-up:
mean 13 weeks

PTSD
symptomatolog
y clinician-rated
- 6-month
follow-up

CAPS change
score
Follow-up:
mean 26 weeks

PTSD
symptomatolog
y clinician-rated
- 1-year follow-
up

CAPS change
score
Follow-up:
mean 52 weeks

Depression
symptoms -
Endpoint
HAMD change
score
Follow-up:
mean 14 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
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(0.71 lower to 0.27
higher)

The mean PTSD
symptomatology
clinician-rated -
endpoint in the
intervention groups
was

0.25 standard
deviations lower
(0.71 lower to 0.2
higher)

The mean PTSD
symptomatology
clinician-rated - 3-
month follow-up in
the intervention
groups was

0.2 standard
deviations lower
(0.67 lower to 0.27
higher)

The mean PTSD
symptomatology
clinician-rated - 6-
month follow-up in
the intervention
groups was

0.18 standard
deviations lower
(0.65 lower to 0.29
higher)

The mean ptsd
symptomatology
clinician-rated - 1-
year follow-up in
the intervention
groups was

0.53 standard
deviations lower
(1.03t0 0.04
lower)

The mean
depression
symptoms -
endpoint in the
intervention groups
was

1.01 standard

140

7
(1 study)

70
(1 study)

71
(1 study)

66
(1 study)

77
(1 study)

moderate?

moderate?

moderate?

moderate?

moderate?
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deviations lower

(1.49 t0 0.53
lower)
Depression The mean 70
symptoms - 3- depression (1 study) moderate?®
month follow-up symptoms - 3-
HAMD change month follow-up in
score the intervention
Follow-up: groups was
mean 13 weeks 0.53 standard
deviations lower
(1.01 t0 0.05
lower)
Depression The mean 71
symptoms - 6- depression (1 study) moderate?®
month follow-up symptoms - 6-
HAMD change month follow-up in
score the intervention
Follow-up: groups was
mean 26 weeks 0.66 standard
deviations lower
(1.15t0 0.18
lower)
Depression The mean 66
symptoms - 1- depression (1 study) moderate?
year follow-up symptoms - 1-year
HAMD change follow-up in the
score intervention groups
Follow-up: was
mean 52 weeks 0.1 standard

deviations lower
(0.59 lower to 0.39

higher)
Discontinuation 214 per 401 per 1000 RR 111
Number of 1000 (221 to 726) 1.87 (1 study) moderate*
participants lost (1.03
to follow-up for to
any reason 3.39)

Follow-up:
mean 14 weeks
CAPS= Clinician-administered PTSD scale; Cl= confidence interval; DTS=Davidson trauma scale;
HAMD= Hamilton Rating Scale for Depression; RR= risk ratio; SMD= standardised mean difference;
TAU=treatment as usual
! Risk of bias is high or unclear across multiple domains
2.95% Cl crosses both line of no effect and threshold for clinically important effect
3 OIS not met (N<400)
4 OIS not met (events<300)
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Table 35: Summary clinical evidence profile: Non-trauma-focused CBT versus

PTSD

symptomatolog
y clinician-rated
PSS-I change
score
Follow-up:
mean 5 weeks

Remission
Number of
people no
longer meeting
diagnostic
criteria for
PTSD
Follow-up:
mean 5 weeks

Response
Number of
people showing
clinically
significant
improvement
based on
reliable change
indices (RCI)
on PSS-|
Follow-up:
mean 5 weeks

Anxiety
symptoms
STAI State
change score
Follow-up:
mean 5 weeks

71 per 1000

143 per 1000

Depression
symptoms

BDI change
score
Follow-up:
mean 5 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-

counselllng for delayed treatment (>3 months)

The mean
PTSD
symptomatolog
y clinician-rated
in the
intervention
groups was
1.47 standard
deviations lower
(2.38 to 0.57
lower)

411 per 1000 RR 31

(57 to 1000) 5.76 (1 study)
(0.8 to
41.43)

(1 study)

589 per 1000  RR 31
(153 to 1000)  4.12 (1 study)
(1.07 to
15.78)

The mean 25
anxiety (1 study)
symptoms in

the intervention

groups was

0.65 standard

deviations lower

(1.46 lower to

0.17 higher)

The mean 25
depression (1 study)
symptoms in

the intervention

groups was

0.81 standard

deviations lower
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(1.64 lower to

0.02 higher)
Discontinuation 214 per 1000 176 per 1000 RR 31
Number of (43 to 741) 0.82 (1 study) very low'8
participants lost (0.2 1o
to follow-up for 3.46)
any reason
Follow-up:

mean 5 weeks
BDI= Beck Depression Inventory; CBT= cognitive behavioural therapy; Cl= confidence interval; PSS-I= PTSD
symptom scale-interview; RR=risk ratio; SMD= standardised mean difference; STAI= State-Trait Anxiety Inventory
" Risk of bias is high or unclear across multiple domains
2 OIS not met (N<400)
3 Data is not reported/cannot be extracted for all outcomes
495% CI crosses both line of no effect and threshold for clinically important effect
5 OIS not met (events<300)
695% CI crosses line of no effect and threshold for both clinically important benefit and clinically important harm

Table 36: Summary clinical evidence profile: Non-trauma-focused CBT versus
present-centered therapy for delayed treatment (>3 months)

PTSD The mean PTSD 101
symptomatolog symptomatology (1 study) very low'2
y clinician-rated clinician-rated -
- Endpoint endpoint in the
CAPS change intervention
score groups was
Follow-up: 0.09 standard
mean 12 weeks deviations lower
(0.48 lower to 0.3
higher)
PTSD The mean PTSD 101
symptomatolog symptomatology (1 study) very low"2
y clinician-rated clinician-rated - 3-
- 3-month month follow-up in
follow-up the intervention
CAPS change groups was
score 0.04 standard
Follow-up: deviations lower
mean 13 weeks (0.43 lower to
0.35 higher)
PTSD The mean PTSD 101
symptomatolog symptomatology (1 study) very low'3
y clinician-rated clinician-rated - 6-
- 6-month month follow-up in
follow-up the intervention

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)
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CAPS change
score
Follow-up:
mean 26 weeks

Remission -
Endpoint
Number of
people no
longer meeting
diagnostic
criteria for
PTSD
Follow-up:
mean 12 weeks

Remission - 3-
month follow-up
Number of
people no
longer meeting
diagnostic
criteria for
PTSD
Follow-up:
mean 13 weeks
Remission - 6-
month follow-up
Number of
people no
longer meeting
diagnostic
criteria for
PTSD
Follow-up:
mean 26 weeks

Depression
symptoms -
Endpoint

BDI change
score
Follow-up:
mean 12 weeks

Depression
symptoms - 3-
month follow-up
BDI change
score

PTSD: evidence reviews for psychological, psychosocial and other non-

151 per
1000

189 per
1000

245 per
1000

groups was
0.23 standard
deviations higher
(0.16 lower to
0.62 higher)

208 per 1000
(89 to 485)

292 per 1000
(143 to 594)

334 per 1000
(179 to 618)

The mean
depression
symptoms -
endpoint in the
intervention
groups was

0.2 standard
deviations higher
(0.19 lower to
0.59 higher)

The mean
depression
symptoms - 3-

month follow-up in

the intervention

144

RR
1.38
(0.59 to
3.21)

RR
1.55
(0.76 to
3.15)

RR
1.36
(0.73 to
2.52)
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101
(1 study)

101
(1 study)

101
(1 study)

101
(1 study)

101
(1 study)

very low'#

very low'#

very low'4
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very low'2
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Follow-up: groups was
mean 13 weeks 0.48 standard
deviations higher
(0.08 to 0.87
higher)
Depression The mean 101
symptoms - 6- depression (1 study) very low'-2
month follow-up symptoms - 6-
BDI change month follow-up in
score the intervention
Follow-up: groups was
mean 26 weeks 0.06 standard

deviations higher
(0.33 lower to

0.45 higher)
Discontinuation 340 per 292 per 1000 RR 101
Number of 1000 (163 to 520) 0.86 (1 study) very low'4
participants lost (0.48 to
to follow-up for 1.53)
any reason
Follow-up:

mean 12 weeks
BDI= Beck Depression Inventory; CAPS= Clinician-administered PTSD scale; Cl= confidence interval;
RR-= risk ratio; SMD= standardised mean difference
! Risk of bias is high or unclear across multiple domains
2 OIS not met (N<400)
3 95% Cl crosses both line of no effect and threshold for clinically important effect
495% ClI crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

See appendix | for full GRADE tables.

Sensitivity and subgroup analysis

Sub-analysis of the comparison, non-trauma-focused CBT (alone or in addition to
TAU) versus waitlist or TAU for delayed treatment (>3 months) of clinically important
symptoms/PTSD, by multiplicity of trauma revealed no statistically significant
differences for self-rated PTSD symptomatology (K=5; N=228; Chi* = 3.62, p = 0.16),
clinician-rated PTSD symptomatology (K=4; N=339; Chi? = 0.01, p = 0.94), or
discontinuation (K=9; N=684; Chiz = 2.15, p = 0.34).

Sub-analysis by specific intervention revealed no statistically significant subgroup
differences for self-rated PTSD symptomatology (Chi? = 0.45, p = 0.80), or
discontinuation (Chi? = 4.85, p = 0.30). A statistically significant subgroup difference
was observed for clinician-rated PTSD symptomatology (Chi? = 6.23, p = 0.04), with
relatively larger effects for affect regulation (SMD -1.06 [-1.50, -0.63]) relative to CBT
for insomnia (CBT-I; SMD -0.57 [-1.16, 0.01]) or integrated CBT (SMD -0.40 [-0.68, -
0.12]). However, there is only a single study in the affect regulation subgroup which
may differ in any number of variables, thus, this effect may be spurious. It is also
worth noting that effects are statistically significant across specific interventions.

145
PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)



DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of
PTSD in adults

Sub-analysis by diagnostic status at baseline revealed no statistically significant
subgroup differences for self-rated PTSD symptomatology (Chi? = 1.30, p = 0.25), or
discontinuation (Chi? = 0.31, p = 0.58). A statistically significant subgroup difference
was observed for clinician-rated PTSD symptomatology (Chi* = 4.18, p = 0.04), with
relatively larger effects observed for the PTSD diagnosis according to ICD/DSM
criteria subgroup (SMD -0.87 [-1.21, -0.53]) compared to the clinically important
PTSD symptoms (scoring above threshold on validated scale) subgroup (SMD -0.40
[-0.69, -0.12]). However, effects are statistically significant for both subgroups.

-_—
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Sub-analysis by trauma type revealed no statistically significant subgroup differences
for self-rated PTSD symptomatology (Chi? = 5.12, p = 0.27), clinician-rated PTSD
symptomatology (Chi? = 0.03, p = 0.87), or discontinuation (Chi? = 2.74, p = 0.60).

RGN
N —

-
w

See forest plots in Appendix E.
14 Present-centered therapy: clinical evidence

15 Included studies

16 Four studies of present-centered therapy for the treatment of PTSD in adults were
17 identified for full-text review. Of these 4 studies, all 4 RCTs (N=350) were included.
18 There were 2 comparisons for present-centered therapy.

19 For early treatment (intervention initiated 1-3 months post-trauma) of PTSD

20 symptoms, 2 RCTs (N=130) compared present-centered therapy in addition to

21 treatment as usual with treatment as usual-only (Johnson et al. 2011; Johnson et al.
22 2016).

23 For delayed treatment (intervention initiated more than 3 months post-trauma) of
24 PTSD symptoms, 2 RCTs (N=220) compared present-centered therapy with waitlist
25 (Ford et al. 2011; McDonagh et al. 2005).

26 Comparisons with trauma-focused CBT are presented in the Trauma-focused CBT
27 section above.

28 Sub-analyses were not possible for present-centered therapy.

29 Excluded studies
30 No present-centered studies that were considered in full-text were excluded.

31 Studies not included in this review with reasons for their exclusions are provided in
32 Appendix K.

33 Summary of clinical studies included in the evidence review

34 Table 37and Table 38 provide brief summaries of the included studies and evidence
35 from these are summarised in the clinical GRADE evidence profiles below (Table 39
36 and Table 40).

37 See also the study selection flow chart in Appendix C, forest plots in Appendix E and
38 study evidence tables in Appendix D.
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1 Table 37: Summary of included studies: Present-centered therapy for early
2 treatment (1-3 months)

Comparison Present-centered therapy (+ TAU) versus TAU

Total no. of studies (N 2 (130)

randomised)

Study ID Johnson 20111
Johnson 20162

Country us

Diagnostic status PTSD diagnosis according to ICD/DSM criteria

Mean months since onset NR

of PTSD

Mean age (range) 32.6 (range NR) '

33.3 (range NR) 2

Sex (% female) 100

Ethnicity (% BME) 57

Coexisting conditions 67% MDD, 18% anxiety disorders’

60% MDD, 43% other anxiety disorder?

Mean months since NR (inclusion criteria included experience of domestic

traumatic event violence within 1 month prior to entering shelter and mean
time in shelter at baseline was 15/212 days)

Type of traumatic event Domestic violence

Single or multiple incident Multiple

index trauma

Lifetime experience of 6.31 types of prior trauma, aside from index IPV. 73% had

trauma experienced prior lifetime IPV!

3.6 prior trauma. 66% had experienced prior lifetime IPV2

Intervention details Helping to Overcome PTSD through Empowerment (HOPE)
programme (Johnson & Zlotnick 2006) + standard shelter
services

Intervention format Individual

Intervention intensity 12x 1-1.5-hour twice-weekly sessions (12-15 hours). Mean
6.8 (sd=4.3) attended sessions’
16x 1-hour sessions (16 hours; 10x weekly sessions in
shelter, 6x sessions over 3 months post-shelter). Mean 12.7
sessions attended, + 1.07 case management group
attended?

Comparator Standard shelter services (SSSs) which included case
management, a supportive milieu environment, and
attendance of educational groups offered through the shelter
(i.e., parenting & support groups)

Intervention length (weeks) 67
232

Note. 'Johnson 2011; 2Johnson 2016

3 Table 38: Summary of included studies: Present-centered therapy for delayed
4 treatment (>3 months)

Comparison Present-centered therapy versus waitlist
Total no. of studies (N 2 (220)

randomised)

Study ID Ford 2011*

McDonagh 20052
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Comparison
Country
Diagnostic status

Mean months since onset
of PTSD

Mean age (range)

Sex (% female)
Ethnicity (% BME)

Coexisting conditions

Mean months since
traumatic event

Type of traumatic event

Single or multiple incident
index trauma

Lifetime experience of
trauma

Intervention details

Intervention format
Intervention intensity

Comparator
Intervention length (weeks)

Present-centered therapy versus waitlist

us

PTSD diagnosis according to ICD/DSM criteria

NR?

NR (‘chronic') 2

30.7 (18-45) 1

40.4 (range NR)?

100

591

72

72% met DSM-IV criteria for a current Axis | disorder other
than PTSD, including anxiety disorders (61%) and
depressive (34%), bipolar (8%), or psychotic (9%) disorders
11% met criteria for borderline personality disorder?

NR?

NR (mean age of onset 6.6 years [SD=2.6]) 2

Mixed: Exposure to victimization or incarceration’

Childhood sexual abuse. Childhood sexual abuse
characteristics: 23% experienced life threat; 34% injured;
64% penetrated. Perpetrator of worst CSA event: 32% father
or stepfather; 35% other male relative; 31% known male; 1%
male stranger?

Multiple

NR?

Mean number of trauma types 3.3 (SD=1.1). Trauma history:
80% childhood physical abuse; 62% adult physical abuse;
50% adult sexual trauma?

Present-centered therapy, adapted from 14-session manual
(McDonagh-Coyle et al 2005), consists of psychoeducation
linking traumatic events to relationship problems (6 sessions)
and teaches social problem-solving skills (6 sessions) !
Present-centered therapy (PCT) included psychoeducation,
training in problem solving and journal writing. Although the
role of trauma was acknowledged in assessing current
difficulties, the trauma itself was never the focus of the
treatment?

Individual

12x 50-min sessions (10 hours)

14x 1.5-2 hour sessions (24.5 hours; first 7 sessions 2 hours
and final 7 1.5 hours)2

Waitlist
121
202

Note. "Ford 2011; ?McDonagh 2005

1 See Appendix F for full evidence tables.

2 Quality assessment of clinical studies included in the evidence review

3 The clinical evidence profiles for this review (present-centered therapy for the
4 treatment of PTSD in adults) are presented in Table 39 and Table 40.
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Table 39: Summary clinical evidence profile: Present-centered therapy (+ TAU)

PTSD

symptomatology
clinician-rated -
Endpoint

CAPS change
score

Follow-up: 6-23
weeks

PTSD
symptomatology
clinician-rated -
3-month follow-
up

CAPS change
score

Follow-up:
mean 13 weeks

PTSD
symptomatology
clinician-rated -
6-month follow-
up

CAPS change
score

Follow-up:
mean 26 weeks

Response -
Endpoint
Number of
people showing
improvement of
at least 26
points on CAPS
Follow-up:
mean 23 weeks

Response - 3-
month follow-up
Number of
people showing
improvement of
at least 26
points on CAPS

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

667 per
1000

667 per
1000

The mean PTSD
symptomatology
clinician-rated -
endpoint in the
intervention
groups was

0.52 standard
deviations lower
(0.89t0 0.15
lower)

The mean PTSD
symptomatology
clinician-rated -
3-month follow-
up in the
intervention
groups was

0.44 standard
deviations lower
(1.26 lower to
0.37 higher)

The mean PTSD
symptomatology
clinician-rated -
6-month follow-
up in the
intervention
groups was

0.24 standard
deviations lower
(0.91 lower to
0.43 higher)

767 per 1000
(553 to 1000)

867 per 1000
(647 to 1000)

149

versus TAU for early treatment (1-3 months)

RR
1.15
(0.83
to
1.59)

RR 1.3
(0.97
to
1.74)

119
(2 studies)

116
(2 studies)

114
(2 studies)

60
(1 study)

60
(1 study)

very low':23

very
Iow1,3,4,5

very
Iow1,3,4,5

low!:5

low!:5
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Follow-up:
mean 13 weeks

Response - 6-
month follow-up
Number of
people showing
improvement of
at least 26
points on CAPS
Follow-up:
mean 26 weeks

Depression
symptoms -
Endpoint

BDI change
score
Follow-up: 6-23
weeks

Depression
symptoms - 3-
month follow-up
BDI change
score
Follow-up:
mean 13 weeks

Depression
symptoms - 6-
month follow-up
BDI change
score
Follow-up:
mean 26 weeks

Discontinuation
Number of
participants lost
to follow-up for
any reason
Follow-up: 6-23
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
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767 per
1000

92 per 1000

797 per 1000
(613 to 1000)

The mean
depression
symptoms -
endpoint in the
intervention
groups was

1.01 standard
deviations lower
(1.69 t0 0.32
lower)

The mean
depression
symptoms - 3-
month follow-up
in the
intervention
groups was
0.77 standard
deviations lower
(1.14 t0 0.39
lower)

The mean
depression
symptoms - 6-
month follow-up
in the
intervention
groups was
0.79 standard
deviations lower
(1.17t0 0.4
lower)

77 per 1000
(25 to 233)

150

RR
1.04
(0.8 to
1.36)

RR
0.83
(0.27
to
2.52)

60
(1 study)

119
(2 studies)

116
(2 studies)

114
(2 studies)

130
(2 studies)

low!s

very
low1234

very low':23

very low"23

very low'8
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BDI= Beck Depression Inventory; CAPS= Clinician-administered PTSD scale; Cl= confidence interval;
RR-= risk ratio; SMD= standardised mean difference; TAU=treatment as usual

! Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Data is not reported/cannot be extracted for all outcomes

4 Substantial heterogeneity (12=50-80%)

595% Cl crosses both line of no effect and threshold for clinically important effect

6 95% CI crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

Table 40: Summary clinical evidence profile: Present-centered therapy versus
waitlist for delayed treatment (>3 months)

PTSD The mean PTSD 143
symptomatology symptomatology (2 studies)  very low'?2
clinician-rated clinician-rated in
CAPS change the intervention
score groups was
Follow-up: 12- 1.02 standard
20 weeks deviations lower
(1.37 to 0.67
lower)
Remission 59 per 215 per 1000 RR 143
Number of 1000 (25 to 1000) 3.65 (2 studies)  very
people no (0.43 low!:34.5
longer meeting to 31)
diagnostic
criteria for
PTSD
Follow-up: 12-
20 weeks
Dissociative The mean 45
symptoms dissociative (1 study) very low'.25
DES change symptoms in the
score intervention
Follow-up: groups was
mean 20 weeks 1.26 standard

deviations lower
(1.9 to 0.61 lower)

Anxiety The mean anxiety 45
symptoms symptoms in the (1 study) very low':25
STAI state intervention
change score groups was
Follow-up: 0.66 standard
mean 20 weeks deviations lower

(1.26 to 0.06

lower)
Depression The mean 143
symptoms depression (2 studies)  very low'?
BDI change symptoms in the
score intervention
Follow-up: 12- groups was
20 weeks 0.66 standard
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deviations lower
(1 to 0.32 lower)

Emotional and The mean 45

behavioural emotional and (1 study) very low'#?5
problems: Anger behavioural

STAXI change problems: anger in

score the intervention

Follow-up: groups was

mean 20 weeks 0 standard

deviations higher
(0.58 lower to 0.58

higher)
Quality of life The mean quality 45
QOLI change of life in the (1 study) very low"56
score intervention
Follow-up: groups was
mean 20 weeks 0.33 standard
Better indicated deviations higher
by higher values (026 lower to 0.92
higher)
Discontinuation 191 per 264 per 1000 RR 143
Number of 1000 (141 to 487) 1.38 (2 studies)  very low'4
participants lost (0.74
to follow-up for to
any reason 2.55)
Follow-up: 12-
20 weeks
1 BDI=Beck Depression Inventory; CAPS= Clinician-administered PTSD scale; Cl= confidence interval; DES=
2 Dissociative Experiences Scales; RR= risk ratio; SMD= standardised mean difference; STAI= State-Trait Anxiety
3 Inventory; STAXI= State-Trait Anger Experssion Inventory; QOLI=Qualiy of life index
4 ! Risk of bias is high or unclear across multiple domains
5 2 OIS not met (N<400)
6 3 Substantial heterogeneity (12=50-80%)
7 495% ClI crosses line of no effect and threshold for both clinically important benefit and clinically
8 important harm
9 % Data is not reported/cannot be extracted for all outcomes
10 6 95% ClI crosses both line of no effect and threshold for clinically important effect
11 See Appendix F for full GRADE tables.

12 Cognitive therapies: clinical evidence

13 Included studies

14 Twenty-three studies of cognitive therapies for the treatment of PTSD in adults were
15 identified for full-text review. Of these 23 studies, 2 RCTs (N=52) were included.
16 There was 1 comparison for cognitive therapies.

17 For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
18 symptoms, no relevant RCTs were identified.
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For delayed treatment (intervention initiated more than 3 months post-trauma) of
PTSD symptoms, both RCTs (N=52) compared metacognitive therapy (alone or in
addition to TAU) with waitlist or TAU (Wells & Colbear 2012; Wells et al. 2015).

Comparisons with trauma-focused CBT are presented in the Trauma-focused CBT
section above.

oo bk WN -

Sub-analyses were not possible for cognitive therapies.

7 Excluded studies

8 Twenty-one studies were reviewed at full text and excluded from this review. The

9 most common reasons for exclusion were systematic review with no new useable
10 data and any meta-analysis results not appropriate to extract, non-systematic review,
11 intervention not targeted at PTSD symptoms, and non-randomised group
12 assignment.

13 Studies not included in this review with reasons for their exclusions are provided in
14 Appendix K.

15 Summary of clinical studies included in the evidence review

16 Table 41 provides brief summaries of the included studies and evidence from these
17 are summarised in the clinical GRADE evidence profile below (Table 42).

18 See also the study selection flow chart in Appendix C, forest plots in Appendix E and
19 study evidence tables in Appendix D.

20 Table 41: Summary of included studies: Cognitive therapies for delayed
21 treatment (>3 months)

Comparison Metacognitive therapy (+/- TAU) versus waitlist or TAU
Total no. of studies (N 2 (52)
randomised)
Study ID Wells 2012
Wells 20152
Country UK
Diagnostic status PTSD diagnosis according to ICD/DSM criteria
Mean months since onset Median 13/15.5"
of PTSD Median 23.5 months?
Mean age (range) 37.4 (range NR) *
41.2 (range NR)?
Sex (% female) 551
382
Ethnicity (% BME) NR
Coexisting conditions 15% minor depressive disorder; 45% major depressive

disorder; 15% GAD'
56% coexisting psychiatric diagnosis: 28% major depressive
disorder; 22% panic disorder; 6% major depressive disorder
and panic disorder?

Mean months since NR (inclusion criteria included PTSD symptoms for >3
traumatic event months)
NR?
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Type of traumatic event Mixed: Assault (35%), MVC (20%), robbery (10%), sexual
assault (15%), witness (10%), work accident (10%)"
Mixed: Actual assault (28%); threatened assault (3%); sexual
assault (9%); assaulted another (3%); road traffic accident
(25%); witness (9%); fire (13%); war/combat (6%); armed
robbery (3%)?

Single or multiple incident Single
index trauma

Lifetime experience of Median number of traumas=1/1.5"
trauma Total number of traumas median 2.0 (IQR 1.0-3.0) 2
Intervention details Metacognitive therapy (following manual by Wells 2009) !

Metacognitive Therapy, following manual by Wells and
Sembi (2004) + TAU (concurrent pharmacological treatment

permitted) 2
Intervention format Individual
Intervention intensity 8x weekly sessions (length of sessions NR). Mean attended

6.4 sessions’
8x weekly 1-hour sessions (8 hours)?2

Comparator Waitlist!
TAU?

Intervention length (weeks) 8
Note. "Wells 2012; ?Wells 2015

See appendix G for full evidence tables.

Quality assessment of clinical studies included in the evidence review

The clinical evidence profile for this review (cognitive therapy for the treatment of
PTSD in adults) is presented in Table 42.

Table 42: Summary clinical evidence profile: Metacognitive therapy (+/- TAU)
versus waitlist or TAU for delayed treatment (>3 months)

PTSD The mean PTSD
symptomatology symptomatology (2 studies)  very low'23
self-rated self-rated in the
IES/PDS intervention groups
change score was
Follow-up: 3.45 standard
mean 8 weeks deviations lower
(4.51 to 2.39 lower)
Response self- 100 per 909 per 1000 RR 21
rated at 1000 (140 to 1000) 9.09 (1 study) very low':34
endpoint (1.4 to
Number of 58.91)

people showing
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clinically
significant
improvement
based on at
least 10-point
improvement on

IES
Follow-up:
mean 8 weeks
Anxiety The mean anxiety 40
symptoms symptoms in the (2 studies)  very low'23
BAI change intervention groups
score was
Follow-up: 1.97 standard
mean 8 weeks deviations lower
(2.76 to 1.19 lower)
Depression The mean 40
symptoms depression (2 studies)  very low'23
BDI-Il change symptoms in the
score intervention groups
Follow-up: was
mean 8 weeks 2.45 standard

deviations lower
(3.32 to 1.57 lower)

Discontinuation 0 per 1000 0 per 1000 RR 41

Number of (0 to 0) 2.87 (2 studies)  low?®
participants lost (0.32 to

to follow-up for 25.56)

any reason

Follow-up:

mean 8 weeks

BAI= Beck Anxiety Inventory; BDI= Beck Depression Inventory; Cl= confidence interval; IES= Impact of
Event Scale; PDS= Post-traumatic Diagnostic Scale; RR= risk ratio; SMD= standardised mean
difference; TAU=treatment as usual;

' Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Data is not reported/cannot be extracted for all outcomes

4 OIS not met (events<300)

595% ClI crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

See Appendix F for full GRADE tables.
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Behavioural therapies: clinical evidence

12 Included studies

13 Eleven studies of behavioural therapies for the treatment of PTSD in adults were
14 identified for full-text review. Of these 11 studies, 2 RCTs (N=90) were included.
15 There was 1 comparison for behavioural therapies.
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For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
symptoms, no relevant RCTs were identified.

For delayed treatment (intervention initiated more than 3 months post-trauma) of
PTSD symptoms, both RCTs (N=90) compared single-session behavioural therapy
with waitlist (Basoglu et al. 2005; Basoglu et al. 2007).

Sub-analyses were not possible for behavioural therapies.

Excluded studies

Nine studies were reviewed at full text and excluded from this review. The most
common reason for exclusion was non-randomised group assignment.

Studies not included in this review with reasons for their exclusions are provided in

Appendix K.

Summary of clinical studies included in the evidence review

Table 43 provides brief summaries of the included studies and evidence from these
are summarised in the clinical GRADE evidence profile below (Table 44).

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

Table 43: Summary of included studies: Behavioural therapies for delayed
treatment (>3 months)

Comparison

Total no. of studies (N
randomised)

Study ID

Country
Diagnostic status

Mean months since onset
of PTSD

Mean age (range)
Sex (% female)
Ethnicity (% BME)

Coexisting conditions

Mean months since
traumatic event

Type of traumatic event

Single-session behavioural therapy versus waitlist
2 (90)

Basoglu 2005"

Basoglu 20072

Turkey

PTSD diagnosis according to ICD/DSM criteria
NR

36.3 (range NR) '

34 (range NR)?

851

872

NR

NR?

Major depression: 36%, Panic disorder: 10%, panic disorder
with agoraphobia: 19%?2

36"

542

Natural disaster: Earthquake in Turkey on August 17, 1999.
20% survivors were trapped under rubble, 39% suffered
varying degrees of physical injury, 5% lost at least one first-
degree relative, and 70% lost at least a second-degree

relative or a friend. 19% survivors participated in rescue
work!
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Natural disaster: Earthquake in Turkey on August 17, 1999.
10% survivors had been trapped under rubble, 29% had
physical injury, and 68% had lost second-degree relatives or
friends?

Single or multiple incident Single
index trauma

Lifetime experience of 63% previous trauma (MVCs, fire, floods) '
trauma NR2
Intervention details Single session of modified behavioral treatment. Abridged

CBT program (Basoglu 2002) focused on addressing fear of
earthquakes and PTSD symptoms such as hyperarousal,
modified by (1) limiting cognitive interventions to the
explanation of the treatment rationale only, (2) focusing on
reduction of fear and avoidance, and (3) shifting focus from
habituation to anxiogenic stimuli to enhancement of sense of
control over traumatic stressors'’

Behavioural therapy involved two steps: explanation of the
treatment rationale, treatment target setting, and self-
exposure instructions and the participants were asked to
confront their fear until they felt in control but no systematic
cognitive restructuring was undertaken; second step involved
exposure to simulated earthquake tremors, and the session
was terminated when the survivors felt in complete control of
their distress or fear (mean session duration was 33 min
[SD=18, range 9—70 min])2

Intervention format Individual
Intervention intensity 1x 60min session'

1x 60-min session and 1x exposure session’
Comparator Waitlist

Intervention length (weeks) 0.1
Note. "Basoglu 2005; °Basoglu 2007

See appendix G for full evidence tables.

Quality assessment of clinical studies included in the evidence review

The clinical evidence profile for this review (behavioural therapy for the treatment of
PTSD in adults) is presented in Table 44.

Table 44: Summary clinical evidence profile: Single-session behavioural
therapy versus waitlist for delayed treatment (>3 months)

PTSD The mean PTSD

symptomatology symptomatology (1 study) very

self-rated at 6- self-rated at 6- low?!23
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week follow-up
TSSC change
score

Follow-up: mean
6 weeks

PTSD
symptomatology
clinician-rated at
6-8 week follow-
up

CAPS change
score

Follow-up: 6-8
weeks

Response at 6-
week follow-up
Number of
people rated as
'much’ or 'very
much' improved
on CGI-I
Follow-up: mean
6 weeks

Functional
impairment at 6-
8 week follow-
up

WSA change
score
Follow-up: 6-8
weeks

143 per
1000

Depression
symptoms at 6-8
week follow-up
BDI change
score

Follow-up: 6-8
weeks

Discontinuation 0
Number of
participants lost

PTSD: evidence reviews for psychological, psychosocial and other non-
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week follow-up in
the intervention
groups was

0.98 standard
deviations lower
(1.5210 0.43
lower)

The mean PTSD
symptomatology
clinician-rated at
6-8 week follow-
up in the
intervention
groups was

1.2 standard
deviations lower
(1.6510 0.75
lower)

549 per 1000
(210 to 1000)

The mean
functional
impairment at 6-8
week follow-up in
the intervention
groups was

0.71 standard
deviations lower
(1.14 t0 0.28
lower)

The mean
depression
symptoms at 6-8
week follow-up in
the intervention
groups was

0.69 standard
deviations lower
(1.1210 0.26
lower)

0

158

RR 3.84
(1.47 to
10.04)

Not
estimable

90
(2 studies)

59
(1 study)

90
(2 studies)

90
(2 studies)

90
(2 studies)

very
low"?23

very
Iow1 3,4

very
low'23

very
Iow1 2,3

low!4
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to follow-up for
any reason
Follow-up: 6-8
weeks
CAPS= Clinician-administered PTSD scale; CGI-I=Clinical Global impression-improvement; BDI= Beck
Depression Inventory; Cl=confidence interval; RR=risk ratio; SMD=standardised mean difference;
TSSC-=total symptom severity complex; WSA=Work and Social Adjustment
! Risk of bias is high or unclear across multiple domains
2 OIS not met (N<400)
3 Data is not reported/cannot be extracted for all outcomes
4 OIS not met (events<300)

See appendix | for full GRADE tables.
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9 Problem solving: clinical evidence

10 Included studies

11 One study of problem solving for the treatment of PTSD in adults was identified for
12 full-text review, and this RCT (N=309) was included in a single comparison for
13 problem solving.

14 For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
15 symptoms, the single included RCT (N=309) compared problem solving with
16 supportive counselling (Sahler et al. 2013).

17 For delayed treatment (intervention initiated more than 3 months post-trauma) of
18 PTSD symptoms, no relevant RCTs were identified.

19 Sub-analyses were not possible for problem solving interventions.

20 Excluded studies

21 There were no studies that met criteria for full-text review that were excluded.

22 Summary of clinical studies included in the evidence review

23 Table 45 provides a brief summary of the included study and evidence from this
24 study is summarised in the clinical GRADE evidence profile below (Table 46).

25 See also the study selection flow chart in Appendix C, forest plots in Appendix E and
26 study evidence tables in Appendix D.

27 Table 45: Summary of included studies: Problem solving for early treatment (1-
28 3 months)

Total no. of studies (N 1 (309)
randomised)
Study ID Sahler 2013
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Country
Diagnostic status

Mean months since onset
of PTSD

Mean age (range)
Sex (% female)
Ethnicity (% BME)
Coexisting conditions

Mean months since
traumatic event

Type of traumatic event

Single or multiple incident
index trauma

Lifetime experience of
trauma

Intervention details

Intervention format
Intervention intensity

Comparator

Intervention length (weeks)

Note. None

us

Clinically important PTSD symptoms (scoring above a
threshold on validated scale)

NR

37.3 (range NR)

100

43

NR

NR (children diagnosed 2 to 16 weeks before recruitment)

Family member or carer of person with life-threatening
illness or injury: Parent of child newly diagnosed with cancer

Single
NR

Problem-solving Skills Training (PSST; following protocol
used in Sahler et al. 2002, 2005 and Varni et al. 1999)

Individual

8x weekly 1-hour sessions (8 hours). 58% completed at least
6 sessions

Supportive counselling (following protocol by Rogers 1961)
8

See Appendix F for full evidence tables.

Quality assessment of clinical studies included in the evidence review

The clinical evidence profile for this review (problem solving for the treatment of
PTSD in adults) is presented in Table 46.

Table 46: Summary clinical evidence profile: Problem solving versus

PTSD

symptomatology
self-report -
Endpoint

IES-R endpoint
score

Follow-up: mean
8 weeks

supportive counselling for early treatment (1-3 months)

The mean PTSD
symptomatology
self-report -
endpoint in the
intervention
groups was

0.08 standard
deviations lower

309
(1 study) very

low1:2.3
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(0.3 lower to 0.15

higher)
PTSD The mean PTSD 309
symptomatology symptomatology (1 study) very
self-report - 3- self-report - 3- low?-23
month follow-up month follow-up in
IES-R endpoint the intervention
score groups was
Follow-up: mean 0.17 standard
13 weeks deviations lower
(0.39 lower to 0.05
higher)
Discontinuation 312 per 368 per 1000 RR 309
Number of 1000 (268 to 502) 1.18 (1 study) low'#

participants lost (0.86
to follow-up for to
any reason 1.61)
Follow-up: mean

8 weeks

Cl=confidence interval; IES-R= Impact of Event Scale-Revised,; RR=risk ratio; SMD=standardised mean difference
! Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Data is not reported/cannot be extracted for all outcomes

4 OIS not met (events<300)

See Appendix F for full GRADE tables.

Eye movement desensitisation and reprocessing (EMDR): clinical evidence

Included studies

Fifty-two studies of eye movement desensitisation and reprocessing (EMDR) for the
treatment of PTSD in adults were identified for full-text review. Of these 52 studies,
16 RCTs (N=942) were included. Some of these 16 RCTs were three- or four-armed
trials and as such were included in more than one comparison. There were 9
comparisons for EMDR.

For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
symptoms, there was evidence for one relevant comparison: 1 RCT (N=39)
compared EMDR with supportive counselling (Jarero et al. 2013).

For delayed treatment (intervention initiated more than 3 months post-trauma) of
PTSD symptoms, 1 RCT (N=88) compared EMDR with pill placebo (Van der Kolk et
al. 2007). 9 RCTs (N=518) compared EMDR (alone or in addition to TAU) with
waitlist or TAU (Acarturk et al. 2015; Acarturk et al. 2016; Aldahadha et al. 2012;
Carlson et al. 1998; Edmond et al. 1999/ Edmond & Rubin 2004 [one study reported
across two papers]; Himmerich et al. 2016; Jensen 1994; Power et all. 2002;
Rothbaum et al. 2005). 1 RCT (N=67) compared EMDR with supportive counselling
(Scheck et al. 1998). 1 RCT (N=74) compared EMDR with non-trauma-focused CBT
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(Ter Heide et al. 2016). 1 RCT (N=59) compared EMDR with ‘other active psych
intervention’ (Edmond et al. 1999/ Edmond & Rubin 2004 [one study reported across
two papers]). 3 RCTs (N=145) compared EMDR (alone or in addition to TAU) with
relaxation (alone or in addition to TAU) (Carletto et al. 2016; Carlson et al. 1998;
Taylor et al. 2003). 1 RCT (N=46) compared EMDR with a combined somatic and
cognitive therapy, emotional freedom technique (EFT) (Karatzias et al. 2011). Finally,
1 RCT (N=88) compared EMDR with fluoxetine (Van der Kolk et al. 2007).

Comparisons with trauma-focused CBT are presented in the Trauma-focused CBT
section above.

Sub-analyses were possible for the delayed treatment EMDR (alone or in addition to
TAU) versus waitlist or TAU comparison, comparing effects by multiplicity of trauma,
diagnostic status at baseline, and trauma type.

Excluded studies

Thirty-six studies were reviewed at full text and excluded from this review. The most
common reasons for exclusion were non-randomised group assignment, small
sample size (N<10 per arm), efficacy or safety data could not be extracted, and
systematic review with no new useable data and any meta-analysis results not
appropriate to extract.

Studies not included in this review with reasons for their exclusions are provided in
Appendix L.

Summary of clinical studies included in the evidence review

Table 47, Table 48, Table 49 and Table 50 provide brief summaries of the included
studies and evidence from these are summarised in the clinical GRADE evidence
profiles below (Table 51, Table 52, Table 53, Table 54, Table 55, Table 56, Table 57,
Table 58 and Table 59).

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

Table 47: Summary of included studies: Eye movement desensitisation and
reprocessing (EMDR) for early treatment (1-3 months)

Comparison EMDR versus supportive counselling

Total no. of studies (N 1 (39)

randomised)

Study ID Jarero 2013

Country Mexico

Diagnostic status Clinically important PTSD symptoms (scoring above a

threshold on validated scale)
Mean months since onset NR

of PTSD

Mean age (range) Mean NR (18-60)

Sex (% female) 49

Ethnicity (% BME) NR

Coexisting conditions NR

Mean months since NR (during assessment and treatment participants asked to
traumatic event focus on the worst work experience in the past 3 months)
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Comparison EMDR versus supportive counselling
Type of traumatic event Being an emergency responder in a traumatic event: First
responders

Single or multiple incident Multiple
index trauma

Lifetime experience of Active duty first responders (38% Red Cross paramedics;
trauma 38% emergency line operators; 23% firefighters)
Intervention details EMDR individual protocol for paraprofessional use in acute

trauma situations (EMDR-PROPARA; modification of
Shapiro 2001 protocol)

Intervention format Individual
Intervention intensity 2x 1.5-hour sessions (3 hours)
Comparator Supportive counselling included: psychoeducation; problem

solving skills; unconditional emotional support. Supportive
counselling specifically avoided exposure or anxiety
management techniques

Intervention length (weeks) 2

Note. None
1
2 Table 48: Summary of included studies: Eye movement desensitisation and
3 reprocessing (EMDR) for delayed treatment (>3 months)-part 1
EMDR (+/- TAU) versus
Comparison EMDR versus pill placebo waitlist/ TAU
Total no. of 1(88) 9 (518)
studies (N
randomised)
Study ID van der Kolk 2007 Acarturk 2015"
Acarturk 20162

Aldahadha 20123
Carlson 19984
Edmond 1999/2004°
Himmerich 20166
Jensen 19947
Power 20028
Rothbaum 2005°
Country us Turkey!?
Oman?
US4,5,7,9
Germany®
UK®
Diagnostic PTSD diagnosis according to Clinically important PTSD

status ICD/DSM criteria symptoms (scoring above a
threshold on validated scale) 57

PTSD diagnosis according to
ICD/DSM criteria2-3.4.6.8.9

Mean months NR NR123456.7.8

since onset of NR (‘chronic) ®

PTSD

Mean age 36.1 (range NR) 36.6 (19-63)

(range) 33.7 (17-64)2
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Comparison

Sex (% female)

Ethnicity (%
BME)

Coexisting
conditions

Mean months
since traumatic
event

Type of
traumatic event

EMDR versus pill placebo

83

33

Mean 3.2 comorbid Axis I/Il
diagnoses

154.8

Mixed: 28% child sexual abuse;
5% child physical abuse; 9% child
sexual and physical abuse; 9%
adult sexual assault; 6% adult
physical assault; 8% domestic
violence; 7% other adult
victimization; 9% traumatic loss;
3% war/terrorism/violence; 16%
injury/accident

164

EMDR (+/- TAU) versus
waitlist/ TAU

26.4 (19-37)3

48 (41-70)4

35 (range NR)®

28.5 (range NR) 6

43.1 (40-55)7

39.2 (range NR) @

33.8 (range NR)®

76'

742

533

04,6,7

100%°

428

NR1,2,3,6,7,8

464

15°

329

NR1.2:3456.8

40% had a recent VA diagnosis of
alcohol abuse or alcohol
dependence and were receiving

inpatient treatment for these
disorders’

40% had one comorbid diagnosis,
25% had two or more diagnoses in
addition to PTSD®

NR (mean duration at the camp
14.4 months)

NR2.34.7

2645

NR (<24 months)®

45.78

143.2°

Witnessing war as a civilian: Syrian
refugees’

Witnessing war as a civilian: Syrian
refugees. Traumatic events
included: death of family members;
threatened death to self or others;
serious injury to self or loved ones;
husband being at war; arrested
family members; not being able to
bury significant others who have
died in Syria; lack of shelter?

Motor Vehicle Collision®

Military combat: 97% Vietnam
veterans; 3% other combat
theatre*

Childhood sexual abuse:
Childhood sexual abuse lasted for
mean of 6.5 years (the mean age

PTSD: evidence reviews for psychological, psychosocial and other non-
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Comparison

Single or
multiple
incident index
trauma

Lifetime
experience of
trauma

Intervention
details

Intervention
format

Intervention
intensity

EMDR versus pill placebo

Multiple

NR

Eye movement desensitisation and
reprocessing (EMDR; following
study-specific protocol [Korn &
Spinazzola 2006] based on
Shapiro 1995 protocol)

Individual

8x weekly 90-minute sessions (12
hours)

165

EMDR (+/- TAU) versus
waitlist/ TAU

at which abuse began was 6.5
years, and the mean age at which
it stopped was 13 years)®

Military combat: German soldiers
who had served deployments
abroad®

Military combat: Vietnam veterans’
Mixed: Motor vehicle collision
(31%; 24% passenger, 7%
pedestrian); occupational accident
(22%); physical assault (18%);
sexual assault (4%); traumatic
death (4%); real/implied physical
threat (13%); other (7%)?2
Exposure to sexual abuse or
assault: Rape in adulthood (12 or
older) or a single incident of rape in
childhood by either a family
member or non-family member.
The maijority of assaults (43%)
were perpetrated by friends,
relatives, dates, and significant
others; 33% by strangers; and 23%
by acquaintances®

Multiple'-24.5.6.7
Single389

NR1.2346.7.8

58% of participants also
experienced childhood physical
abuse and 66% some form of adult
revictimization, such as domestic
violence and rape®

Including the index assault,
participants experienced a mean of
6.0 traumas (SD = 4.1) prior to
study entry®

Eye movement desensitisation and
reprocessing (EMDR), following
standard Shapiro protocol*.34.57.8.9
Eye movement desensitisation and
reprocessing, Recent Traumatic
Episode Protocol (EMDR R-TEP;
Shapiro & Laub, 2008, 2013) 2
Inpatient psychotherapy treatment
package included individual eye
movement desensitization and
reprocessing (EMDR) treatment®

Individual

7x weekly 90-min sessions (10.5
hours). Mean number of sessions

PTSD: evidence reviews for psychological, psychosocial and other non-
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attended 4.13 (SD=1.73; range=2-
7)1
7x weekly sessions (length NR).
Mean number of attended sessions
4.2 (SD=1.3, range 2-7). 76%
completed all sessions?
2-3x sessions?®
12x 60-75min sessions (12-15
hours) 4
6 x 90-min session (9 hours)®
NR®
3x sessions’
10x weekly 90-min sessions (15
hours) 8
9x twice-weekly 90-min sessions
(13.5 hours)®

Comparator Pill placebo Waitlist!23:5
TAU (no further detail reported) 47-2
Outpatient clinical management
included less structured supportive
psychological therapy sessions
and no EMDR treatment®
67% were taking psychotropic
medication®

Intervention 8 712

length (weeks) 93
64,5,6,9
27
108

Note. "Acarturk 2015; 2Acarturk 2016; SAldahadha 2012; Carlson 1998; *Edmond 1999/2004;
SHimmerich 2016; "Jensen 1994; 8Power 2002; °Rothbaum 2005

Table 49: Summary of included studies: Eye movement desensitisation and
reprocessing (EMDR) for delayed treatment (>3 months)-part 2

Total no. of 1(67) 1(74) 1(59)

studies (N

randomised)

Study ID Scheck 1998 Ter Heide 2016 Edmond 1999/2004

Country us Netherlands us

Diagnostic Clinically important PTSD diagnosis according Clinically important

status PTSD symptoms to ICD/DSM criteria PTSD symptoms
(scoring above a (scoring above a
threshold on threshold on
validated scale) validated scale)

Mean NR 95.4 NR

months

since onset

of PTSD
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Comparison

Mean age
(range)

Sex (%
female)

Ethnicity (%
BME)

Coexisting
conditions

Mean
months
since
traumatic
event

Type of
traumatic
event

Single or
multiple
incident
index trauma

Lifetime
experience
of trauma

Intervention
details

Intervention
format

Intervention
intensity

Comparator

EMDR versus
supportive
counselling

20.9 (16-25)
100

38

NR

NR

Mixed: 90%
childhood
physical/emotional
abuse, >50%
traumatic sexual
experiences, such as
rape or child
molestation

Multiple

NR

Eye movement
desensitisation and
reprocessing
(EMDR) following
standard protocol
(Shapiro 1995)

Individual

2x weekly 90-min
sessions (3 hours)

Active listening
condition followed a
nondirective,

EMDR versus non-TF-
CBT

41.5 (range NR)

28

NR

74% comorbid depression

NR

Witnessing war as a civilian:
Refugee sample, with most
frequently reported
traumatic events being
close to death (83%),
murder of family or friend
(75%) and threatened with
torture (72%)

Multiple

Mean number of types of
traumatic events: 13.8
(SD=5.5)

Eye movement
desensitisation and
reprocessing (EMDR)
following the Dutch version
of the EMDR protocol (De
Jongh & Ten Broeke 2003)

Individual

9 sessions: 3x 60-min
planning/preparation
followed by 6x 90-min
desensitisation/reprocessing
(12 hours in total)

Stabilisation as usual

167

EMDR versus
‘other active psych
intervention’

35 (range NR)
100

15

NR

264

Childhood sexual
abuse: Childhood
sexual abuse lasted
for mean of 6.5
years (the mean age
at which abuse
began was 6.5
years, and the mean
age at which it
stopped was 13
years)

Multiple

58% of participants
also experienced
childhood physical
abuse and 66%
some form of adult
revictimization, such
as domestic violence
and rape

Eye movement
desensitisation and
reprocessing
(EMDR), 8-phase
intervention

Individual

6x 90-min session (9
hours). Mean
treatment duration:
10.4 weeks

Other active psych
intervention: Therapy
in the routine
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Rogerian-based treatment condition
model outlined by involved a variety of
Gordon (1974) methods, techniques

and theories that
were incorporated
into an approach
best suited to
address the
therapeutic target
introduced by each

participant
Intervention 2 12 6
length
(weeks)
Note. None

Table 50: Summary of included studies: Eye movement desensitisation and
reprocessing (EMDR) for delayed treatment (>3 months)-part 3

Total no. of 3 (145) 1 (46) 1(88)
studies (N
randomised)
Study ID Carletto 2016" Karatzias 2011 van der Kolk 2007
Carlson 19982
Taylor 20033
Country Italy’ UK us
us?
Canada®
Diagnostic PTSD diagnosis PTSD diagnosis according  PTSD diagnosis
status according to to ICD/DSM criteria according to ICD/DSM
ICD/DSM criteria criteria
Mean NR (inclusion 95.2 NR
months criteria included that
since onset PTSD symptoms
of PTSD had been present
for at least 3
months)
NR2
104.43
Mean age 40.1 (range NR) ' 40.6 (18-65) 36.1 (range NR)
(range) 48 (41-70)2
37 (range NR)3
Sex (% 81" 57 83
female) 02
758
Ethnicity (%  NR! NR 33
BME) 462
233
168
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Comparison

Coexisting
conditions

Mean
months
since
traumatic
event

Type of
traumatic
event

Single or
multiple
incident
index trauma

Lifetime
experience
of trauma

Intervention
details

EMDR (+/- TAU)
versus relaxation
(+/- TAU)

NR1,2

42% major
depression, 31%
panic disorder, 12%
social anxiety
disorder?

841

NR (Vietnam
veterans) 2
NR3

Diagnosis of life-
threatening
condition: Diagnosis
of Multiple
Sclerosis’

Military combat:
97% Vietnam
veterans; 3% other
combat theatre?
Mixed: The most
common forms of
traumatic event
reported were
sexual assault
(45%),
transportation
accidents (43%),
physical assault
(43%), and being
exposed to a
sudden death (e.g.,
witnessing a
homicide, 22%)3

Single!
Multiple?
Unclear?®

Mean number of
previous traumas:
4.3 (6.5)"

NR?

Most participants
(65%) had
experienced more
than one type of
traumatic event®

Eye movement
desensitisation and
reprocessing
(EMDR; Shapiro
2001)1

EMDR versus combined
somatic and cognitive
therapy (EFT)

NR

97.2

Mixed: Accident (37%),
assault/murder (43%),
‘other' (20%)

Single

NR

Eye movement
desensitisation and
reprocessing (EMDR)
following standard protocol
(Shapiro 2002)

169

EMDR versus
fluoxetine

Mean 3.2 comorbid
Axis I/l diagnoses

154.8

Mixed: 28% child
sexual abuse; 5%
child physical abuse;
9% child sexual and
physical abuse; 9%
adult sexual assault;
6% adult physical
assault; 8% domestic
violence; 7% other
adult victimization; 9%
traumatic loss; 3%
war/terrorism/violence;
16% injury/accident

Multiple

NR

Eye movement
desensitisation and
reprocessing (EMDR;
following study-
specific protocol [Korn
& Spinazzola 2006]
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Eye movement based on Shapiro
desensitisation and 1995 protocol)
reprocessing
(EMDR) following
standard protocol
(Shapiro 1995)2 +
TAU (48% taking
psychotropic
medication)?
Intervention Individual Individual Individual
format

Intervention  10x 1-hour sessions Up to 8x 1-hour sessions (8 8x weekly 90-minute
intensity (10 hours)* hours). Mean 3.7 (SD=2.3) sessions (12 hours)
12x 60-75min sessions received
sessions (12-15
hours)?
8x 90-min sessions
(12 hours) 3

Comparator  Relaxation therapy Emotional freedom Fluoxetine, 10-
(following protocol technique (EFT) 60mg/day
of van Kessel et al.
2008) 1
Bio-feedback
assisted relaxation?
Relaxation training
based on manual by
Marks et al. (1998)
+ TAUS

Intervention 15! 8 8
length 62
(weeks) NR?

Note. "Carletto 2016; 2Carlson 1998; 3Taylor 2003

1 See Appendix F for full evidence tables.

Quality assessment of clinical studies included in the evidence review

2
3 The clinical evidence profiles for this review (EMDR for the treatment of PTSD in

4 adults) are presented in Table 51, Table 52, Table 53, Table 54, Table 55, Table 56,
5 Table 57, Table 58 and Table 59Table 46.

170
PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)



-_—

WN =

QOoo~NOOUIA

DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of
PTSD in adults

Table 51: Summary clinical evidence profile: Eye movement desensitisation
and reprocessing (EMDR) versus supportive counselling for early
treatment (1-3 months)

PTSD The mean PTSD
symptomatology symptomatology (1 study) very low"2
clinician-rated - clinician-rated -
Endpoint endpoint in the
SPRINT change intervention
score groups was
Follow-up: mean 2.19 standard
2 weeks deviations lower
(3 to 1.38 lower)
PTSD The mean PTSD 39
symptomatology symptomatology (1 study) very low'2
clinician-rated - clinician-rated -
1-month follow- 1-month follow-
up up in the
SPRINT change intervention
score groups was
Follow-up: mean 3 standard
4 weeks deviations lower
(3.94 to 2.06
lower)
PTSD The mean PTSD 39
symptomatology symptomatology (1 study) very low"2
clinician-rated - clinician-rated -
3-month follow- 3-month follow-
up up in the
SPRINT change intervention
score groups was
Follow-up: mean 3.68 standard
13 weeks deviations lower
(4.75 to 2.61
lower)
Discontinuation See See comment Not 39
Number of comment estimabl (1 study) low'-3
participants lost e
to follow-up for
any reason
Follow-up: mean
2 weeks

BDI= Beck Depression Inventory; CAPS= Clinician-administered PTSD scale; Cl=confidence interval;
DES= Dissociative Experiences Scales; HAM-A= Hamilton Rating Scale for Anxiety; IES-R= Impact of
Event Scale-Revised; MADRS=Montgomery-Asberg Depression Rating Scale; M-PTSD=Missisippi
Scale for Combat-Related PTSD; PDS= Post-traumatic Diagnostic Scale; PSS-SR= PTSD symptom
scale-interview/self-report; RR=risk ratio; SDS= Sheehan Disability Scale; SI-PTSD= Structured
interview for PTSD; SMD=standardised mean difference; STAI= State-Trait Anxiety Inventory;
TAU=Treatment as usual; ;
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! Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)
3 OIS not met (events<300)

Table 52: Summary clinical evidence profile: Eye movement desensitisation
and reprocessing (EMDR) versus pill placebo for delayed treatment

(>3 months)

PTSD
symptomatolo
gy clinician-
rated

CAPS
change score
Follow-up:
mean 8
weeks

Remission
Number of
people
scoring <20
on CAPS
Follow-up:
mean 8
weeks

Depression
symptoms
BDI Il change
score
Follow-up:
mean 8
weeks

115 per 1000

Discontinuati
on

Number of
participants
lost to follow-
up for any
reason
Follow-up:
mean 8
weeks

115 per 1000

The mean PTSD
symptomatology
clinician-rated in
the intervention
groups was

0.52 standard
deviations lower
(1.04 lower to
0.01 higher)

276 per 1000
(82 to 931)

The mean
depression
symptoms in the
intervention
groups was

0.12 standard
deviations lower
(0.63 lower to 0.4
higher)

172 per 1000
(46 to 652)

! Risk of bias is high or unclear across multiple domains
2.95% ClI crosses both line of no effect and threshold for clinically important effect
395% ClI crosses line of no effect and threshold for both clinically important benefit and clinically

important harm

PTSD: evidence reviews for psychological, psychosocial and other non-
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RR
2.39
(0.71 to
8.07)

RR
1.49
(0.4 to
5.65)
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(1 study)

58
(1 study)

55
(1 study)
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Table 53: Summary clinical evidence profile: Eye movement desensitisation
and reprocessing (EMDR; +/- TAU) versus waitlist or TAU for delayed
treatment (>3 months)

PTSD
symptomatology
self-report at
endpoint
IES/IES-R/Trauma
Symptoms
Inventory/PDS/PSS-
SR change
scores/M-PTSD
endpoint

Follow-up: 2-10
weeks

PTSD
symptomatology
self-report at 1-
month follow-up
IES-R change score
Follow-up: mean 4
weeks

PTSD
symptomatology
clinician-rated
SI-PTSD/CAPS
change score
Follow-up: 2-6
weeks

Remission at
endpoint

Number of people
no longer meeting
diagnostic criteria
for PTSD
Follow-up: 6-7
weeks

Remission at 1-
month follow-up
Number of people

PTSD: evidence reviews for psychological, psychosocial and other non-
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68 per
1000

41 per
1000

The mean
PTSD
symptomatology
self-report at
endpoint in the
intervention
groups was
1.64 standard
deviations lower
(2.49t00.8
lower)

The mean
PTSD
symptomatology
self-report at 1-
month follow-up
in the
intervention
groups was

2.21 standard
deviations lower
(2.711t0 1.7
lower)

The mean
PTSD
symptomatology
clinician-rated in
the intervention
groups was

1.42 standard
deviations lower
(2 to 0.84 lower)

600 per 1000
(253 to 1000)

490 per 1000
(122 to 1000)

173

RR 8.76
(3.69 to
20.82)

RR 12
(3 to
48.04)

393
(9 studies)

98
(1 study)

65
(2 studies)

147
(2 studies)

98
(1 study)

very
low?:2:34

low!:3

very
|ow1 2,34

moderate®

moderate®
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no longer meeting
diagnostic criteria

for PTSD
Follow-up: mean 4
weeks
Response self-rated 34 per 436 per 1000 RR 68
Number of people 1000 (61 to 1000) 12.64 (1 study) very
showing clinically (1.78 to low 45
significant 89.63)
improvement,
based on reliable
change indices
(RCIl) on IES
Follow-up: mean 10
weeks
Dissociative The mean 40
symptoms dissociative (1 study) low!-3
DES change score symptoms in the
Follow-up: mean 6 intervention
weeks groups was
1.32 standard
deviations lower
(2.01 t0 0.63
lower)
Anxiety symptoms The mean 113
STAI State/HAM-A anxiety (3 studies) very
change score symptoms in the low!234
Follow-up: 6-10 intervention
weeks groups was
1.72 standard
deviations lower
(217 to 1.27
lower)
Depression The mean 279
symptoms at depression (6 studies) very
endpoint symptoms at low?:3.6
BDI/BDI-II/MADRS endpoint in the
change score intervention
Follow-up: 6-10 groups was
weeks 1.7 standard
deviations lower
(2.26 to 1.15
lower)
Depression The mean 98
symptoms at 1- depression (1 study) low'3

month follow-up
BDI-Il change score

PTSD: evidence reviews for psychological, psychosocial and other non-
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Follow-up: mean 4 in the
weeks intervention
groups was

1.6 standard
deviations lower

(2.06 to 1.14

lower)
Functional The mean 51
impairment functional (1 study) very
SDS change score impairment in low"34
Follow-up: mean 10 the intervention
weeks groups was

1.63 standard
deviations lower

(2.27 t0 0.99
lower)
Discontinuation 168 per 166 per 1000 RR 0.99 356
Number of 1000 (106 to 262) (0.63to (7 studies) low!5
participants lost to 1.56)
follow-up for any
reason
Follow-up: 6-10
weeks

BDI= Beck Depression Inventory; CAPS= Clinician-administered PTSD scale; Cl=confidence interval;
RR-=risk ratio; SMD=standardised mean difference

! Risk of bias is high or unclear across multiple domains

2 Considerable heterogeneity (12>80%)

3 OIS not met (N<400)

4 Data is not reported/cannot be extracted for all outcomes

5 OIS not met (events<300)

6 Substantial heterogeneity (12=50-80%)

Table 54: Summary clinical evidence profile: Eye movement desensitisation
and reprocessing (EMDR) versus supportive counselling for delayed
treatment (>3 months)

PTSD The mean PTSD very low':23
symptomatolog symptomatology (1 study)
y self-rated self-rated in the
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IES change
score
Follow-up:
mean 2 weeks

Anxiety
symptoms
STAI State
change score
Follow-up:
mean 2 weeks

Depression
symptoms

BDI change
score
Follow-up:
mean 2 weeks

Discontinuation
Number of
participants lost
to follow-up for
any reason
Follow-up:
mean 2 weeks

BDI= Beck Depression Inventory; Cl=confidence interval;, IES= Impact of Event Scale; RR=risk ratio;

91 per 1000

intervention
groups was
1.35 standard
deviations lower
(1.93t00.78
lower)

The mean
anxiety
symptoms in the
intervention
groups was
0.86 standard
deviations lower
(1.4 10 0.33
lower)

The mean
depression
symptoms in the
intervention
groups was
0.74 standard
deviations lower
(1.27 t0 0.22
lower)

117 per 1000
(28 to 485)

RR
1.29
(0.31 to
5.34)

SMD=standardised mean difference; STAI= State-Trait Anxiety Inventory
! Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)
3 Data is not reported/cannot be extracted for all outcomes

59
(1 study)

60
(1 study)

67
(1 study)

very low':23

very low':23

low*

495% ClI crosses line of no effect and threshold for both clinically important benefit and clinically

important harm
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Table 55: Summary clinical evidence profile: Eye movement desensitisation
and reprocessing (EMDR) versus non-trauma-focused CBT for

PTSD
symptomatolog
y clinician-rated
- Endpoint
CAPS change
score
Follow-up:
mean 12 weeks

PTSD
symptomatolog
y clinician-rated
- 3-month
follow-up

CAPS change
score
Follow-up:
mean 13 weeks

PTSD
symptomatolog
y self-rated -
Endpoint

HTQ change
score
Follow-up:
mean 12 weeks

PTSD
symptomatolog
y self-rated - 3-
month follow-up
HTQ change
score
Follow-up:
mean 13 weeks

Response at 3-
month follow-up
number of

people showing
improvement of

PTSD: evidence reviews for psychological, psychosocial and other non-

delayed treatment (>3 months)

351 per
1000

The mean PTSD
symptomatology
clinician-rated -
endpoint in the
intervention
groups was

0.12 standard
deviations higher
(0.38 lower to
0.63 higher)

The mean PTSD
symptomatology
clinician-rated - 3-
month follow-up in
the intervention
groups was

0.24 standard
deviations higher
(0.26 lower to
0.73 higher)

The mean PTSD
symptomatology
self-rated -
endpoint in the
intervention
groups was

0.3 standard
deviations lower
(0.8 lower to 0.2
higher)

The mean PTSD
symptomatology
self-rated - 3-
month follow-up in
the intervention
groups was

0.02 standard
deviations higher
(0.47 lower to
0.52 higher)

351 per 1000
(190 to 654)

177

RR 1
(0.54 to
1.86)

pharmacological interventions DRAFT (April 2018)
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63
(1 study)

62
(1 study)

63
(1 study)

74
(1 study)

very low':2

very low':2

very low'2

very low'-2

very low'3



DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of

PTSD in adults

at least 10
points on CAPS
Follow-up:
mean 13 weeks

Anxiety
symptoms -
Endpoint
HSCL-25:
Anxiety change
score
Follow-up:
mean 12 weeks

Anxiety
symptoms - 3-
month follow-up
HSCL-25:
Anxiety change
score
Follow-up:
mean 13 weeks

Depression
symptoms -
Endpoint
HSCL-25:
Depression
change score
Follow-up:
mean 12 weeks

Depression
symptoms - 3-
month follow-up
HSCL-25:
Depression
change score
Follow-up:
mean 13 weeks

Discontinuation
Number of
participants lost
to follow-up for
any reason

PTSD: evidence reviews for psychological, psychosocial and other non-

135 per
1000

The mean anxiety
symptoms -
endpoint in the
intervention
groups was

0.06 standard
deviations lower
(0.56 lower to
0.43 higher)

The mean anxiety
symptoms - 3-
month follow-up in
the intervention
groups was

0.08 standard
deviations higher
(0.41 lower to
0.58 higher)

The mean
depression
symptoms -
endpoint in the
intervention
groups was

0.05 standard
deviations higher
(0.45 lower to
0.54 higher)

The mean
depression
symptoms - 3-
month follow-up in
the intervention
groups was

0.09 standard
deviations higher
(0.4 lower to 0.59
higher)

135 per 1000

(43 to 428)

178

RR 1
(0.32 to
3.17)

pharmacological interventions DRAFT (April 2018)

62
(1 study)

63
(1 study)

62
(1 study)

63
(1 study)

74
(1 study)

very low'-2

very low':2

very low'2

very low'-2

very low'3
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Follow-up:

mean 12 weeks
CAPS= Clinician-administered PTSD scale; CBT= cognitive behavioural therapy; Cl=confidence interval;
HSCL-25= Hopkins Symptom Checklist-25; HTQ= Harvard Trauma Questionnaire; RR=risk ratio;
SMD=standardised mean difference
! Risk of bias is high or unclear across multiple domains
295% ClI crosses both line of no effect and threshold for clinically important effect
395% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

Table 56: Summary clinical evidence profile: Eye movement desensitisation
and reprocessing (EMDR) versus ‘other active psych intervention’ for
delayed treatment (>3 months)

PTSD The mean PTSD
symptomatolo symptomatology (1 study) very low"2
gy self-rated- self-rated-
Endpoint endpoint in the
IES change intervention
score groups was
Follow-up: 0.35 standard
mean 6 deviations lower
weeks (0.98 lower to 0.27
higher)

PTSD The mean PTSD 35
symptomatolo symptomatology (1 study) very low"3
gy self-rated - self-rated - 3-
3-month month follow-up in
follow-up the intervention
IES change groups was
score 1.06 standard
Follow-up: deviations lower
mean 13 (1.78 t0 0.34
weeks lower)
PTSD The mean PTSD 31
symptomatolo symptomatology (1 study) very low"3
gy self-rated - self-rated - 18-
18-month month follow-up in
follow-up the intervention
IES change groups was
score 0.75 standard

179
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Follow-up: deviations lower
mean 78 (1.49 t0 0.02
weeks lower)
Depression The mean 40
symptoms - depression (1 study) very low'2
Endpoint symptoms -
BDI change endpoint in the
score intervention
Follow-up: groups was
mean 6 0.13 standard
weeks deviations lower
(0.75 lower to 0.49
higher)
Depression The mean 34
symptoms - depression (1 study) very low'3
3-month symptoms - 3-
follow-up month follow-up in
BDI change the intervention
score groups was
Follow-up: 1.14 standard
mean 13 deviations lower
weeks (1.87 to 0.41
lower)
Depression The mean 31
symptoms - depression (1 study) very low'2
18-month symptoms - 18-
follow-up month follow-up in
BDI change the intervention
score groups was
Follow-up: 0.67 standard
mean 78 deviations lower
weeks (1.4 lower to 0.06
higher)
Discontinuati  See See comment Not 40
on comment estimabl (1 study) low’4
Number of e
participants
lost to follow-
up for any
reason
Follow-up:
mean 6
weeks

BDI= Beck Depression Inventory; Cl=confidence interval; IES= Impact of Event Scale; RR=risk ratio;
SMD-=standardised mean difference

' Risk of bias is high or unclear across multiple domains

2.95% ClI crosses both line of no effect and threshold for clinically important effect

3 OIS not met (N<400)

4 OIS not met (events<300)

180
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Table 57: Summary clinical evidence profile: Eye movement desensitisation
and reprocessing (EMDR; +/- TAU) versus relaxation (+/- TAU) for

PTSD
symptomatolog
y self-rated at
endpoint
IES/PSS-SR
change score
Follow-up:
mean 6 weeks

PTSD
symptomatolog
y self-rated at
3-month follow-
up

PSS-SR
change score
Follow-up:
mean 13 weeks

PTSD
symptomatolog
y self-rated at
6-month follow-
up

IES-R change
score
Follow-up:
mean 26 weeks

PTSD
symptomatolog
y clinician-rated
at endpoint
CAPS change
score

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

delayed treatment (>3 months)

The mean
PTSD
symptomatolog
y self-rated at
endpoint in the
intervention
groups was
0.26 standard
deviations
lower

(0.82 lower to
0.3 higher)

The mean
PTSD
symptomatolog
y self-rated at
3-month follow-
up in the
intervention
groups was
0.54 standard
deviations
lower

(1.27 lower to
0.19 higher)

The mean
PTSD
symptomatolog
y self-rated at
6-month follow-
up in the
intervention
groups was
0.16 standard
deviations
lower

(0.77 lower to
0.45 higher)

The mean
PTSD
symptomatolog
y clinician-rated
at endpoint in
the intervention

181

(2 studies)

30
(1 study)

42
(1 study)

30
(1 study)

low!:2

low!:2

very low"23

low!2
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PTSD
symptomatolog
y clinician-rated
at 3-month
follow-up

CAPS change
score
Follow-up:
mean 13 weeks

PTSD
symptomatolog
y clinician-rated
at 6-month
follow-up
CAPS change
score
Follow-up:
mean 26 weeks

Remission at
endpoint
Number of
people no
longer meeting
diagnostic
criteria or no
longer above
clinical
threshold on a
scale for PTSD

Remission at 3-
month follow-up
Number of
people no

PTSD: evidence reviews for psychological, psychosocial and other non-

432 per
1000

211 per
1000

groups was
0.24 standard
deviations
lower

(0.96 lower to
0.48 higher)

The mean
PTSD
symptomatolog
y clinician-rated
at 3-month
follow-up in the
intervention
groups was
0.45 standard
deviations
lower

(1.18 lower to
0.27 higher)

The mean
PTSD
symptomatolog
y clinician-rated
at 6-month
follow-up in the
intervention
groups was

0.3 standard
deviations
lower

(0.91 lower to
0.3 higher)

402 per 1000
(186 to 868)

211 per 1000
(61 to 722)

182

RR 0.93
(0.43 to
2.01)

RR 1
(0.29 to
3.43)

pharmacological interventions DRAFT (April 2018)

30
(1 study)

42
(1 study)

88
(2 studies)

38
(1 study)

low!:2

very low"23

very low’:34

very low’4
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longer above
clinical
threshold on a
scale for PTSD
Follow-up:
mean 13 weeks

Remission at 6-
month follow-up
Number of
people no
longer meeting
diagnostic
criteria for
PTSD
Follow-up:
mean 26 weeks

Dissociative
symptoms -
Endpoint
CAPS
dissociation
cluster change
score

Dissociative
symptoms - 3-
month follow-up
CAPS
dissociation
cluster change
score
Follow-up:
mean 13 weeks

Anxiety
symptoms at
endpoint/follow-
up
HADS-A/STAI
state change
score

PTSD: evidence reviews for psychological, psychosocial and other non-

680 per
1000

802 per 1000  RR1.18
(57110 1000)  (0.84 to
1.64)

The mean
dissociative
symptoms -
endpoint in the
intervention
groups was
0.09 standard
deviations
higher

(0.63 lower to
0.8 higher)

The mean
dissociative
symptoms - 3-
month follow-up
in the
intervention
groups was
0.45 standard
deviations
lower

(1.18 lower to
0.27 higher)

The mean
anxiety
symptoms at
endpoint/follow-
up in the
intervention
groups was
0.22 standard

183
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50
(1 study)

30
(1 study)

30
(1 study)

64
(2 studies)

very low'23

very low’4

low!:2

very low? 23
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Follow-up: 6-41
weeks

Depression
symptoms ar
endpoint

BDI change
score
Follow-up:
mean 6 weeks

Depression
symptoms at 3-
6 month follow-
up
BDI/HADS-D
change score
Follow-up: 13-
26 weeks

Quality of life
Functional
Assessment of
Quality of Life
in MS change
score
Follow-up:
mean 15 weeks
Better indicated
by higher
values

Discontinuation
Number of
participants lost
to follow-up for
any reason
Follow-up: 6-15
weeks

140 per
1000

deviations
lower

(0.72 lower to
0.27 higher)

The mean 52
depression (2 studies)
symptoms ar

endpoint in the

intervention

groups was

0.64 standard

deviations

lower

(1.210 0.08

lower)

The mean 72
depression (2 studies)
symptoms at 3-

6 month follow-

up in the

intervention

groups was

0.19 standard

deviations

lower

(0.65 lower to

0.27 higher)

The mean 42
quality of life in (1 study)
the intervention

groups was

0.03 standard

deviations

higher

(0.57 lower to

0.64 higher)

RR1.16 111
(0.49 to (3 studies)
2.77)

163 per 1000
(69 to 389)

low!:®

very low"23

very low’34

very low’4

BDI= Beck Depression Inventory; CAPS= Clinician-administered PTSD symptom scale; Cl=confidence
interval; HADS-A= Hospital Anxiety and Depression Scale-Anxiety; IES= Impact of Event Scale; PSS-

PTSD: evidence reviews for psychological, psychosocial and other non-
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SR= PTSD symptom scale- self-report; RR=risk ratio; SMD=standardised mean difference; STAI=
State-Trait Anxiety Inventory; TAU=treatment as usual

! Risk of bias is high or unclear across multiple domains
295% ClI crosses both line of no effect and threshold for clinically important effect
3 Data is not reported/cannot be extracted for all outcomes
495% Cl crosses line of no effect and threshold for both clinically important benefit and clinically

important harm

5 OIS not met (N<400)

Table 58: Summary clinical evidence profile: Eye movement desensitisation
and reprocessing (EMDR) versus combined somatic and cognitive

PTSD

symptomatolo
gy self-report
- Endpoint
PCL-C
change score
Follow-up:
mean 8
weeks

PTSD
symptomatolo
gy self-report
- 3-month
follow-up
PCL-C
change score
Follow-up:
mean 13
weeks

PTSD
symptomatolo
gy clinician-
rated -
Endpoint
CAPS
change score
Follow-up:
mean 8
weeks

PTSD
symptomatolo
gy clinician-
rated - 3-
month follow-
up

CAPS

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

therapies for delayed treatment (>3 months)

The mean PTSD
symptomatology
self-report -
endpoint in the
intervention
groups was

0.14 standard
deviations lower
(0.72 lower to
0.44 higher)

The mean PTSD
symptomatology
self-report - 3-
month follow-up
in the intervention
groups was

0.04 standard
deviations higher
(0.54 lower to
0.62 higher)

The mean PTSD
symptomatology
clinician-rated -
endpoint in the
intervention
groups was

0.15 standard
deviations lower
(0.73 lower to
0.43 higher)

The mean PTSD
symptomatology
clinician-rated - 3-
month follow-up
in the intervention
groups was

0.01 standard

185

(1 study)

46
(1 study)

46
(1 study)

46
(1 study)

low!:2

very low"3

low!:2

very low'3
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change score
Follow-up:
mean 13
weeks

Response
self-rated -
Endpoint
Number of
people
showing
clinically
significant
improvement,
based on
reliable
change
indices (RCI)
on PCL-C
Follow-up:
mean 8
weeks

Response
self-rated - 3-
month follow-
up

Number of
people
showing
clinically
significant
improvement,
based on
reliable
change
indices (RCI)
on PCL-C
Follow-up:
mean 13
weeks

Response
clinician-rated
- Endpoint
Number of
people
showing
clinically
significant
improvement,
based on RCI

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

87 per 1000

174 per 1000

391 per 1000

deviations lower
(0.59 lower to
0.57 higher)

348 per 1000
(83 to 1000)

261 per 1000
(85 to 803)

434 per 1000
(219 to 869)

186

RR 4 46
(0.95t0 (1 study)
16.84)

RR 1.5 46
(0.49to (1 study)
4.62)

RR 46

1.11 (1 study)
(0.56 to

2.22)

low!:2

very low"3

very low"3
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on CAPS
Follow-up:
mean 8
weeks

Response
clinician-rated
- 3-month
follow-up
Number of
people
showing
clinically
significant
improvement,
based on RCI
on CAPS
Follow-up:
mean 13
weeks

Anxiety
symptoms -
Endpoint
HADS-A
change score
Follow-up:
mean 8
weeks

Anxiety
symptoms -
3-month
follow-up
HADS-A
change score
Follow-up:
mean 13
weeks

Depression
symptoms -
Endpoint
HADS-D
change score
Follow-up:
mean 8
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

391 per 1000

348 per 1000
(164 to 740)

The mean anxiety
symptoms -
endpoint in the
intervention
groups was

0.04 standard
deviations higher
(0.53 lower to
0.62 higher)

The mean anxiety
symptoms - 3-
month follow-up
in the intervention
groups was

0.09 standard
deviations lower
(0.67 lower to
0.49 higher)

The mean
depression
symptoms -
endpoint in the
intervention
groups was
0.24 standard
deviations lower
(0.82 lower to
0.34 higher)

187

RR 46
0.89 (1 study)
(0.42 to

1.89)

46
(1 study)

46
(1 study)

46
(1 study)

very low'3

very low"3

low!:2

low!:2
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Depression The mean
symptoms - depression (1 study) low"2
3-month symptoms - 3-
follow-up month follow-up
HADS-D in the intervention
change score groups was
Follow-up: 0.19 standard
mean 13 deviations lower
weeks (0.77 lower to
0.39 higher)
Quality of life The mean quality 46
- Endpoint of life - endpoint (1 study) low"2
Satisfaction in the intervention
with Life groups was
Scale; 0.11 standard
change score deviations higher
Follow-up: (0.47 lower to
mean 8 0.68 higher)
weeks
Better
indicated by
higher values
Quality of life The mean quality 46
- 3-month of life - 3-month (1 study) low"2
follow-up follow-up in the
Satisfaction intervention
with Life groups was
Scale change 0.51 standard
score deviations higher
Follow-up: (0.08 lower to
mean 13 1.09 higher)
weeks
Better
indicated by
higher values
Discontinuati 391 per 1000 434 per 1000 RR 46
on (219 to 869) 1.11 (1 study) low3
Number of (0.56 to
participants 2.22)
lost to follow-
up for any
reason
Follow-up:
mean 8
weeks

CAPS= Clinician-administered PTSD scale; Cl=confidence interval; HADS-A/D= Hospital Anxiety and Depression
Scale-Anxiety/Depression; PCL-C= PTSD checklist-Civilian; RR=risk ratio; SMD=standardised mean difference

" Risk of bias is high or unclear across multiple domains
2.95% Cl crosses both line of no effect and threshold for clinically important effect
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395% ClI crosses line of no effect and threshold for both clinically important benefit and clinically

important harm

Table 59: Summary clinical evidence profile: Eye movement desensitisation
and reprocessing (EMDR) versus fluoxetine for delayed treatment (>3

PTSD
symptomatolog
y clinician-rated
- Endpoint
CAPS change
score
Follow-up:
mean 8 weeks

PTSD
symptomatolog
y clinician-rated
- 6-month
follow-up
CAPS change
score
Follow-up:
mean 26 weeks

Remission -
Endpoint
Number of
people scoring
<20 on CAPS
Follow-up:
mean 8 weeks
Remission - 6-
month follow-up
Number of
people scoring
<20 on CAPS
Follow-up:
mean 26 weeks

Depression
symptoms -
Endpoint
BDI-Il change
score
Follow-up:
mean 8 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean PTSD
symptomatology
clinician-rated -
endpoint in the
intervention
groups was

0.38 standard
deviations lower
(0.9 lower to 0.13
higher)

The mean PTSD
symptomatology
clinician-rated - 6-
month follow-up
in the intervention
groups was

0.91 standard
deviations lower
(1.5t00.33
lower)

276 per 1000
(93 to 817)

0 per 1000
(0to 0)

The mean
depression
symptoms -
endpoint in the
intervention
groups was
0.29 standard
deviations lower

189

RR
2.07
(0.7 to
6.13)

RR
31.32

(1.97 to
497.93)

59
(1 study)

50
(1 study)

59
(1 study)

50
(1 study)

59
(1 study)

low!:3

very low'#4

low!:5

low!:2
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(0.81 lower to

0.22 higher)
Depression The mean 50
symptoms - 6- depression (1 study) low"3
month follow-up symptoms - 6-
BDI-Il change month follow-up
score in the intervention
Follow-up: groups was
mean 26 weeks 1.05 standard
deviations lower
(1.64 t0 0.45
lower)
Discontinuation 133 per 172 per 1000 RR 59
Number of 1000 (51 to 579) 1.29 (1 study) low*
participants lost (0.38 to
to follow-up for 4.34)
any reason
Follow-up:

mean 8 weeks
BDI=Beck Depression Inventory CAPS= Clinician-administered PTSD scale; Cl=confidence interval; RR=risk ratio;
SMD-=standardised mean difference
! Risk of bias is high or unclear across multiple domains
2.95% ClI crosses both line of no effect and threshold for clinically important effect
3 OIS not met (N<400)
495% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
important harm
5 OIS not met (events<300)

See Appendix F for full GRADE tables.

© ONOPRWN—-

10 Sensitivity and subgroup analysis

11 Sub-analysis of the comparison, EMDR (alone or in addition to TAU) versus waitlist
12 or TAU for delayed treatment (>3 months) of clinically important symptoms/PTSD, by
13 multiplicity of trauma revealed a statistically significant subgroup difference for self-
14 rated PTSD symptomatology (K=9; N=393; Chi? = 5.74, p = 0.02), with relatively

15 larger effects observed for those who had experienced single incident index trauma
16 (SMD -2.61 [-3.06, -2.15]) relative to multiple incident index trauma (SMD -1.16 [-

17 2.25, -0.07]), although effects are clinically important and statistically significant

18 across both subgroups. The same pattern of results is observed for clinician-rated
19 PTSD symptomatology, although there is only 1 study in each subgroup (K=2; N=65;
20 Chi?2=10.23, p = 0.001). There are no significant differences by multiplicity of trauma
21 for discontinuation.

22 Sub-analysis by diagnostic status at baseline revealed a non-significant subgroup

23 difference for self-rated PTSD symptomatology (Chi? = 0.21, p = 0.64). The test for
24 subgroup differences is not possible for discontinuation as the 2 studies in the

25 clinically important PTSD symptoms subgroup had no drop-out in either arm. The test
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22

23
24
25

26
27

28
29
30
31
32
33
34

35
36

37

38

39
40
41

42
43
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for subgroup differences for clinician-rated PTSD symptomatology is statistically
significant (Chi2 = 10.23, p = 0.001), with a larger effect observed for the PTSD
diagnosis according to ICD/DSM criteria subgroup (SMD -2.40 [-3.23, -1.57]) than the
clinically important PTSD symptoms (scoring above threshold on validated scale)
subgroup (SMD -0.52 [-1.32, 0.28]). However, the effects are clinically important
across both subgroups, and there is only 1 study in each subgroup that could differ
on any number of other variables.

Sub-analysis by trauma type revealed a statistically significant subgroup difference
for self-rated PTSD symptomatology (Chi? = 89.56, p < 0.00001), with non-siignificant
effects observed for military combat trauma (SMD -0.03 [-0.46, 0.40]), but clinically
important and statistically significant effects observed for all other trauma types
included (motor vehicle collisions, withessing war as a civilian, childhood sexual
abuse, sexual abuse or assault in adulthood, and mixed trauma types). The same
pattern of effects was observed for clinician-rated PTSD symptomaology (Chi? =
10.23, p = 0.001), with a relatively larger effect observed for sexual abuse or assault
in adulthood (SMD -2.40 [-3.23, -1.57]) and a smaller and non-statistically significant
effect observed for military combat (SMD -0.52 [-1.32, 0.28]). However, there is only
1 study in each subgroup that could differ on any number of other variables for the
clinician-rated PTSD symptomatology outcome. The test for subgroup differences for
discontinuation is not statistically significant (Chi? = 2.50, p = 0.47).

Hypnotherapy: clinical evidence

Included studies

Seven studies of hypnotherapy for the treatment of PTSD in adults were identified for
full-text review. Of these 7 studies, 3 RCTs (N=253) were included, and each
involved a different comparison, so there were 3 comparisons for hypnotherapy.

For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
symptoms, there were no relevant RCTs included.

For delayed treatment (intervention initiated more than 3 months post-trauma) of
PTSD symptoms, 1 RCT (N=112) compared hypnotherapy in addition to TAU with
TAU-only (Brom et al. 1989), 1 RCT (N=108) compared hypnotherapy followed by
trauma-focused CBT with symptom monitoring followed by trauma-focused CBT
(Galovski 2008/ Galovski et al. 2016 [protocol and paper]), and 1 RCT (N=33)
compared hypnotherapy (in addition to TAU) with zolpidem (in addition to TAU)
(Abramowitz et al. 2008).

Comparisons with trauma-focused CBT are presented in the Trauma-focused CBT
section above.

Sub-analyses were not possible for hypnotherapy.

Excluded studies

Four studies were reviewed at full text and excluded from this review. The most
common reason for exclusion was systematic review with no new useable data and
any meta-analysis results not appropriate to extract.

Studies not included in this review with reasons for their exclusions are provided in
Appendix L.
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1 Summary of clinical studies included in the evidence review

o0 A WN

o N

Table 60 provides brief summaries of the included studies and evidence from these
are summarised in the clinical GRADE evidence profiles below (Table 61, Table 62
and Table 63).

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

Table 60: Summary of included studies: Hypnotherapy for delayed treatment
(>3 months)

Total no. of
studies (N
randomised)

Study ID
Country

Diagnostic
status

Mean
months
since onset
of PTSD

Mean age
(range)
Sex (%
female)

Ethnicity (%
BME)

Coexisting
conditions

Mean
months
since
traumatic
event

Type of
traumatic
event

Single or
multiple
incident
index trauma

1(112)

Brom 1989
Netherlands

PTSD diagnosis
according to ICD/DSM
criteria

NR

42 (18-73)
79
NR
NR

NR (<5 years)

Mixed: Loss of a loved
one as a result of
murder/suicide, traffic
accidents, acute or
chronic illness (74%);
violent crime (17%);
traffic accident (4%);
other (5%)

Single

1(108)

Galovski 2008/2016
us

PTSD diagnosis
according to ICD/DSM
criteria

NR

36.9 (18-70)
100

50

NR

195.6

Mixed: Interpersonal
trauma including child
sexual abuse (71%),
child physical abuse
(58%), adult sexual
assault (63%), adult
criminal victimization
(32%), and domestic
violence (56%)

Multiple

192

1(33)

Abramowitz 2008
Israel

PTSD diagnosis
according to ICD/DSM
criteria

NR (‘chronic')

31.7 (21-40)
0

NR

NR

NR

Military combat:
Combat-related PTSD
(no further details
reported)

Multiple
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Lifetime
experience
of trauma

Intervention
details

Intervention
format

Intervention
intensity

Comparator

Intervention
length
(weeks)
Note. None

NR

Hypnotherapy + TAU.
The emphasis of the
hypnotherapists in this
study was on
behavioral therapy

Individual

Planned intensity NR.
Mean number of
sessions attended 14.4
(SD=1.4)

TAU (participants in
this arm received

treatment outside of
the research setting)

16

NR NR

Hypnotherapy followed
by trauma-focused
CBT. Participants
began with 3 sessions
of sleep-directed
hypnosis, following an
unpublished manual
(and monitored
symptoms similarly to
the control group).
After the 3 weeks of
hypnotherapy,
participants received
cognitive processing
therapy (following
protocol of Resick et al.
2010)

Individual

3x weekly 1-hour sleep
hypnosis sessions (3
hours) + 12x weekly 1-
hour CPT (12 hours; 15
hours in total)

Symptom monitoring
followed by trauma-
focused CBT.
Participants began with
3 weeks of daily
monitoring of PTSD,
depressive symptoms,
and sleep. After the 3
weeks of daily
symptom monitoring,
participants received
cognitive processing
therapy (following
protocol of Resick et al.
2010)

15

See appendix G for full evidence tables.
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Hypnotherapy + TAU
(SSRI antidepressants
and supportive
psychotherapy)

Individual

4x twice-weekly 1.5-
hour sessions (6 hours)

Zolpidem, 10mg/day +
TAU (SSRI
antidepressants and
supportive
psychotherapy)
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1 Quality assessment of clinical studies included in the evidence review

2 The clinical evidence profiles for this review (hypnotherapy for the treatment of PTSD
3 in adults) are presented in Table 61, Table 62 and Table 63Table 46.

4 Table 61: Summary clinical evidence profile: Hypnotherapy + TAU versus TAU
5 for delayed treatment (>3 months)
PTSD The mean PTSD
symptomatology symptomatology (1 study) very
self-rated self-rated in the low?:23
IES change score intervention
Follow-up: mean groups was
16 weeks 0.89 standard
deviations lower
(1.46 to 0.31
lower)
6 Cl=confidence interval; IES=Impact of event scale; RR=risk ratio; SMD=standardised mean difference;
7 TAU=treatment as usual
8 ! Risk of bias is high or unclear across multiple domains
9 2 OIS not met (N<400)
10 3 Data is not reported/cannot be extracted for all outcomes

11 Table 62: Summary clinical evidence profile: Hypnotherapy followed by trauma-
12 focused CBT versus symptom monitoring followed by trauma-
focused CBT for delayed treatment (>3 months)

PTSD The mean PTSD
symptomatology symptomatology (1 study) very
clinician-rated - clinician-rated - low"2
Endpoint endpoint in the
CAPS change intervention
score groups was
Follow-up: mean 0.29 standard
15 weeks deviations lower
(0.83 lower to
0.24 higher)
PTSD The mean PTSD 65
symptomatology symptomatology (1 study) very
clinician-rated - 3- clinician-rated - 3- low'-2

month follow-up

month follow-up in
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CAPS change
score

Follow-up: mean
13 weeks

Depression
symptoms -
Endpoint

BDI-Il change
score

Follow-up: mean
15 weeks

Depression
symptoms - 3-
month follow-up
BDI-Il change
score

Follow-up: mean
13 weeks

Sleeping
difficulties -
Endpoint

PSQI change
score

Follow-up: mean
15 weeks

Sleeping
difficulties - 3-
month follow-up
PSQI change
score

Follow-up: mean
13 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

the intervention
groups was
0.16 standard
deviations lower
(0.65 lower to
0.33 higher)

The mean
depression
symptoms -
endpoint in the
intervention
groups was
0.62 standard
deviations lower
(1.17 to 0.07
lower)

The mean
depression
symptoms - 3-
month follow-up in
the intervention
groups was

0.25 standard
deviations lower
(0.74 lower to
0.24 higher)

The mean
sleeping
difficulties -
endpoint in the
intervention
groups was
0.41 standard
deviations lower
(0.95 lower to
0.13 higher)

The mean
sleeping
difficulties - 3-
month follow-up in
the intervention
groups was

0.31 standard
deviations lower
(0.8 lower to 0.18
higher)
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54
(1 study)

65
(1 study)

54
(1 study)

65
(1 study)

very
low!:3

very
low!:2

very
low!:2

very
low!2
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Discontinuation 554 per 443 per 1000 RR 0.8 108
Number of 1000 (299 to 648) (0.54to (1 study) low?2
participants lost to 1.17)
follow-up for any
reason
Follow-up: mean
15 weeks
BDI= Beck Depression Inventory; CAPS= Clinician-administered PTSD scale; CBT= cognitive behavioural therapy;
Cl=confidence interval; PSQI=Pittsburgh Sleep Quality Index; RR=risk ratio; SMD=standardised mean difference
! Risk of bias is high or unclear across multiple domains
2.95% ClI crosses both line of no effect and threshold for clinically important effect
3 OIS not met (N<400)

Table 63: Summary clinical evidence profile: Hypnotherapy (+ TAU) versus
zolpidem (+ TAU) for delayed treatment (>3 months)

PTSD The mean PTSD
symptomatology symptomatology (1 study) low!2
self-report - self-report -
Endpoint endpoint in the
IES change score intervention
Follow-up: mean 2 groups was
weeks 0.91 standard

deviations lower

(1.64 to 0.17

lower)
PTSD The mean PTSD 32
symptomatology symptomatology (1 study) low!2
self-report - 1- self-report - 1-
month follow-up month follow-up in
IES change score the intervention
Follow-up: mean 4 groups was
weeks 1.16 standard

deviations lower

(1.91 to 0.4 lower)
Depression The mean 32
symptoms - depression (1 study) low'2
Endpoint symptoms -
BDI change score endpoint in the

intervention
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Follow-up: mean 2 groups was
weeks 0.78 standard
deviations lower
(1.51 to 0.06
lower)
Depression The mean 32
symptoms - 1- depression (1 study) low"2
month follow-up symptoms - 1-
BDI change score month follow-up in
Follow-up: mean 4 the intervention
weeks groups was
0.87 standard

deviations lower
(1.6 to 0.14 lower)

Discontinuation 62 per 19 per 1000 RR 0.31 33

Number of 1000 (1to 451) (0.01to (1 study) very
participants lost to 7.21) low'3
follow-up for any

reason

Follow-up: mean 2

weeks

Discontinuation 62 per 19 per 1000 RR 0.31 33

due to adverse 1000 (1to 451) (0.01to (1 study) very
events 7.21) low'3
Number of

participants who

dropped out due

to adverse events

Follow-up: mean 2

weeks
BDI= Beck Depression Inventory; Cl=confidence interval; IES= Impact of Event Scale; RR=risk ratio;
SMD-=standardised mean difference; TAU=treatment as usual
! Risk of bias is high or unclear across multiple domains
2 OIS not met (N<400)
395% ClI crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

PR WN-

N

8 See Appendix F for full GRADE tables.

©

Interpersonal psychotherapy (IPT): clinical evidence

10 Included studies

11 Four studies of interpersonal psychotherapy (IPT) for the treatment of PTSD in adults
12 were identified for full-text review. Of these 4 studies, 2 RCTs (N=158) were included,
13 and each involved a different comparison, so there were 2 comparisons for IPT.
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For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
symptoms, there were no relevant RCTs included.

For delayed treatment (intervention initiated more than 3 months post-trauma) of
PTSD symptoms, 1 RCT (N=48) compared IPT with waitlist (Krupnick et al. 2008),
and 1 RCT (N=110) compared IPT with relaxation (Markowitz et al. 2015).

Comparisons with trauma-focused CBT are presented in the Trauma-focused CBT
section above.

Sub-analyses were not possible for IPT.

Excluded studies

Two studies were reviewed at full text and excluded from this review due to small
sample size (N<10 per arm) or subgroup/secondary analysis of RCT already
included.

Studies not included in this review with reasons for their exclusions are provided in
Appendix K.

Summary of clinical studies included in the evidence review

Table 64 provides brief summaries of the included studies and evidence from these
are summarised in the clinical GRADE evidence profiles below (Table 65 and Table
66).

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

Table 64: Summary of included studies: Interpersonal psychotherapy (IPT) for
delayed treatment (>3 months)

Comparison IPT versus waitlist IPT versus relaxation

Total no. of 1 (48) 1(110)

studies (N

randomised)

Study ID Krupnick 2008 Markowitz 2015a

Country usS us

Diagnostic PTSD diagnosis according to PTSD diagnosis according to
status ICD/DSM criteria ICD/DSM criteria

Mean months NR (‘all participants had highly NR (‘chronic')

since onset of chronic PTSD')

PTSD

Mean age 32 (range NR) 40.1 (range NR)

(range)

Sex (% female) 100 70

Ethnicity (% 94 35

BME)

Coexisting NR Current major depressive disorder
conditions (50%); recurrent major depressive

disorder (34%); current generalised
anxiety disorder (13%). Any axis Il
diagnosis (49%): 25% paranoid;
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Comparison

Mean months

since traumatic

event
Type of

traumatic event

Single or
multiple
incident index
trauma

Lifetime
experience of
trauma

Intervention
details

Intervention
format

Intervention
intensity

Comparator

Intervention

length (weeks)

Note. None

IPT versus waitlist

NR (majority first assaulted before
age 12)

Mixed: Study participants had
experienced multiple episodes of
trauma, usually beginning in
childhood. 98% sexual assault
(96% first assualted before age
12); 96% physical assault before
age 12

Multiple

Mean 6.4 prior traumas

Interpersonal psychotherapy (IPT)
group

Group

16x 2-hour sessions (32 hours)

Waitlist

17

See Appendix F for full evidence tables.

IPT versus relaxation

14% narcissistic; 5% borderline;
21% avoidant; 3% dependent; 25%
obsessive-compulsive; 25%
depressive; 15% passive-
aggressive

169.2

Domestic violence: 93% reported
interpersonal trauma (42% acute;
58% chronic)

Multiple

Mean number of traumas 2.8
(SD=1.8). 36% reported trauma in
childhood or adolescence

Interpersonal psychotherapy (IPT).
IPT addressed not trauma but its
interpersonal aftermath, and no
homework was assigned

Individual

14x weekly 50-min sessions (11.7
hours). Mean attended sessions
12.6 (SD=3.4)

Relaxation therapy, highly scripted,
induces progressive muscle and
mental relaxation

14

Quality assessment of clinical studies included in the evidence review

The clinical evidence profiles for this review (IPT for the treatment of PTSD in adults)
are presented in Table 65 and Table 66.
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Table 65: Summary clinical evidence profile: Interpersonal psychotherapy (IPT)

PTSD

symptomatolog
y clinician-rated
- Endpoint
CAPS change
score
Follow-up:
mean 17 weeks

PTSD
symptomatolog
y clinician-rated
- 4-month
follow-up

CAPS change
score
Follow-up:
mean 17 weeks

Remission
Number of
people no
longer meeting
diagnostic
criteria for
PTSD
Follow-up:
mean 17 weeks

Depression
symptoms -
Endpoint
HAMD change
score
Follow-up:
mean 17 weeks

Depression
symptoms - 4-
month follow-up
HAMD change
score
Follow-up:
mean 17 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-

125 per
1000

versus waitlist for delayed treatment (>3 months)

The mean PTSD
symptomatology
clinician-rated -
endpoint in the
intervention
groups was

1.19 standard
deviations lower
(1.84 to 0.54
lower)

The mean PTSD
symptomatology
clinician-rated - 4-
month follow-up in
the intervention
groups was

0.38 standard
deviations lower
(0.99 lower to 0.22

higher)

500 per 1000 RR 4

(131 to 1000) (1.05to
15.31)

The mean
depression
symptoms -
endpoint in the
intervention
groups was
0.96 standard
deviations lower
(1.59 t0 0.33
lower)

The mean
depression
symptoms - 4-
month follow-up in
the intervention
groups was

0.39 standard
deviations lower

200
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(1 study)

48
(1 study)

48
(1 study)

48
(1 study)

48
(1 study)

very
low"23

very
low!34

very
low?.35
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low?:2:3

very
low!34
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(0.99 lower to 0.22

higher)
Discontinuation 562 per 377 per 1000 RR 0.67 48
Number of 1000 (203 to 698) (0.36 to (1 study) low?#
participants lost 1.24)
to follow-up for
any reason
Follow-up:

mean 17 weeks
CAPS= Clinician-administered PTSD scale; Cl=confidence interval; HAMD= Hamilton Rating Scale for Depression;
IPT=interpersonal psychotherapy; RR=risk ratio; SMD=standardised mean difference
' Risk of bias is high or unclear across multiple domains
2 OIS not met (N<400)
3 Data is not reported/cannot be extracted for all outcomes
495% ClI crosses both line of no effect and threshold for clinically important effect
5 OIS not met (events<300)

Table 66: Summary clinical evidence profile: Interpersonal psychotherapy (IPT)
versus relaxation for delayed treatment (>3 months)

PTSD The mean PTSD
symptomatolog symptomatology (1 study) low!2
y clinician-rated clinician-rated in
CAPS change the intervention
score groups was
Follow-up: 0.36 standard
mean 14 weeks deviations lower
(0.88 lower to
0.16 higher)
PTSD The mean PTSD 36
symptomatolog symptomatology (1 study) low!-3
y self-rated self-rated in the
PSS-SR intervention
change score groups was
Follow-up: 0.77 standard
mean 14 weeks deviations lower
(1.48 to 0.07
lower)
Remission 156 per 1000 200 per 1000 RR 72
Number of (72 to 553) 1.28 (1 study) very
people scoring (0.46 to low!-4
<20 on CAPS 3.54)
Follow-up:

mean 14 weeks
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Response
Number of
people showing
230%
improvement on
CAPS
Follow-up:
mean 14 weeks

Depression
symptoms
HAMD change
score
Follow-up:
mean 14 weeks

Funtional
impairment
SAS change
score
Follow-up:
mean 14 weeks

Quality of life
Q-LES-Q-SF
change score
Follow-up:
mean 14 weeks
Better indicated
by higher
values

Relationship
difficulties

IIP change
score
Follow-up:
mean 14 weeks

Discontinuation
Number of
participants lost
to follow-up for
any reason
Follow-up:
mean 14 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

281 per 1000

344 per 1000

599 per 1000
(326 to 1000)

The mean
depression
symptoms in the
intervention
groups was

0.28 standard
deviations higher
(0.24 lower to
0.81 higher)

The mean
funtional
impairment in the
intervention
groups was

0.98 standard
deviations lower
(1.69 to 0.27
lower)

The mean quality
of life in the
intervention
groups was

0.59 standard
deviations higher
(0.09 lower to
1.26 higher)

The mean
relationship
difficulties in the
intervention
groups was
1.32 standard
deviations lower
(2.06 to 0.58
lower)

151 per 1000
(62 to 361)

202

2.13
(1.16 to
3.92)

RR
0.44
(0.18 to
1.05)

(1 study)

58
(1 study)

36
(1 study)

38
(1 study)

37
(1 study)

72
(1 study)

low!5

low!2

low!:3

low!2

low!3

low?2



DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of
PTSD in adults

CAPS= Clinician-administered PTSD scale; Cl=confidence interval; HAMD= Hamilton Rating Scale for Depression;
IIP=Inventory of interpersonal problems; PSS-SR= PTSD symptom scale-self-report; RR=risk ratio; SAS= Social
Adjustment Scale; SMD=standardised mean difference; Q-LES-Q-SF=Quality of Life Enjoyment and Satisfaction
Questionnaire

' Risk of bias is high or unclear across multiple domains

295% ClI crosses both line of no effect and threshold for clinically important effect

3 OIS not met (N<400)

495% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

5 OIS not met (events<300)

See Appendix F for full GRADE tables.
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12 Psychodynamic therapies: clinical evidence

13 Included studies

14 Twelve studies of psychodynamic therapies for the treatment of PTSD in adults were
15 identified for full-text review. Of these 12 studies, 2 RCTs (N=198) were included in 1
16 comparison for psychodynamic therapies.

17 For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
18 symptoms, there were no relevant RCTs included.

19 For delayed treatment (intervention initiated more than 3 months post-trauma) of

20 PTSD symptoms, 2 RCTs (N=198) compared psychodynamic therapy (alone or in
21 addition to TAU) with waitlist (alone or in addition to TAU) (Brom et al. 1989; Steinert
22 et al. 2017).

23 Comparisons with trauma-focused CBT are presented in the Trauma-focused CBT
24 section above.

25 Sub-analyses were not possible for psychodynamic therapies.

26 Excluded studies

27 Ten studies were reviewed at full text and excluded from this review. The most
28 common reasons for exclusion were non-randomised group assignment, non-
29 systematic review, and paper unavailable.

30 Studies not included in this review with reasons for their exclusions are provided in
31 Appendix K.

32 Summary of clinical studies included in the evidence review

33 Table 67 provides brief summaries of the included studies and evidence from these
34 are summarised in the clinical GRADE evidence profile below (Table 68).

35 See also the study selection flow chart in Appendix C, forest plots in Appendix E and
36 study evidence tables in Appendix D.

37 Table 67: Summary of included studies: Psychodynamic therapies for delayed
38 treatment (>3 months)

Psychodynamic therapy (+/- TAU) versus waitlist (+/-

Comparison TAU)

Total no. of studies (N 2 (198)
randomised)

Study ID Brom 19891
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Comparison

Country

Diagnostic status

Mean months since onset
of PTSD

Mean age (range)
Sex (% female)

Ethnicity (% BME)
Coexisting conditions

Mean months since
traumatic event

Type of traumatic event

Single or multiple incident
index trauma

Lifetime experience of
trauma

Intervention details

Intervention format
Intervention intensity

Comparator

Intervention length (weeks)

Psychodynamic therapy (+/- TAU) versus waitlist (+/-
TAU)

Steinert 20172

Netherlands'’

Cambodia?

PTSD diagnosis according to ICD/DSM criteria
NR

42 (18-73) '

27.5 (range NR)?2

79°

612

NR

NR

NR (<5 years) 1

NR?

Mixed: Loss of a loved one as a result of murder/suicide,
traffic accidents, acute or chronic illness (74%); violent crime
(17%); traffic accident (4%); other (5%)’

Mixed: Domestic violence (23%), sexual abuse (15%), traffic
accident (24%), other serious accident, e.g. stepping on a

mine (7%), witnessing death of someone close (12%),
assault (10%), 'other' such as combat or trafficking (10%)?2

Single
NR

Brief psychodynamic therapy (Horowitz, 1976) + TAU '

Resource activation, ROTATE, a psychodynamic therapy
(following the manual by Woller & Matthel3 2016) 2

Individual

Planned intensity NR. Mean number of sessions attended
18.8 (SD=2.6)"

5x weekly 1-hour sessions (5 hours) 2

TAU (received treatment outside of the research setting)
Waitlist?

16"

52

Note. 'Brom 1989; 2Steinert 2017

See appendix G for full evidence tables.

Quality assessment of clinical studies included in the evidence review

The clinical evidence profile for this review (psychodynamic therapies for the
treatment of PTSD in adults) is presented in Table 68.
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Table 68: Summary clinical evidence profile: Psychodynamic therapy (+/- TAU)
versus waitlist (+l TAU) for delayed treatment (>3 months)

PTSD The mean PTSD
symptomatology symptomatology (1 study) very
self-rated self-rated in the low"23
IES change score intervention
Follow-up: mean groups was
16 weeks 0.83 standard
deviations lower
(1.4 to 0.25 lower)
Remission 241 per 958 per 1000 RR 3.97 78
Number of people 1000 (502 to 1000) (2.08to (1 study) very
no longer met 7.6) low™34
criteria for PTSD
based on HTQ
DSM-IV PTSD
algorithm
Follow-up: mean 5
weeks
Anxiety symptoms The mean anxiety 84
HSCL-25: Anxiety symptoms in the (1 study) very
change score intervention low"23
Follow-up: mean 5 groups was
weeks 2.73 standard
deviations lower
(3.35t0 2.12
lower)
Depression The mean 84
symptoms depression (1 study) very
HSCL-25: symptoms in the low"23
Depression intervention
change score groups was
Follow-up: mean 5 3.03 standard
weeks deviations lower
(3.67 to 2.39
lower)
Discontinuation 30 per 19 per 1000 RR 0.62 86
Number of 1000 (1 to 292) (0.04 to (1 study) very
participants lost to 9.62) low!®

follow-up for any
reason

Follow-up: mean 5
weeks

Cl=confidence interval; HSCL-25= Hopkins Symptom Checklist-25; HTQ DSM-IV PTSD=Harvard Trauma
Questionnaire for PTSD; IES= Impact of Event Scale; RR=risk ratio; SMD=standardised mean difference;

TAU=treatment as usual

' Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Data is not reported/cannot be extracted for all outcomes
4 OIS not met (events<300)
595% Cl crosses line of no effect and threshold for both clinically important benefit and clinically

important harm

PTSD: evidence reviews for psychological, psychosocial and other non-
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See appendix F for full GRADE tables.
Counselling: clinical evidence

Included studies

Thirteen studies of counselling for the treatment of PTSD in adults were identified for
full-text review. Of these 13 studies, 6 RCTs (N=842) were included in 1 comparison
for counselling.

For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
symptoms, there were no relevant RCTs included.

For delayed treatment (intervention initiated more than 3 months post-trauma) of
PTSD symptoms, 6 RCTs (N=842) compared counselling (alone or in addition to
TAU) with TAU or waitlist (Bass et al. 2016; Blanchard 2002/Blanchard et al.
2003/2004 [one study reported across three papers]; Ehlers et al. 2014; Neuner et al.
2004; Neuner et al. 2008; Yeomans et al. 2010).

Comparisons with trauma-focused CBT are presented in the Trauma-focused CBT
section above.

Sub-analyses were not possible for counselling.

Excluded studies

Seven studies were reviewed at full text and excluded from this review. The most
common reason for exclusion was that the comparison was outside protocol (within-
class comparison).

Studies not included in this review with reasons for their exclusions are provided in
Appendix K.

Summary of clinical studies included in the evidence review

Table 69 provides brief summaries of the included studies and evidence from these
are summarised in the clinical GRADE evidence profile below (Table 70).

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

Table 69: Summary of included studies: Counselling for delayed treatment (>3

months)
Comparison Counselling (+/- TAU) versus TAU/waitlist
Total no. of studies (N 6 (842)
randomised)
Study ID Bass 2016
Blanchard 2002/2003/20042
Ehlers 20143
Neuner 20044
Neuner 2008
Yeomans 2010°¢
Country Iraq’
Us?
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Comparison

Diagnostic status

Mean months since onset
of PTSD

Mean age (range)

Sex (% female)

Ethnicity (% BME)

Coexisting conditions

Mean months since
traumatic event

Type of traumatic event

Counselling (+/- TAU) versus TAU/waitlist

UKs3

Uganda*®

Burundi®

Clinically important PTSD symptoms (scoring above a
threshold on validated scale) -

PTSD diagnosis according to ICD/DSM criteria2345
NR1,4,5,6

NR (‘chronic [6-24 months]') 2

NR (‘chronic') @

40.4 (18-82)!

39.7 (range NR)?

38.7 (range NR)3

33.2 (range NR)*

35 (range NR)®

38.6 (range NR)®

331

732

583

604

515

445

NR1:456

102

318

NR1:456

49% maijor depressive disorder (MDD); 35% generalized
anxiety disorder (GAD) 2

Depressive disorder (35%); anxiety disorder (30%);
substance abuse (15%); Axis Il disorder (19%) 2
NR1,5,6

13.72

Mean NR (40% 3 months-1 year; 20% 1-2 years; 24% 2-4
years; 15% >4 years) 3

904

Witnessing war as a civilian: Experiencing torture (defined as
personally experiencing or witnessing physical torture,
imprisonment, and/or military attacks)

Motor Vehicle Collision?

Mixed: Interpersonal violence (36%); Accidents/disaster
(38%); Death/harm to others (8%); Other (18%)3
Witnessing war as a civilian: Refugees from Sudanese civil
war. 52% reported the witnessing of people badly injured or
killed as worst event type (which included the killing of
relatives as well as massacres and mutilations); further worst
event types were threats with weapons and kidnappings
(17%), physical attacks (12%), torture (7%), combat
experiences (7%), sexual assaults (5%) and natural
disasters (2%)*

Witnessing war as a civilian: Rwandan and Somalian
refugees settled in a refugee camp in Uganda®
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Comparison Counselling (+/- TAU) versus TAU/waitlist

Witnessing war as a civilian: Almost all participants had been
directly victimized by violence during or since the onset of
conflict in Burundi in 19936

Single or multiple incident Multiple456

index trauma Single?
Unclear®
Lifetime experience of NR':2
trauma 70% history of other trauma; 10% reported history of

childhood abuse?®
Mean number of traumatic event types 10.1 (SD=6.5)4
Mean number of trauma event types 14.1 (SD=5.2) 5
Mean number of types of events experienced was 9.9
(SD=2.1). The mean number of types of events experienced
or witnessed was 12.6 (SD = 3.2)6

Intervention details Supportive counselling + TAU'#
Supportive psychotherapy (SUPPORT) intervention?

Emotion-focused supportive therapy, following unpublished
manual®

Trauma counselling (TC) 5

Data combined for two arms: Trauma healing and
reconciliation workshops, with or without psychoeducation®

Intervention format Individual234.5
Group®
Intervention intensity 6-12 sessions. Mean number of sessions attended 11.29

(range 7-12)1
8-12 x weekly sessions. Mean sessions attended 10.0 (1.2) 2

12x weekly sessions (up to 20 hours in total). Mean attended
10.27 (SD=3.21) sessions?

4x 1.5-2 hour sessions (6-8 hours) 4
6x twice-weekly 1-2 hour sessions (6-12 hours)®
3-day workshop + 1-day follow-up session 1 month later®
Comparator TAU (no further detail reported)
Waitlist2:3.5.6
TAU: All participants received a single session of
psychoeducation*
Intervention length (weeks) 26!
122
143
34,5
46
Note. 'Bass 2016; 2Blanchard 2002/2003/2004; 3Ehlers 2014; *Neuner 2004; *Neuner 2008;
5Yeomans 2010

See appendix F for full evidence tables.

Quality assessment of clinical studies included in the evidence review

The clinical evidence profile for this review (counselling for the treatment of PTSD in
adults) is presented in Table 70.
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Table 70: Summary clinical evidence profile: Counselling (+/- TAU) versus TAU

PTSD

symptomatolog
y self-rated at
endpoint
PCL/PDS/HTQ
change score
Follow-up: 3-14
weeks

PTSD
symptomatolog
y self-rated at 1-
4 month follow-
up

HTQ/PDS
change score
Follow-up: 4-17
weeks

PTSD
symptomatolog
y self-rated at 8-
12 month
follow-up

PDS change
score
Follow-up: 32-
52 weeks

PTSD
symptomatolog
y clinician-rated
at endpoint
CAPS change
score
Follow-up: 12-
14 weeks

PTSD
symptomatolog
y clinician-rated
at 1-year follow-
up

CIDI-PTSD
change score
Follow-up:
mean 52 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
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or waitlist for delayed treatment (>3 months)

The mean PTSD
symptomatology
self-rated at
endpoint in the
intervention
groups was

0.97 standard
deviations lower
(1.24 to 0.69
lower)

The mean PTSD
symptomatology
self-rated at 1-4
month follow-up in
the intervention
groups was

0.63 standard
deviations lower
(1.51 lower to
0.25 higher)

The mean PTSD
symptomatology
self-rated at 8-12
month follow-up in
the intervention
groups was

1.03 standard
deviations lower
(1.68 to 0.38
lower)

The mean PTSD
symptomatology
clinician-rated at
endpoint in the
intervention
groups was

0.94 standard
deviations lower
(1.39t0 0.49
lower)

The mean PTSD
symptomatology
clinician-rated at
1-year follow-up in
the intervention
groups was

0.22 standard
deviations lower

209

249
(4 studies)

234
(2 studies)

190
(2 studies)

111
(2 studies)

24
(1 study)

very
|0W1 2,3

very
Iow1 4,5

very
Iow1 2,34

low!:2

very
low!36
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(1.03 lower to

0.58 higher)
Remission at 118 per 280 per 1000 RR 102
endpoint 1000 (124 to 633) 2.38 (2 studies) very
Number of (1.05 to low™37
people no 5.38)
longer meeting
diagnostic
criteria or no
longer above
clinical
threshold on a
scale for PTSD
Follow-up: 12-
14 weeks
Remission at 8- 134 per 261 per 1000 RR 192
12 month 1000 (132 to 517) 1.94 (2 studies) very
follow-up (0.98 to low!:3:5
Number of 3.85)
people no
longer meeting
diagnostic
criteria for
PTSD
Follow-up: 32-
52 weeks
Anxiety The mean anxiety 111
symptoms at symptoms at (2 studies) low"2
endpoint endpoint in the
BAI/STAI State intervention
change score groups was
Follow-up: 12- 0.77 standard
14 weeks deviations lower

(1.16 t0 0.39

lower)
Anxiety The mean anxiety 209
symptoms at 1- symptoms at 1- (1 study) low'5
month follow-up month follow-up in
HSCL Anxiety the intervention
change score groups was
Follow-up: 0.3 standard
mean 4 weeks deviations lower

(0.61 lower to

0.02 higher)
Depression The mean 111
symptoms at depression (2 studies) low"2
endpoint symptoms at
BDI change endpoint in the
score intervention
Follow-up: 12- groups was
14 weeks 0.73 standard
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Depression
symptoms at 1-
month follow-up
HSCL
Depression
change score
Follow-up:
mean 4 weeks

Functional
impairment
SDS change
score
Follow-up:
mean 14 weeks

Global
functioning
GAF change
score
Follow-up:
mean 12 weeks
Better indicated
by higher
values

Quality of life at
endpoint
Q-LES-Q-
SF/SF-12
change score
Follow-up: 3-14
weeks

Better indicated
by higher
values

Quality of life at
4-month follow-
up

SF-12 change
score
Follow-up:
mean 17 weeks
Better indicated
by higher
values

PTSD: evidence reviews for psychological, psychosocial and other non-
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deviations lower
(1.12t0 0.35
lower)

The mean
depression
symptoms at 1-
month follow-up in
the intervention
groups was

0.36 standard
deviations lower
(0.68 to 0.04
lower)

The mean
functional
impairment in the
intervention
groups was

0.93 standard
deviations lower
(1.47 to 0.4 lower)

The mean global
functioning in the
intervention
groups was

0.44 standard
deviations higher
(0.12 lower to
0.99 higher)

The mean quality
of life at endpoint
in the intervention
groups was

0.05 standard
deviations lower
(1.4 lower to 1.3
higher)

The mean quality
of life at 4-month
follow-up in the
intervention
groups was

1.48 standard
deviations lower
(2.39 t0 0.58
lower)
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209
(1 study)

60
(1 study)

51
(1 study)

85
(2 studies)

25
(1 study)

low!2

low!:2

very
low!35
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low'#638

very
|0W1 2,3



DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of
PTSD in adults

Quality of life at The mean quality
1-year follow-up of life at 1-year (1 study) very
SF-12 change follow-up in the low'23
score intervention
Follow-up: groups was
mean 52 weeks 0.93 standard
Better indicated deviations lower
by higher (1.79 to 0.08
values lower)
Discontinuation 224 per 240 per 1000 RR 646
Number of 1000 (132 to 440) 1.07 (6 studies) very low'8
participants lost (0.59 to
to follow-up for 1.96)
any reason
Follow-up: 3-26
weeks
1 BAI= Beck Anxiety Inventory; BDI= Beck Depression Inventory; CAPS= Clinician-administered PTSD
2 symptom scale; Cl=confidence interval; CIDI-PTSD=Composite International Diagnostic Interview-
3 PTSD; GAF=Global Assessment of Functioning; HSCL= Hopkins Symptom Checklist-; HTQ= Harvard
4 Trauma Questionnaire; PCL= PTSD checklist; PDS= Post-traumatic Diagnositic Scale; RR=risk ratio;
5 SDS= Sheehan Disability Scale; SF-12=Short-form-12; SMD=standardised mean difference; STAI=
6 State-Trait Anxiety Inventory; TAU=treatment as usual;, Q-LES-W-SF= Quality of Life Enjoyment and
7 Satisfaction Questionnaire;
8 ' Risk of bias is high or unclear across multiple domains
9 2 OIS not met (N<400)
10 3 Data is not reported/cannot be extracted for all outcomes
11 4 Substantial heterogeneity (12=50-80%)
12 595% ClI crosses both line of no effect and threshold for clinically important effect
13 6 95% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
14 important harm
15 7 OIS not met (events<300)
16 8 Considerable heterogeneity (12>80%)
17 See appendix Ffor full GRADE tables.
18 Combined somatic and cognitive therapies: clinical evidence

19 Included studies

20 Seven studies of combined somatic and cognitive therapies for the treatment of
21 PTSD in adults were identified for full-text review. Of these 7 studies, 5 RCTs
22 (N=607) were included in 1 comparison for combined somatic and cognitive

23 therapies.

24 For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
25 symptoms, there were no relevant RCTs included.

26 For delayed treatment (intervention initiated more than 3 months post-trauma) of
27 PTSD symptoms, 5 RCTs (N=607) compared combined somatic and cognitive

28 therapies (alone or in addition to TAU) with waitlist (alone or in addition to TAU)

29 (Brom et al. 2017; Church et al. 2013/ Church 2014 [one study reported across two
30 papers]; Connolly & Sakai 2011; Geronilla et al. 2016; Robson et al. 2016).
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Sub-analyses were possible for this comparison, comparing effects by multiplicity of
trauma, specific intervention, diagnostic status at baseline, and trauma type.

Excluded studies

Two studies were reviewed at full text and excluded from this review due to small
sample size (N<10 per arm) or non-randomised group assignment.

Studies not included in this review with reasons for their exclusions are provided in
Appendix K.

Summary of clinical studies included in the evidence review

Table 71 provides brief summaries of the included studies and evidence from these
are summarised in the clinical GRADE evidence profile below (Table 72).

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

Table 71: Summary of included studies: Combined somatic and cognitive
therapies for delayed treatment (>3 months)

Combined somatic and cognitive therapies (+/- TAU)

Comparison versus waitlist (+/- TAU)
Total no. of studies (N 5 (607)

randomised)

Study ID Brom 20171

Church 2013/20142
Connolly 20113
Geronilla 2016#
Robson 20165
Country Israel’
us?
Rwanda?
Unclear (US and/or UK)#
Uganda®
Diagnostic status PTSD diagnosis according to ICD/DSM criteria’
Clinically important PTSD symptoms (scoring above a
threshold on validated scale) 2345

Mean months since onset NR
of PTSD
Mean age (range) 40.5 (range NR)'
51.7 (24-86)?
38 (18-73)2
50 (23-85)*
44.7 (range NR)®
Sex (% female) 511
102
823
124
85°
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Comparison
Ethnicity (% BME)
Coexisting conditions

Mean months since
traumatic event

Type of traumatic event

Single or multiple incident
index trauma

Lifetime experience of
trauma

Intervention details

Intervention format
Intervention intensity

Comparator

Intervention length (weeks)

Combined somatic and cognitive therapies (+/- TAU)
versus waitlist (+/- TAU)

NR

NR1,2,3,5

91% have some insomnia (41% severe and 34% moderately
severe)*

48.5"

NR2,3,4,5

Mixed: Vehicle accidents (44%); assault (13%); terrorist
attacks (13%); other types of accidents (18%); death or
injury of a family member (8%); medical trauma (6%);
combat (3%); threat (2%)’

Military combat: 41% Gulf war era deployments; 58% other
deployments. Mean number of tours 1.2 (SD=0.4)2

Witnessing war as a civilian: Rwandan genocide (1994)
survivors. Reported experiences during the 1994 genocide
included: being beaten (60%), having been abused (55.2%),
witnessing others being beaten (80%), witnessing others
being killed (85.5%), hearing others being hit or beaten
(81.4%) and being forced to do things they were against
(22.1%)3

Military combat: Veterans (33% Vietnam war) 4

Witnessing war as a civilian: Western Uganda, where there
had been intermittent conflict since Uganda gained
independence in 19635

Single’

Multiple2345

NR

Somatic experiencing (SE), following an unpublished
protocol + TAU'

Emotional Freedom Technique (EFT; Craig 2010) + TAUZ2

Thought Field Therapy (TFT; following protocol of Callahan
& Callahan 2000) 35

Emotional freedom technique (EFT; following manuals by
Craig & Fowlie 1995 and Church 2013) + TAU (mean
treatment medications 4.1 [SD=4.2]) 4

Individual

15x weekly 1-hour sessions (15 hours) !

6x 1-hour sessions (6 hours) 24

1 session. Mean duration of intervention session: 41 mins
(SD=2.9)3

1x 30-60 min session®

TAU (no further detail reported)

Waitlist?3:5

TAU: Mean number of treatment medications 3.3 (SD=2.9) 4
157

42

0.135

64

Note. 'Brom 2017; 2?Church 2013/2014; 3Connolly 2011; “Geronilla 2016; °Robson 2016

214

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)



ar W

0N

DRAFT FOR CONSULTATION

Psychological, psychosocial and other non-pharmacological interventions for the treatment of

PTSD in adults

See appendix F for full evidence tables.

Quality assessment of clinical studies included in the evidence review

The clinical evidence profile for this review (combined somatic and cognitive

therapies for the treatment of PTSD in adults) is presented in Table 72.

Table 72: Summary clinical evidence profile: Combined somatic and cognitive
therapies (+/- TAU) versus waitlist (+/- TAU) for delayed treatment (>3

PTSD
symptomatology
self-rated
PCL/PDS/MPSS
change score
Follow-up: 0.1-15
weeks

PTSD
symptomatology
clinician-rated
CAPS change
score

Follow-up: mean
15 weeks

Remission
Number of people
scoring <50 on
PCL

Follow-up: mean 6
weeks

Anxiety symptoms
SA-45 Anxiety T-
score change
score

Follow-up: mean 4
weeks

Depression
symptoms
CES-D/SA-45
Depression T-
score change

PTSD: evidence reviews for psychological, psychosocial and other non-
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77 per
1000

The mean PTSD
symptomatology
self-rated in the
intervention
groups was

1.97 standard
deviations lower
(3.03 to 0.9 lower)

The mean PTSD
symptomatology
clinician-rated in
the intervention
groups was

1.15 standard
deviations lower
(1.7 to 0.6 lower)

812 per 1000
(212 to 1000)

The mean anxiety
symptoms in the
intervention
groups was

1.81 standard
deviations lower
(2.45t0 1.17
lower)

The mean
depression
symptoms in the
intervention
groups was

215

RR
10.56
(2.76 to
40.42)

544
(5 studies)

60
(1 study)

58
(1 study)

54
(1 study)

114
(2 studies)

very
low'23

very
low!3:4

low!:5

very
low!34

Iow1 ,3,4,6
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score 1.47 standard
Follow-up: 4-15 deviations lower
weeks (1.89to 1.04
lower)
Sleeping The mean 49
difficulties sleeping (1 study) low'#
ISI change score difficulties in the
Follow-up: mean 6 intervention
weeks groups was

1.71 standard
deviations lower

(2.37 t0 1.04
lower)
Discontinuation 90 per 116 per 1000 RR 607
Number of 1000 (58 to 236) 1.29 (5 studies) very low'”
participants lost to (0.64 to
follow-up for any 2.62)
reason
Follow-up: 0.1-15
weeks
1 CAPS= Clinician-administered PTSD scale; CES-D= Clinician-administered PTSD symptom scale;
2 Cl=confidence interval; ISI=Insomnia severity index; MPSS=Modified PTSD symptom scale; PCL=
3 PTSD checklist; PDS= Post-traumatic Diagnositic Scale; RR=risk ratio; SA-45=Symptom assessment-
4 45; SMD=standardised mean difference; TAU=treatment as usual
5 ! Risk of bias is high or unclear across multiple domains
6 2 Considerable heterogeneity (12>80%)
7 3 Data is not reported/cannot be extracted for all outcomes
8 4 OIS not met (N<400)
9 5 OIS not met (events<300)
10 6 Substantial heterogeneity (12=50-80%)
11 795% CI crosses line of no effect and threshold for both clinically important benefit and clinically
12 important harm
13 See appendix | for full GRADE tables.

14 Sensitivity and subgroup analysis

15 Sub-analysis of this comparison, by multiplicity of trauma revealed no statistically
16 significant subgroup difference for self-rated PTSD symptomatology (K=5; N= 544;
17 Chiz = 0.98, p = 0.32), or discontinuation (K=5; N=607; Chi? = 2.07, p = 0.15). It was
18 not possible to test for subgroup differences for clinician-rated PTSD

19 symptomatology as only one study included.

20 Sub-analysis by specific intervention revealed a statistically significant subgroup

21 difference for self-rated PTTSD symptomatology (Chi? = 6.88, p = 0.03), with

22 relatively larger effects observed for emotional freedom technique (EFT; SMD -3.19 [-
23 4.45, -1.93)), relative to somatic experiencing (SE; SMD -1.39 [-1.96, -0.82]) or

24 thought field therapy (TFT; SMD -1.13 [-2.85, 0.58]), although clinically important
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effects were observed across subgroups. There was no significant subgroup
difference for discontinuation (Chi2 = 3.11, p = 0.21).

Sub-analysis by diagnostic status at baseline revealed no statistically significant
subgroup differences for self-rated PTSD symptomatology (Chi? = 0.98, p = 0.32), or
discontinuation (Chi? = 2.07, p = 0.15).

Sub-analysis by trauma type revealed a statistically significant subgroup difference
for self-rated PTSD symptomatology (Chi? = 6.88, p = 0.03), with relatively larger
effects observed for military combat-related trauma (SMD -3.19 [-4.45, -1.93]) relative
to mixed trauma types (SMD -1.39 [-1.96, -0.82]) or witnessing war as a civilian

(SMD -1.13 [-2.85, 0.58]), although clinically important effects were observed across
subgroups. There was no significant subgroup difference for discontinuation (Chi? =
3.1, p=0.21).

-_—
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Resilience-oriented treatment: clinical evidence
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14 Included studies

15 Two studies of resilience-oriented treatment for the treatment of PTSD in adults were
16 identified for full-text review. Of these 2 studies, 1 RCT (N=39) was included in 1
17 comparison for resilience-oriented treatment.

18 For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
19 symptoms, there were no relevant RCTs included.

20 For delayed treatment (intervention initiated more than 3 months post-trauma) of
21 PTSD symptoms, 1 RCT (N=39) compared resilience-oriented treatment with waitlist
22 (Kent et al. 2011).

23 Sub-analyses were not possible for resilience-oriented treatment.

24 Excluded studies

25 One study was reviewed at full text and excluded from this review as efficacy or
26 safety data cannot be extracted.

27 Studies not included in this review with reasons for their exclusions are provided in
28 Appendix K.

29 Summary of clinical studies included in the evidence review

30 Table 73 provides a brief summary of the included study and evidence from this
31 study is summarised in the clinical GRADE evidence profile below (Table 74).

32 See also the study selection flow chart in Appendix C, forest plots in Appendix E and
33 study evidence tables in Appendix D.

34 Table 73: Summary of included studies: Resilience-oriented treatment for

35 delayed treatment (>3 months)
Comparison Resilience-oriented treatment versus waitlist (+/- TAU)
Total no. of studies (N 1 (39)
randomised)
Study ID Kent 2011
Country us
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1

Comparison
Diagnostic status

Mean months since onset
of PTSD

Mean age (range)
Sex (% female)
Ethnicity (% BME)
Coexisting conditions

Mean months since
traumatic event

Type of traumatic event

Single or multiple incident
index trauma

Lifetime experience of
trauma

Intervention details

Intervention format
Intervention intensity

Comparator

Intervention length (weeks)
Note. None

Resilience-oriented treatment versus waitlist (+/- TAU)

Clinically important PTSD symptoms (scoring above a
threshold on validated scale)

144

54 (34-66)
33
24
NR
NR

Mixed: All participants were veterans from the Vietnam war
era up through the Gulf war. The traumas indexed by the
CAPS were combat (31%), childhood sexual abuse (21%),
childhood physical abuse (18%), violent unexpected death of
another (14%), sexual assault (6%), physical assault (5%),
and accident (5%)

Multiple
NR

Resilience-oriented treatment (following unpublished
manual) included: psychoeducation about resilience;
increasing attention to bodily sensations; building positive
experiences and emotional bonds; revisiting stressors and
traumas and using learnt skills to manage these; planning for
sustained change

Group

12x 90-minute weekly sessions (18 hours). Mean number of
sessions attended 9.75 (SD=2.24, range 2-12)

Waitlist
12

2 See appendix F for full evidence tables.

3 Quality assessment of clinical studies included in the evidence review

4 The clinical evidence profile for this review (resilience-oriented treatment for the
5 treatment of PTSD in adults) is presented in Table 74.
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Table 74: Summary clinical evidence profile: Resilience-oriented treatment

versus waitlist for delayed treatment (>3 months)

PTSD The mean PTSD
symptomatology symptomatology (1 study) low!-2
self-report self-report in the
PDS change score intervention
Follow-up: mean groups was
12 weeks 1.6 standard
deviations lower
(2.33 10 0.87
lower)
Anxiety symptoms The mean anxiety 39
STAI state change symptoms in the (1 study) low!2
score intervention
Follow-up: mean groups was
12 weeks 1.33 standard
deviations lower
(2.03 to 0.63
lower)
Depression The mean 39
symptoms depression (1 study) low!2
BDI-Il change symptoms in the
score intervention
Follow-up: mean groups was
12 weeks 1.19 standard
deviations lower
(1.88 to 0.51
lower)
Discontinuation 105 per 49 per 1000 RR 0.47 39
Number of 1000 (5 to 507) (0.05to (1 study) very
participants lost to 4.82) low!3

follow-up for any
reason
Follow-up: mean
12 weeks

BDI= Beck Depression Inventory; Cl=confidence interval; PDS=; RR=risk ratio; SMD=standardised
mean difference; STAI= State-Trait Anxiety Inventory

! Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

395% ClI crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

See appendix F for full GRADE tables.
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1 Attention bias modification: clinical evidence

2
3
4
5
6
7
8

9
10
11
12

13

14

15
16
17

18
19

20

21
22

23
24

25
26

Included studies

Six studies of attention bias modification for the treatment of PTSD in adults were
identified for full-text review. Of these 6 studies, 3 RCTs (N=200) were included in 1
comparison for attention bias modification.

For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
symptoms, there were no relevant RCTs included.

For delayed treatment (intervention initiated more than 3 months post-trauma) of
PTSD symptoms, 3 RCTs (N=200) compared attention bias modification with
attention-placebo (Bar-Haim & Fruchter 2011/ Badura-Brack et al. 2015 study 1
[protocol and paper]; Bar-Haim & Fruchter 2011/ Badura-Brack et al. 2015 study 2
[protocol and paper]; Schoorl et al. 2013).

Sub-analyses were not possible for attention bias modification.

Excluded studies

Three studies were reviewed at full text and excluded from this review due to small
sample size (N<10 per arm), subgroup/secondary analysis of RCT already included,
or trials of soldiers on active service (population outside scope).

Studies not included in this review with reasons for their exclusions are provided in
Appendix K.

Summary of clinical studies included in the evidence review

Table 75 provides brief summaries of the included studies and evidence from these
are summarised in the clinical GRADE evidence profile below (Table 76).

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

Table 75: Summary of included studies: Attention bias modification for delayed
treatment (>3 months)

Comparison Attention bias modification versus attention-placebo
Total no. of studies (N 3 (200)

randomised)

Study ID Bar-Haim 2011/Badura-Brack 2015 study 1’

Bar-Haim 2011/Badura-Brack 2015 study 22
Schoorl 20133

Country Israel’
us?
Netherlands?®
Diagnostic status PTSD diagnosis according to ICD/DSM criteria
Mean months since onset NR'2
of PTSD NR (inclusion criteria included that PTSD symptoms had
been present for at least 3 months) 3
Mean age (range) 36.1 (22-65)
32 (24-65)2

37.1 (range NR) 3
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N

N

(o)) ]

Comparison
Sex (% female)

Ethnicity (% BME)
Coexisting conditions

Mean months since
traumatic event

Type of traumatic event

Single or multiple incident
index trauma

Lifetime experience of
trauma

Intervention details

Intervention format
Intervention intensity

Comparator

Intervention length (weeks)

Attention bias modification versus attention-placebo
01,2

758

NR

55% depression; 39% GAD; 15% Personality Disorder-
Cluster B’

59% depression; 8% GAD; 16% panic disorder; 4% social
phobia; 4% Personality Disorder- Cluster B2

2.7 additional diagnoses per patient. Depression: 70%,
Dysthymia: 13%, Panic: 33%, Social anxiety: 36%, GAD:
38%, OCD: 16%, Somatization: 8%?3

169.2!

NR2,3

Military combat: Israel Defence Forces veterans'

Military combat: US military veterans who served in recent
conflicts in Iraq and Afghanistan?

Unclear (no details on index trauma reported) 2
Multiple

NR‘],Z

93% 2+ traumas. Most of the patients had experienced
multiple traumas (93.1%). More than half (56.9%) of the
patients had been traumatized in childhood and 40.6% had
experienced both childhood trauma and more recent trauma?

Attention Bias Modification (ABM), amended version of the
dot-probe task?!?2
Attention bias modification?®

Individual

4x weekly sessions

8x bi-weekly sessions?

8x 15-min sessions (2 hours) 3

Attention control training, counterbalanced version of

attention bias modification training (same number and trials)
1,2

Attention control; The control treatment was similar to the AB
assessment but lasted 200 instead of 96 trials and the
assessment did not contain neutral/neutral trials3

412

33

Note. "Bar-Haim 2011/Badura-Brack 2015 study 1; ?Bar-Haim 2011/Badura-Brack 2015 study 2;

3Schoorl 2013

See appendix F for full evidence tables.

Quality assessment of clinical studies included in the evidence review

The clinical evidence profile for this review (attention bias modification for the
treatment of PTSD in adults) is presented in Table 76.
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Table 76: Summary clinical evidence profile: Attention bias modification versus

attention-placebo for delayed treatment (>3 months)

PTSD The mean PTSD 170
symptomatology symptomatology (3 studies) very
self-report self-report in the low!:2:3.4
PCL/SRIP change intervention
score groups was
Follow-up: 3-4 2.48 standard
weeks deviations higher
(0.32 lower to
5.28 higher)
PTSD The mean PTSD 118
symptomatology symptomatology (2 studies) very
clinician-rated - clinician-rated - low"245
Endpoint endpoint in the
CAPS change intervention
score groups was
Follow-up: 3-4 1.62 standard
weeks deviations higher
(2.31 lower to
5.55 higher)
Anxiety symptoms The mean anxiety 72
- Endpoint symptoms - (1 study) low34
HADS-A change endpoint in the
score intervention
Follow-up: mean 3 groups was
weeks 0.04 standard
deviations lower
(0.5 lower to 0.43
higher)
Anxiety symptoms The mean anxiety 72
- 3-week follow-up symptoms - 3- (1 study) low3#
HADS-A change week follow-up in
score the intervention
Follow-up: mean 3 groups was
weeks 0.22 standard
deviations lower
(0.68 lower to
0.25 higher)
Depression The mean 170
symptoms - depression (3 studies) very
Endpoint symptoms - low?-2.3.4
PHQ-9/HADS-D endpoint in the
change score intervention
Follow-up: 3-4 groups was
weeks 1.82 standard
deviations higher
(0.4 lower to 4.05
higher)
Depression The mean 72
symptoms - 3- depression (1 study) low3#
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week follow-up symptoms - 3-
HADS-D change week follow-up in
score the intervention
Follow-up: mean 3 groups was
weeks 0.26 standard

deviations lower
(0.72 lower to

0.21 higher)
Discontinuation 340 per 296 per 1000 RR 200
Number of 1000 (194 to 445) 0.87 (3 studies) very low'-
participants lost to (0.57 to
follow-up for any 1.31)
reason
Follow-up: 3-4
weeks
1 CAPS=; Cl=confidence interval;, HADS-A/D= Hospital Anxiety and Depression Scale-
2 Anxiety/Depression; PCL= PTSD checklist; PHQ-9=patient health questionnaire-9; RR=risk ratio;
3 SMD=standardised mean difference; SRIP= Self-Rating Inventory for PTSD
4 ' Risk of bias is high or unclear across multiple domains
5 2 Considerable heterogeneity (12>80%)
6 395% ClI crosses both line of no effect and threshold for clinically important effect
7 4 Data is not reported/cannot be extracted for all outcomes
8 595% ClI crosses line of no effect and threshold for both clinically important benefit and clinically
9 important harm
10 See appendix F for full GRADE tables.
11 Couple interventions: clinical evidence

12 Included studies

13 Nine studies of couple interventions for the treatment of PTSD in adults were
14 identified for full-text review. Of these 9 studies, 2 RCTs (N=97) were included. There
15 were 2 comparisons for couple interventions.

16 For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
17 symptoms, no relevant RCTs were included.

18 For delayed treatment (intervention initiated more than 3 months post-trauma) of

19 PTSD symptoms, 1 RCT (N=40) compared a couple intervention with waitlist

20 (Monson & Vorstenbosch 2008/Monson et al. 2012 [protocol and paper]), and 1 RCT
21 (N=57) compared a couple intervention with psychoeducational sessions (Sautter et
22 al. 2015).

23 Sub-analyses were not possible for couple interventions.

24 Excluded studies

25 Seven studies were reviewed at full text and excluded from this review. The most
26 common reason for exclusion was subgroup/secondary analysis of RCT already
27 included and/or that is not relevant.
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Studies not included in this review with reasons for their exclusions are provided in

Appendix K.

Summary of clinical studies included in the evidence review

Table 77 provides brief summaries of the included studies and evidence from these
are summarised in the clinical GRADE evidence profiles below (Table 78 and Table

79).

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

Table 77: Summary of included studies: Couple interventions for delayed
treatment (>3 months)

Comparison

Total no. of
studies (N
randomised)

Study ID
Country
Diagnostic
status

Mean months

since onset of
PTSD

Mean age
(range)

Sex (% female)

Ethnicity (%
BME)

Coexisting
conditions

Mean months
since traumatic
event

Type of
traumatic event

Single or
multiple
incident index
trauma

Lifetime
experience of
trauma

Couple intervention versus
waitlist

1 (40)

Monson 2008/2012
US and Canada

PTSD diagnosis according to
ICD/DSM criteria

NR

37.1 (range NR)

75
28

63% any comorbidity, 40% mood
disorder, 30% anxiety disorder, 0%
substance abuse, 10% 'other’

Median 78/156

Mixed: Adult sexual trauma (20%);
child sexual trauma (28%);
noncombat physical assault (15%);
motor vehicle collision (8%);
witnessing/learning about
death/illness (13%); combat (5%);
other (13%)

Unclear

NR

224

Couple intervention versus
psychoeducation sessions

1 (57)

Sautter 2015
us

PTSD diagnosis according to
ICD/DSM criteria

NR
33.1 (range NR)

2
34

NR

NR

Military combat: Veterans of
Operation Iraqi Freedom
(OIF)/Operation Enduring Freedom
(OEF)

Multiple

NR
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Intervention Cognitive-behavioural conjoint Structured Approach Therapy
details therapy (following manual by (SAT; following manual by Sautter
Monson et al. 2012) 2011), included a stress inoculation

therapy framework

Intervention Couple Couple

format

Intervention 15x sessions (biweekly for phases  12x 1-hour sessions (12 hours).

intensity 1-2 and weekly for phase 3) Mean attended 10.31 sessions

Comparator Waitlist PTSD Family Education, conjoint
psychoeducational sessions, using
material adapted from the SAFE
(Support and Family Education)
and BFT (Behavioural Family
Therapy) programs

Intervention 12 12

length (weeks)

Note. None

See appendix G for full evidence tables.

Quality assessment of clinical studies included in the evidence review

The clinical evidence profiles for this review (couple interventions for the treatment of
PTSD in adults) are presented in Table 78 and Table 79.

Table 78: Summary clinical evidence profile: Couple intervention versus

waitlist for delayed treatment (>3 months)

Response

Number of people
showing
improvement of at
least 10 points on
CAPS

Follow-up: mean 12
weeks

Remission

Number of people
who no longer met
DSM-IV-TR
diagnostic criteria
and CAPS
score<45
Follow-up: mean 12
weeks

600 per
1000

200 per
1000

648 per 1000
(402 to 1000)

650 per 1000
(256 to 1000)

225

RR 1.08
(0.67 to
1.75)

(1 study) very

low'23

RR 3.25 40
(1.28to (1 study)
8.27)

very
low!34
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Response for 250 per 400 per 1000 RR 1.6

relationship 1000 (157 to 1000) (0.63 to (1 study) very
difficulties 4.05) low"23
Number of

participants

showing

improvement of at
least 10 points on
DAS

Follow-up: mean 12
weeks

Remission for 650 per 650 per 1000 RR 1 40

relationship 1000 (409 to 1000) (0.63to (1 study) very
difficulties 1.58) low"2:3
Number of

participants scoring

298 on DAS

Follow-up: mean 12

weeks

Discontinuation 50 per 200 per 1000 RR 4 40
Number of 1000 (25 to 1000) (0.49to (1 study) very low'?
participants lost to 32.72)
follow-up for any
reason
Follow-up: mean 12
weeks
CAPS= Clinician-administered PTSD scale; Cl=confidence interval; DAS=Dyadic Adjustment Scale; DSM-IV-
TR=Diagnostic and Statistical Manual of Mental Disorders-Fourth Edition (Text Revision); RR=risk ratio;
SMD=standardised mean difference
! Risk of bias is high or unclear across multiple domains
295% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
important harm
3 Data is not reported/cannot be extracted for all outcomes
4 OIS not met (events<300)

Table 79: Summary clinical evidence profile: Couple intervention versus
psychoeducation sessions for delayed treatment (>3 months)

PTSD The mean PTSD
symptomatology symptomatology (1 study) very
self-rated - self-rated - low'2
Endpoint endpoint in the
PCL-M change intervention
score groups was
Follow-up: mean 1.44 standard
12 weeks deviations lower
226
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(2.121t0 0.76
lower)

The mean PTSD 41

PTSD
symptomatology
self-rated - 3-
month follow-up
PCL-M change
score

Follow-up: mean
13 weeks

PTSD
symptomatology
clinician-rated -
Endpoint

CAPS change
score

Follow-up: mean
12 weeks

PTSD
symptomatology
clinician-rated -
3-month follow-
up

CAPS change
score

Follow-up: mean
13 weeks

Remission
Number of
people scoring
<45 on CAPS at
endpoint
Follow-up: mean
12 weeks

Anxiety
symptoms -
Endpoint

STAI State
change score
Follow-up: mean
12 weeks

71 per 1000

symptomatology
self-rated - 3-
month follow-up
in the
intervention
groups was

1.49 standard
deviations lower
(2.191t0 0.79
lower)

The mean PTSD 43
symptomatology (1 study)
clinician-rated -

endpoint in the

intervention

groups was

2.15 standard

deviations lower

(2.91t0 1.38

lower)

The mean PTSD 41
symptomatology (1 study)
clinician-rated -

3-month follow-

up in the

intervention

groups was

2.39 standard

deviations lower

(3.21 to 1.57

lower)

517 per 1000 RR 57

(130 to 1000) 7.24 (1 study)
(1.82
to
28.81)

(1 study)

The mean 43
anxiety (1 study)
symptoms -

endpoint in the

intervention

groups was

0.83 standard

deviations lower

(1.46t0 0.2

lower)
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Anxiety
symptoms - 3-
month follow-up
STAI State
change score
Follow-up: mean
13 weeks

Depression
symptoms -
Endpoint
CES-D change
score

Follow-up: mean
12 weeks

Depression
symptoms - 3-
month follow-up
CES-D change
score

Follow-up: mean
13 weeks

Relationship
difficulties -
Endpoint

DAS change
score

Follow-up: mean
12 weeks

Relationship
difficulties - 3-
month follow-up
DAS change
score

Follow-up: mean
13 weeks

The mean
anxiety
symptoms - 3-
month follow-up
in the
intervention
groups was
1.09 standard
deviations lower
(1.75t0 0.43
lower)

The mean
depression
symptoms -
endpoint in the
intervention
groups was
0.56 standard
deviations lower
(1.17 lower to
0.05 higher)

The mean
depression
symptoms - 3-
month follow-up
in the
intervention
groups was
0.85 standard
deviations lower
(1.491t00.2
lower)

The mean
relationship
difficulties -
endpoint in the
intervention
groups was
0.89 standard
deviations
higher

(0.26 to 1.52
higher)

The mean
relationship
difficulties - 3-
month follow-up
in the
intervention
groups was

1 standard

228

(1 study)

43
(1 study)

41
(1 study)

43
(1 study)

41
(1 study)
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deviations
higher
(0.35 to 1.66
higher)
Discontinuation 250 per 1000 242 per 1000 RR 57
Number of (97 to 600) 0.97 (1 study) very
participants lost (0.39 low!®
to follow-up for to 2.4)
any reason
Follow-up: mean
12 weeks
1 CAPS= Clinician-administered PTSD scale; CES-D= Centre of Epidemiological Studies-Depression;
2 DAS=Dyadic Adjustment Scale; Cl=confidence interval, PCL-M= PTSD checklist-Military; RR=risk ratio;
3 SMD=standardised mean difference; STAI= State-Trait Anxiety Inventory;
4 ! Risk of bias is high or unclear across multiple domains
5 2 OIS not met (N<400)
6 3 OIS not met (events<300)
7 4 95% Cl crosses both line of no effect and threshold for clinically important effect
8 5 95% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
9 important harm
10 See appendix F for full GRADE tables.

11 Parent training/family interventions: clinical evidence

12 Included studies

13 Two studies of family interventions for the treatment of PTSD in adults were identified
14 for full-text review. Of these 2 studies, both RCTs (N=221) were included. There were
15 2 comparisons for family interventions.

16 For early treatment (intervention initiated 1-3 months post-trauma) of PTSD
17 symptoms, no relevant RCTs were included.

18 For delayed treatment (intervention initiated more than 3 months post-trauma) of

19 PTSD symptoms, 1 RCT (N=146) compared family therapy with waitlist (Kazak et al.
20 2004), and 1 RCT (N=75) compared child-parent psychotherapy (using play) with

21 case management and individual treatment (for parent-only) (Lieberman et al.

22 2005/2006/Ghosh Ippen et al. 2011 [one study reported across three papers]).

23 Sub-analyses were not possible for family interventions.

24 Excluded studies
25 No family intervention studies that were considered in full-text were excluded.

26 Studies not included in this review with reasons for their exclusions are provided in
27 Appendix K.

229
PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)



DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of
PTSD in adults

1 Summary of clinical studies included in the evidence review

Table 80 provides brief summaries of the included studies and evidence from these
are summarised in the clinical GRADE evidence profiles below (Table 81 and Table
82).

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

o0 A WN

Table 80: Summary of included studies: Family interventions for delayed
treatment (>3 months)

o N

Child-parent psychotherapy
(using play) versus case
management and individual

Comparison Family therapy versus waitlist treatment (for parent-only)

Total no. of 1 (146) 1(75)

studies (N

randomised)

Study ID Kazak 2004 Lieberman 2005/2006/Ghosh

Ippen 2011

Country us us

Diagnostic Clinically important PTSD Clinically important PTSD

status symptoms (scoring above a symptoms (scoring above a
threshold on validated scale) threshold on validated scale)

Mean months NR NR

since onset of

PTSD

Mean age Median: 42.9 (26-59) NR

(range)

Sex (% female) 100 100

Ethnicity (% 12 76

BME)

Coexisting NR NR

conditions

Mean months 63.6 (SD=35.0) since completion of NR
since traumatic  child's cancer treatment

event
Type of Family member or carer of person  Domestic violence (no further detail
traumatic event with life-threatening illness or reported)
injury: Mothers of childhood cancer
survivors
Single or Single Multiple
multiple
incident index
trauma
Lifetime NR Most mothers reported multiple
experience of traumatic stressors in addition to
trauma marital violence (mean = 12.36,
range 2—26). Maternal childhood
trauma included witnessing marital
violence (48%), physical abuse
(49%), sexual molestation (42%),
and the sudden/traumatic death of
someone close (44%)
230
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Intervention Surviving Cancer Competently

details Intervention Program (SCCIP;
following manual by Kazak et al.
1999), integrates cognitive—
behavioral treatment with family
therapy

Intervention Group

format

Intervention 4-sessions in 1-day (5 hours of

intensity direct therapeutic contact and an
additional 2 hours of informal
contact during breaks). All families
completed all four sessions

Comparator Waitlist

Intervention 0.1

length (weeks)

Note. None

See appendix G for full evidence tables.

Child-parent psychotherapy using
play

Group

50x weekly 1-hour sessions (50
hours). Mean sessions attended
32.09 (SD=15.20)

Case management plus individual
psychotherapy

50

Quality assessment of clinical studies included in the evidence review

The clinical evidence profiles for this review (family interventions for the treatment of
PTSD in adults) are presented in Table 81 and Table 82.

Table 81: Summary clinical evidence profile: Family therapy versus waitlist for

delayed treatment (>3 months)

PTSD The mean PTSD 142
symptomatology symptomatology (1 study) very
self-report at 4- self-report at 4- low?-23
month follow-up month follow-up in
UCLA PTSD-RI the intervention
change score groups was
Follow-up: mean 0.15 standard
17 weeks deviations higher

(0.18 lower to 0.48

higher)
Anxiety symptoms The mean anxiety 142

at 4-month follow-
up

STAI State
change score

symptoms at 4-
month follow-up in
the intervention
groups was

0.12 standard

(1 study) very
low"23
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Follow-up: mean
17 weeks

deviations higher
(0.21 lower to 0.45
higher)

Cl=confidence interval; RR=risk ratio; SMD=standardised mean difference; STAI= State-Trait Anxiety
Inventory; UCLA PTSD-RI=UCLA PTSD-Reaction Index
! Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Data is not reported/cannot be extracted for all outcomes

Table 82: Summary clinical evidence profile: Child-parent psychotherapy
(using play) versus case management and individual treatment (for

parent-only) for delayed treatment (>3 months)

PTSD The mean PTSD
symptomatology symptomatology (1 study) very
clinician-rated clinician-rated in low"23
CAPS change the intervention
score groups was
Follow-up: mean 0.67 standard
50 weeks deviations lower
(1.17 t0 0.17
lower)
Remission 417 per 1000 750 per 1000 RR1.8 28
Number of (363 to 1000) (0.87 to (1 study) very
people no longer 3.72) low™34
meeting
diagnostic criteria
for PTSD
Follow-up: mean
50 weeks
Discontinuation 121 per 1000 143 per 1000 RR 75
Number of (44 to 465) 1.18 (1 study) very
participants lost (0.36 to low'-5
to follow-up for 3.84)
any reason
Follow-up: mean
50 weeks

CAPS= Clinician-administered PTSD scale; Cl=confidence interval; RR=risk ratio; SMD=standardised

mean difference

! Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Data is not reported/cannot be extracted for all outcomes
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495% Cl crosses both line of no effect and threshold for clinically important effect
5 95% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

See appendix F for full GRADE tables.

Self-help with support: clinical evidence

Included studies

Seventeen studies of self-help with support for the treatment of PTSD in adults were
identified for full-text review. Of these 17 studies, 9 RCTs (N=885) were included.
There were 2 comparisons for self-help with support.

There were no studies for early treatment (intervention initiated 1-3 months post-
trauma) of PTSD symptoms.

For delayed treatment (intervention initiated more than 3 months post-trauma) of
PTSD symptoms, 8 RCTs (N=798) compared self-help with support (alone or in
addition toTAU) with waitlist or TAU (Ivarsson et al. 2014; Knaevelsrud & Maercker
2007; Knaevelsrud et al. 2015; Knaevelsrud et al. 2017; Lange et al. 2003; Lewis et
al. 2017; van Dam et al. 2013; Van Emmerik et al. 2008), and 1 RCT (N=87)
compared self-help with support with self-help without support (Littleton et al. 2016).

Comparisons with trauma-focused CBT are presented in the Trauma-focused CBT
section above.

Sub-analyses were possible for the delayed treatment self-help with support (alone
or in addition to TAU) versus waitlist or TAU, comparing effects by multiplicity of
trauma, specific intervention, diagnostic status at baseline, trauma type, and baseline
severity.

Excluded studies

Eight studies were reviewed at full text and excluded from this review. The most
common reason for exclusion was that the comparison was outside protocol (within-
class comparison).

Studies not included in this review with reasons for their exclusions are provided in
Appendix K.

Summary of clinical studies included in the evidence review

Table 83 provides brief summaries of the included studies and evidence from these
are summarised in the clinical GRADE evidence profiles below (Table 84 and Table
85).

See also the study selection flow chart in Appendix C, forest plots in Appendix E and
study evidence tables in Appendix D — Clinical evidence tables.
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Table 83: Summary of included studies: Self-help with support for delayed
treatment (>3 months)

Self-help with support (+/- TAU)  Self-help with support versus

Comparison versus waitlist/TAU self-help without support
Total no. of 8 (798) 1(87)

studies (N

randomised)

Study ID Ivarsson 20141 Littleton 2016

Knaevelsrud 20072
Knaevelsrud 201532
Knaevelsrud 20174
Lange 20035

Lewis 20176

van Dam 20137
van Emmerik 20088

Country Sweden’ us

Germany and Switzerland?

Irag®

Germany*

Netherlands®7:8

UK®
Diagnostic PTSD diagnosis according to PTSD diagnosis according to
status ICD/DSM criteria’-6:8 ICD/DSM criteria

Clinically important PTSD
symptoms (scoring above a
threshold on validated scale) 23457

Mean months NR (inclusion criteria included that NR
since onset of PTSD symptoms had been present

PTSD for at least 3 months) *

NRZ2.3:4.5.6,7

NR (50% acute; 46% chronic) 8
Mean age 46 (21-67) 1 22 (18-42)
(range) 35 (18-68)2

28.1 (18-56)3

71.4 (63-85)4

NR - 39 for completers in
intervention group (19-71 for
completers in intervention group) °

39.3 (20-65)°
42.3 (range NR)”
40.2 (range NR) 8
Sex (% female) 821 100
902
728
654
NR (80 for completers in
intervention group) ®
606
327
678
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Self-help with support (+/- TAU)  Self-help with support versus

Comparison versus waitlist/ TAU self-help without support
BME)

Coexisting NR123456.8 NR

conditions 88% Substance Dependence; 3%

Substance Abuse. Primary SUD
diagnosis: Alcohol, not in remission
(44%); Drugs, not in remission
(44%); Cannabis (12%); Cocaine
(29%); Other (3%). 32%
Depressive disorder; 9% Panic
disorder; 6% Panic disorder with
agoraphobia; 12% Social Phobia;
6% Specific phobia; 3% General
anxiety disorder’

Mean months NR?*7 48
since traumatic 122
event

NR (predominantly >3 years ago) 3
783.44

NR (108 for completers in
intervention group) ®

37.3%
88
Type of Mixed: Sexual, physical, and/or Exposure to sexual abuse or
traumatic event psychological abuse by partner assault: Women who had
(23%); life-threatening disease experienced a completed rape
(13%); severe offense by since the age of 14

significant other (perceived as
threatening to integrity) (10%); life-
threatening accident (8%); non-
sexual assault by stranger (8%);
murder of close relative (6%); non-
sexual assault by family member
(5%); death of close relative (5%);
severe maltreatment in health care
(5%); multiple stressors (5%); life-
threatening disease of close
relative (3%); military combat (3%);
torture (2%); rape by stranger
(2%); rape by family member (2%);
tsunami disaster (2%)’

Mixed: Sexual abuse/Rape (32%);
Death of close person (42%);
Accident (6%); Physical disease
(9%)

Witnessing war as a civilian:
Sexual violence (war-related and
sexual abuse; 40%); experienced
the killing of a family member or
close person (15%); being exposed
to violence (eg, kidnapping,
witnessing bomb attacks) and war
or torture (19%); Others (eg,
kidnapping, witnessing bomb
attacks) (33%)3
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Self-help with support (+/- TAU)  Self-help with support versus
Comparison versus waitlist/TAU self-help without support

Witnessing war as a civilian: World
War 114

Mixed: Traumatic loss, sexual
abuse, physical abuse/robbery,
abrupt change in personal
circumstance, MVCs, divorce®
Mixed: Transportation accidents
(21%); witnessing a sudden,
violent, or accidental death (21%);
traumatic childbirth or stillbirth
(19%); sexual assault or rape
(12%); physical attack (10%); life
threatening illness or injury (7%);
serious accident (2%); learning of
the violent death of a loved one
(2%); seeing a mutilated body
(2%); and being held
hostage/detained (2%)8

Unclear (no further details
reported) ”

Exposure to non-sexual violence:
Nonsexual violence (50%); Traffic
accident (23%); Sexual violence
(11%); Other (16%)®

Single or Single'256:8 Single

multiple Multiple®4

incident index Unclear”

trauma

Lifetime 41% had experienced more than >50% had experienced some other
experience of one traumatic event! form of interpersonal violence, with
trauma NR24.56.7.8 childhood/adolescent physical

and/or sexual abuse being most
commonly reported, followed by
physical abuse by a romantic

Mean 3.4 traumatic events?

partner
Intervention Guided internet-based cognitive Computerised trauma-focused
details behavior therapy (ICBT) ! CBT with support, From Survivor to
Internet-based cognitive Thriver program

behavioural therapy (Interapy) 2
A Dutch Internet-based CBT
manual (Interapy [Lange et al.
2003]) was translated into Arabic
and culturally adapted?
Internet-based CBT called
Integrative Testimonial Therapy
(Integrative TT)*4

Interapy intervention, 10x 45min
writing sessions with therapist
feedback on trauma-focused
essays and how to proceed®
Internet-based guided self-help®
Structured Writing Therapy for
PTSD (SWT), based on protocol of
Van Emmerik 2004 + TAU’
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Comparison

Intervention
format

Intervention
intensity

Comparator

Intervention
length (weeks)

Self-help with support (+/- TAU)
versus waitlist/TAU

Structured writing therapy (SWT) 8
Indvidual

8 modules. Mean time spent for
therapist-participant
communication was 28 min/week
(SD = 19.8; range 11-52 min).
Participants completed an average
of 5.1 modules (SD = 3.2, range =
0 to 8). 39% completed all
modules, and 19% did not
complete a single module (in terms
of sending in homework
assignments)

10x biweekly 45-min sessions??
11x biweekly 45-min sessions*

10x biweeky 45-min sessions for
participants (7x feedback sessions)
5

8 modules (up to 3 hours of
therapist assistance) ®

10x weekly 45-60 min sessions
(7.5-10 hours; + TAU)”

5-10x 90-min sessions (7.5 hours
for those with ASD or acute PTSD;
15 hours for those with chronic
PTSD)®

Waitlist.2.34.5.6.8

Treatment as usual (TAU)
consisted of a regular intensive
treatment program for SUD based
on CBT principles’

81
5235
64
1087
5-108

Self-help with support versus
self-help without support

Individual

9x online modules. 29% completed
at least part of phase one (modules
1-3) of the program, 34%
completed at least part of phase 2
(modules 4-5), 29%) completed at
least part of phase 3

Self-help without support:
Psychoeducational website
contained the written informational
content of the first three modules of
the interactive program including
the symptoms of PTSD,

information about relaxation and
grounding, and information about
healthy coping strategies

14

Note. "lvarsson 2014; ?Knaevelsrud 2007; *Knaevelsrud 2015; *Knaevelsrud 2017; SLange 2003;
6L ewis 2017; "van Dam 2013; 8van Emmerik 2008

See appendix F for full evidence tables.

Quality assessment of clinical studies included in the evidence review

The clinical evidence profiles for this review (self-help with support for the treatment
of PTSD in adults) are presented in Table 84 and Table 85.
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Table 84: Summary clinical evidence profile: Self-help with support (+/- TAU)

PTSD

symptomatology
self-rated at
endpoint

IES endpoint/IES-
R/PDS/PCL-5
change score
Follow-up: 5-10
weeks

PTSD
symptomatology
self-rated at 1-3
month follow-up
IES/PCL-5/PDS
change score
Follow-up: 4-13
weeks

PTSD
symptomatology
self-rated at 1-year
follow-up

IES change score
Follow-up: mean 52
weeks

PTSD
symptomatology
clinician-rated -
Endpoint

CAPS change score
Follow-up: mean 10
weeks

PTSD
symptomatology
clinician-rated - 1-
month follow-up
CAPS change score
Follow-up: mean 4
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean PTSD
symptomatology
self-rated at
endpoint in the
intervention
groups was

1.38 standard
deviations lower
(1.8t0 0.97
lower)

The mean PTSD
symptomatology
self-rated at 1-3
month follow-up
in the intervention
groups was

0.85 standard
deviations lower
(1.18 t0 0.52
lower)

The mean PTSD
symptomatology
self-rated at 1-
year follow-up in
the intervention
groups was

0.83 standard
deviations lower
(1.27 t0 0.38
lower)

The mean PTSD
symptomatology
clinician-rated -
endpoint in the
intervention
groups was

2.44 standard
deviations lower
(3.26 to 1.62
lower)

The mean PTSD
symptomatology
clinician-rated - 1-
month follow-up
in the intervention
groups was

2.02 standard
deviations lower
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versus waitlist or TAU for delayed treatment (>3 months)

484
(6 studies)

161
(3 studies)

85
(1 study)

42
(1 study)

42
(1 study)

low!:2

very
Iow1 ,3,4,5

very
low! 43

low!4

low!4



DRAFT FOR CONSULTATION

Psychological, psychosocial and other non-pharmacological interventions for the treatment of

PTSD in adults

221
(2 studies)

Response

Number of people
showing clinically
significant
improvement, based
on reliable change
indices (RCI) on
IES-R/PDS
Follow-up: 5-8
weeks

Remission
Number of people
no longer above
threshold on
CAPS/<20 on PDS
Follow-up: 5-8
weeks

Functional
impairment -
Endpoint

SDS change score
Follow-up: mean 10
weeks

Functional
impairment - 1-
month follow-up
SDS change score
Follow-up: mean 4
weeks

Quality of life
QOLI/EUROHIS-
QOL change score
Follow-up: 5-8
weeks

Better indicated by
higher values

Sleeping difficulties
SCL-90 Sleeping
problems change

PTSD: evidence reviews for psychological, psychosocial and other non-

90 per

1000

179 per
1000

(2.78 to 1.27

lower)

513 per 1000 RR

(126 to 1000) 5.69
(1.4 to
23.05)

540 per 1000 RR

(117 to 1000) 3.01
(0.65 to
14)

The mean
functional
impairment -
endpoint in the
intervention
groups was
1.69 standard
deviations lower
(2.41t0 0.98
lower)

The mean
functional
impairment - 1-
month follow-up
in the intervention
groups was

0.96 standard
deviations lower
(1.6 10 0.32
lower)

The mean quality
of life in the
intervention
groups was

0.95 standard
deviations higher
(0.64 to 1.26
higher)

The mean
sleeping
difficulties in the

239
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211
(2 studies)

42
(1 study)

42
(1 study)

307
(3 studies)

101
(1 study)

very
low!26

very
low!37

low’4

low!4

very low'#

very
low'45
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score
Follow-up: mean 5
weeks

Anxiety symptoms at
endpoint

BAI/BSI
Anxiety/HSCL-25
Anxiety/SCL-90
Anxiety change
score

Follow-up: 5-10
weeks

Anxiety symptoms at
1-2 month follow-up
BAI/STAI State
change score
Follow-up: 4-8
weeks

Anxiety symptoms at
1-year follow-up
STAI State change
score

Follow-up: mean 52
weeks

Depression
symptoms at
endpoint
BDI/BDI-1I/BSI
Depression/HSCL-
25 Depression/SCL-
90 Depression
change score)
Follow-up: 5-10
weeks

Depression
symptoms at 1-2
month follow-up
BDI change score
Follow-up: 4-8
weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
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intervention
groups was
0.83 standard
deviations lower
(1.27t0 0.4
lower)

The mean anxiety
symptoms at
endpoint in the
intervention
groups was

0.94 standard
deviations lower
(1.24 t0 0.63
lower)

The mean anxiety
symptoms at 1-2
month follow-up
in the intervention
groups was

0.64 standard
deviations lower
(1 to 0.28 lower)

The mean anxiety
symptoms at 1-
year follow-up in
the intervention
groups was

0.58 standard
deviations lower
(1.01t0 0.14
lower)

The mean
depression
symptoms at
endpoint in the
intervention
groups was

1.1 standard
deviations lower
(1.51t0 0.7
lower)

The mean
depression
symptoms at 1-2
month follow-up
in the intervention
groups was

0.53 standard
deviations lower
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545
(6 studies)

127
(2 studies)

(1 study)

545
(6 studies)

127
(2 studies)

very
low!25

very
low!:245

very
low! 43

very
Iow1 2,5

very
low?:245
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Depression
symptoms at 1-year
follow-up

BDI change score
Follow-up: mean 52
weeks

Alcohol use disorder
symptoms -
Endpoint

AUDIT change
score

Follow-up: mean 10
weeks

Alcohol use disorder
symptoms - 1-month
follow-up

AUDIT change
score

Follow-up: mean 4
weeks

Substance use
disorder symptoms -
Endpoint

TLFB: Number of
days abstinent from
alcohol in the last 90
days; change score
Follow-up: mean 10
weeks

Substance use
disorder symptoms -
3-month follow-up
TLFB: Number of
days abstinent from
alcohol in the last 90
days; change score

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

(0.89t0 0.17
lower)

The mean
depression
symptoms at 1-
year follow-up in
the intervention
groups was
0.46 standard
deviations lower
(0.89 to 0.03
lower)

The mean alcohol
use disorder
symptoms -
endpoint in the
intervention
groups was

0.17 standard
deviations lower
(0.77 lower to
0.44 higher)

The mean alcohol
use disorder
symptoms - 1-
month follow-up
in the intervention
groups was

0.02 standard
deviations higher
(0.59 lower to
0.62 higher)

The mean
substance use
disorder
symptoms -
endpoint in the
intervention
groups was
0.53 standard
deviations higher
(0.16 lower to
1.22 higher)

The mean
substance use
disorder
symptoms - 3-
month follow-up
in the intervention
groups was
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85
(1 study)

42
(1 study)

42
(1 study)

34
(1 study)

34
(1 study)

very

Iow1 4,5

low!:8

very low'”

low!-8

very low"7?
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Follow-up: mean 13 0.11 standard
weeks deviations higher

(0.57 lower to

0.79 higher)
Discontinuation 262 per 268 per 1000 RR 673
Number of 1000 (205 to 349) 1.02 (7 studies)  very low'”
participants lost to (0.78 to
follow-up for any 1.33)
reason
Follow-up: 5-10
weeks

AUDIT=Alcohol use disorders identification test; BAl= Beck Anxiety Inventory ; BDI= Beck Depression
Inventory; BSI=Brief Symptom Inventory; CAPS= Clinician-administered PTSD scale; Cl=confidence
interval; EUROHIS-QOL=an instrument to meaure quality of life derived from WHOQOL project; HSCL-
25= Hopkins Symptom Checklist-25; IES-R= Impact of Event Scale-Revised; PCL= PTSD checklist;
PDS= Post-traumatic Diagnostic Scale; RR=risk ratio; SCL-90=Symptom Checklist-90; SDS= Sheehan
Disability Scale; SMD=standardised mean difference; STAI= State-Trait Anxiety Inventory;
TAU=treatment as usual; QOLI=Quality of life inventory; TLFB=alcohol timeline feedback;

' Risk of bias is high or unclear across multiple domains

2 Substantial heterogeneity (12=50-80%)

3 Considerable heterogeneity (12>80%)

4 OIS not met (N<400)

5 Data is not reported/cannot be extracted for all outcomes

6 OIS not met (events<300)

795% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

8 95% Cl crosses both line of no effect and threshold for clinically important effect

Table 85: Summary clinical evidence profile: Self-help with support versus self-
help without support for delayed treatment (>3 months)

PTSD The mean PTSD
symptomatology symptomatology (1 study) very
clinician-rated - clinician-rated - low!-2
Endpoint endpoint in the
PSS-I change intervention
score groups was
Follow-up: mean 0.02 standard
14 weeks deviations higher

(0.53 lower to 0.57

higher)
PTSD The mean PTSD 41
symptomatology symptomatology (1 study) very
clinician-rated - 3- clinician-rated - 3- low!-2
month follow-up month follow-up in
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PSS-I change
score

Follow-up: mean
13 weeks

Response -
Endpoint
Number of people
showing clinically
significant
improvement,
based on reliable
change indices
(RCI) on PSS-I
Follow-up: mean
14 weeks

Response - 3-
month follow-up
Number of people
showing clinically
significant
improvement,
based on reliable
change indices
(RCI) on PSS-I
Follow-up: mean
13 weeks

Anxiety symptoms
- Endpoint

FDAS change
score

Follow-up: mean
14 weeks

Anxiety symptoms
- 3-month follow-
up

FDAS change
score

Follow-up: mean
13 weeks

Depression
symptoms -
Endpoint
CES-D change

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

512 per
1000

366 per
1000

the intervention
groups was

0.08 standard
deviations higher
(0.53 lower to 0.7
higher)

369 per 1000
(230 to 599)

348 per 1000
(198 to 611)

The mean anxiety
symptoms -
endpoint in the
intervention
groups was

0.82 standard
deviations higher
(0.210 1.45
higher)

The mean anxiety
symptoms - 3-
month follow-up in
the intervention
groups was

0.27 standard
deviations higher
(0.39 lower to 0.92
higher)

The mean
depression
symptoms -
endpoint in the

243

RR0.72 87
(0.45t0 (1 study)
1.17)
RR 0.95 87
(0.54 to (1 study)
1.67)
43
(1 study)
36
(1 study)
42
(1 study)

very
low!:3

very
low!2

very
low!-4

very
low1,3

very
low!3
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score intervention
Follow-up: mean groups was
14 weeks 0.32 standard

deviations higher
(0.29 lower to 0.94

higher)
Depression The mean 37
symptoms - 3- depression (1 study) very
month follow-up symptoms - 3- low'3
CES-D change month follow-up in
score the intervention
Follow-up: mean groups was
13 weeks 0.61 standard

deviations higher
(0.05 lower to 1.27
higher)

Discontinuation 293 per 436 per 1000 RR1.49 87
Number of 1000 (243 to 776) (0.83to (1 study) low?"3
participants lost to 2.65)
follow-up for any
reason
Follow-up: mean
14 weeks
CES-D= Centre of Epidemiological Studies-Depression; Cl=confidence interval;, FDAS=Four
Dimensional Anxiety Scale; PSS-I= PTSD symptom scale-interview; RR=risk ratio;, SMD=standardised
mean difference
! Risk of bias is high or unclear across multiple domains
295% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
important harm
395% ClI crosses both line of no effect and threshold for clinically important effect
4 OIS not met (N<400)

See appendix F for full GRADE tables.

© ONOUOPRWN-=-

10 Sensitivity and subgroup analysis

11 Sub-analysis of the comparison, self-help with support (alone or in addition to TAU)
12 versus waitlist or TAU, by multiplicity of trauma revealed no statistically significant
13 subgroup difference for self-rated PTSD symptomatology (K=6; N= 484; Chi* = 2.67,
14 p = 0.26), or discontinuation (K=7; N=673; Chi? = 0.06, p = 0.97). It was not possible
15 to test for subgroup differences for clinician-rated PTSD symptomatology as only 1
16 study was included.

17 Sub-analysis by specific intervention revealed no statistically significant subgroup
18 difference for self-rated PTSD symptomatology (Chi? = 0.48, p = 0.49), or
19 discontinuation (Chi? = 0.01, p = 0.91).

20 Sub-analysis by diagnostic status at baseline revealed no statistically significant
21 subgroup difference for self-rated PTSD symptomatology (Chi? = 2.56, p = 0.11), or
22 discontinuation (Chi? = 0.00, p = 0.95).
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Sub-analysis by trauma type revealed no statistically significant subgroup difference
for self-rated PTSD symptomatology (Chi? = 2.67, p = 0.26), or discontinuation (Chi?
=0.06, p =0.97).

Sub-analysis by baseline severity revealed no statistically significant subgroup
difference for self-rated PTSD symptomatology (Chi2 = 0.17, p = 0.92).

Self-help (without support): clinical evidence

Included studies

Fourty-two studies of self-help (without support) for the treatment of PTSD in adults
were identified for full-text review. Of these 39 studies, 13 RCTs (N=904) were
included. There were 2 comparisons for self-help (without support).

There were no studies for early treatment (intervention initiated 1-3 months post-
trauma) of PTSD symptoms.

For delayed treatment (intervention initiated more than 3 months post-trauma) of
PTSD symptoms, 7 RCTs (N=462) compared self-help (without support) with waitlist
(Ehlers et al. 2003; Hirai & Clum 2005; Kuhn et al. 2017; Miner et al. 2016; Sloan et
al. 2012; Spence et al. 2011; Xu et al. 2016), and 6 RCTs (N=442) compared self-
help (without support) with attention-placebo (Henderson et al. 2007; Meshberg-
Cohen et al. 2014; Sloan & Marx 2004; Sloan et al. 2007; Sloan et al. 2011; Truijens
& van Emmerik 2014).

Comparisons with trauma-focused CBT are presented in the Trauma-focused CBT
section above.

Sub-analyses were possible for the delayed treatment self-help (without support)
versus waitlist, or self-help (without support) versus attention-placebo, comparing
effects by multiplicity of trauma, specific intervention, diagnostic status at baseline,
trauma type, and baseline severity.

Excluded studies

Twenty-nine studies were reviewed at full text and excluded from this review. The
most common reasons for exclusion were systematic review with no new useable
data and any meta-analysis results not appropriate to extract, the comparison was
outside the protocol (within-class comparison), or efficacy or safety data could not be
extracted.

Studies not included in this review with reasons for their exclusions are provided in
Appendix K.

Summary of clinical studies included in the evidence review

Table 86 provides brief summaries of the included studies and evidence from these
are summarised in the clinical GRADE evidence profiles below (Table 87 and Table
88).

See also the study selection flow chart in Appendix C, forest plots in Appendix E and
study evidence tables in Appendix D.
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Table 86: Summary of included studies: Self-help (without support) for delayed
treatment (>3 months)

Comparison

Total no. of
studies (N
randomised)

Study ID

Country

Diagnostic
status

Mean months
since onset of
PTSD

Mean age
(range)

Sex (% female)

Ethnicity (%
BME)

Coexisting
conditions

Self-help (without support)
versus waitlist

7 (462)

Ehlers 2003"

Hirai 20052

Kuhn 20173

Miner 2016*

Sloan 20125
Spence 20116

Xu 20167

UK!

USZ,3,4,5

Australia®

China’”

PTSD diagnosis according to
ICD/DSM criteria®56

Clinically important PTSD
symptoms (scoring above a
threshold on validated scale) 2347

NR

Mean NR (18-65)
29.4 (range NR)?
39.3 (range NR) 3
45.7 (range NR) 4
40.7 (range NR)®
42.6 (21-68)°
NR?

NR?

782

693

824

65°

816

757

NR1.6.7

222

333

434

635

NR1.2.34,7

25% maijor depressive episode,
10% alcohol abuse®

57% reported taking medication for
anxiety or depression at baseline®

246

Self-help (without support)
versus attention-placebo

6 (442)

Henderson 20078
Meshberg-Cohen 2014°
Sloan 20041

Sloan 2007

Sloan 201112

Truijens 201413

USS,9,10,11,12
Netherlands'3

Clinically important PTSD
symptoms (scoring above a

threshold on validated scale)
8,9,10,11,13

PTSD diagnosis according to
ICD/DSM criteria'?
NR

18.4 (18-23)8

36.3 (range NR
18.9 (range NR
18.7 (range NR
23.7 (range NR

9
10,12
11

= = =

13

788
100910
801"
NR12
8213

NRB8.13
75°

5110

411

4312

NR8,10,11,12,13

All participants in a residential
treatment facility for substance use
disorder. DSM-IV substance

dependence diagnosis (current):
Alcohol (29%);
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Comparison

Mean months
since traumatic
event

Type of
traumatic event

Self-help (without support)
versus waitlist

61

482

1183

NR#*

42.55

NR (inclusion criteria >1 month) &7

Motor Vehicle Collision:
Involvement in a MVC that required
A & E attendance!

Mixed: MVCs (33%), interpersonal
violence (22%), eye-witnessed
traumatic events (11%), life-
threatening disease (11%), illness
or traumatic loss (22%)?

Mixed: Physical assault (47%);
sexual assault (14%); serious
accident (21%); life-threatening
illness or injury (6%); disaster
exposure (3%); combat exposure
(3%); other event (7%)3

Unclear (no details reported) 4
Motor Vehicle Collision®

Mixed: Trauma types reported to
have been experienced personally
or witnessed by more than 50% of
the treatment group: physical
assault (74%), other unwanted
sexual experience (70%), sexual
assault (57%), transportation
accidents (52%), and other
stressful experiences (52%)8
Mixed: Witnessing others sudden
death (37%); Physical abuse
(30%), sexual abuse (17%),
serious accident in workplace or at
home (17%), fire or natural
disasters (8%), traffic accidents
(7%), hurting others seriously
(4%)"

247

Self-help (without support)
versus attention-placebo
Amphetamine/Stimulant (0.7%);
Cannabis (10%); Cocaine (82%);
Hallucinogen (0.7%); Opioid (45%);
Sedative (5%); More than one drug
(57%)°

NR8,9,10

NR (inclusion criteria >3 months) '

NR (inclusion criteria >3 months;
over 75% of the participants
indicated that their index trauma
occurred at least 6 months prior;
30% indicated the event happened
more than 5 years prior) 2

NR (events were experienced
within a year prior to the study by
21.3%, between 1 and 3 years
prior to the study by 34.4%, and
over 3 years prior to the study by
44.3%)'3

Mixed: Assault (8%); motor vehicle
accident (11%); death or suicide of
a family member or close friend
(19%), physical abuse (11%);
separation of parents or other
family stressor (11%); serious
health concern of family or self
(11%); sexual abuse (11%); verbal
abuse (6%); witness to a traumatic
event (11%)8

Unclear (no details reported) °
Mixed: The types of traumatic
events endorsed by the
participants included rape, witness
to murder, physical assault by
stranger, life-threatening car
accident, and childhood sexual
assault by family member10

Mixed: The most frequently
reported traumatic events were
sexual assault (65%), physical
assault by stranger (48%), motor
vehicle accident (43%), and
witness to murder (15%)""

Mixed: Index traumatic events
included sexual assault (40%),
physical assault by stranger (31%),
motor vehicle accident (14%),
witness to a murder (7%) and
warzone experience (7%)?

Mixed: Traumatic events reported
by the participants included having
experienced or witnessed an
accident (16.4%); physical, mental,
or sexual abuse (34.5%); severe
illness or death of a loved one

PTSD: evidence reviews for psychological, psychosocial and other non-

pharmacological interventions DRAFT (April 2018)



DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of

PTSD in adults

Comparison

Single or
multiple
incident index
trauma

Lifetime
experience of
trauma

Intervention
details

Self-help (without support)
versus waitlist

Single’235
Unclear*
Multiple®”

NR124.7
Mean number of traumatic event
types 8.5 (SD=3.5). Lifetime
trauma exposure: Physical assault
(87%); Sexual assault (73%);
Serious accident (79%); Life-
threatening illness or injury (60%);
Disaster exposure (74%); Combat
exposure (7%); Other event (93%)3
Median=10.0 events that met
DSM-1V PTSD Criterion A for a
traumatic stressor. Approximately
85% of the sample reported a
history of physical assault and
approximately 60% reported a
history of sexual assault®

Mean number of traumatic events:
6.3. Most participants had
experienced multiple types of
trauma®

Cognitive bibliotherapy, 64-page
booklet (approximately 18000
words) entitled 'Understanding
Your Reactions to Trauma'
(Herbert, 1996)

Computerised interactive trauma-
focused CBT, 'self-help program
for traumatic event-related
consequences (SHTC)"?
Computerised non-trauma-focused
CBT, PTSD Coach3*

Computerised written exposure
therapy®

Internet-based cognitive behavioral
therapy (CBT) for PTSD [trauma-
focused] ©

Chinese My Trauma Recovery
(CMTR) website, Chinese version
of My Trauma Recovery (MTR),
computerised trauma-focused
CBT”
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Self-help (without support)
versus attention-placebo
(34.5%); and natural disaster or
war (14.6%)13

Singled12.13
Unclear®:10.11

NR8,12,13

Mean number of different types of
trauma events: 3.7 (SD=2.3)°
63% reported experiencing more
than one traumatic event®

68% reported experiencing more
than one traumatic event'

Mandala-creation group (methods
and techniques based on
Pennebaker's expressive writing
model) 8

Expressive writing (writing
instructions were based on
protocols used by Pennebaker et
al. 1997 and Sloan & Marx 2004) ®
Written emotional disclosure
condition (writing instructions were
based on Pennebaker 1997
protocol) 10

Expressive writing, two arms
combined: emotional expression
arm where participants were asked
to write about the most traumatic
experience of their lives with as
much emotion and feeling as
possible; insight and cognitive
assimilation arm where participants
asked to write about the most
traumatic experience of their lives
with a focus on what the event has
meant to them, how the event has
changed their lives and to
challenge their dissonant thoughts
about the event!!

Expressive writing (following
protocol by Pennebaker 1997) 12
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Comparison

Intervention
format

Intervention
intensity

Comparator

Intervention
length (weeks)

Self-help (without support)
versus waitlist

Individual

NR?
8x modules?

Planned intensity NR. Average of
1.29 days of use per week
(SD=0.77)3

No instructions for planned
intensity, participants free to use as
little or often as they wished. Mean
weekly usage of 2.65 times
(SD=1.03)4

5x weekly sessions (4 hours;

contact time with therapist: 1-hour)
5]

7x online sessions. 4% completed
only 5 sessions; 17% completed
only 6 sessions; 78% completed all
7 sessions. The mean therapist
time per Treatment group
participant was 103.91 min
(SD=96.53 min), including
monitoring of the discussion forum,
sending and reading instant
messages, and telephoning
participants®

6x modules’

Waitlist

121
82,6
133
44,7
65

Self-help (without support)
versus attention-placebo

Expressive writing, two arms
combined: Expressive writing with
visual feedback (W+F) and
expressive writing without visual
feedback (W—F) '3

Individual

3x 20-min sessions (1 hour) 8

4x 20-min sessions (1.3 hours).
94% completed all 4 sessions®
3x 20-min sessions (1 hour). All
(analysed) participants completed
all 3 writing sessions0.11.12

1x 45-min session (0.75 hours) 13

Control drawing condition (drawing
a different object each day: cup,
bottle, or pens)?

Control writing (writing about a
neutral topic) ®

Control writing condition (writing
about how they spent their time
without describing any emotion or
opinions) 10.11.12

Control writing condition (describe
their first day in their current and
previous educational institutions) '3
0.4810,11,12

0.6°
0.113

Note. "Ehlers 2003; 2Hirai 2005; 3Kuhn 2017; *Miner 2016; °Sloan 2012; 6Spence 2011; "Xu 2016;
8Henderson 2007; °Meshberg-Cohen 2014, 1°Sloan 2004; "'Sloan 2007; "?Sloan 2011; "®Truijens

2014
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See appendix F for full evidence tables.

Quality assessment of clinical studies included in the evidence review

The clinical evidence profiles for this review (self-help [without support] for the
treatment of PTSD in adults) are presented in Table 87 and Table 88.

Table 87: Summary clinical evidence profile: Self-help (without support) versus

PTSD
symptomatology
self-rated
IES-R/PCL-
C/PDS change
scores
Follow-up: 4-13
weeks

Remission -
Endpoint

Number of people
no longer meeting
diagnostic criteria
for PTSD or no
longer above
clinical threshold
on scale
Follow-up: 6-12
weeks

Remission - 3-6
month follow-up
Number of people
no longer meeting
diagnostic criteria
for PTSD or no
longer above
clinical threshold
on scale
Follow-up: 13-26
weeks

Response at
endpoint

Number of people
showing
improvement of at
least 10 points on

PTSD: evidence reviews for psychological, psychosocial and other non-

waitlist for delayed treatment (>3 months)

208 per 1000

377 per 1000

200 per 1000

The mean 288

PTSD (5 studies)

symptomatol

ogy self-rated

in the

intervention

groups was

0.65

standard

deviations

lower

(0.9t0 0.4

lower)

542 per 1000 RR 103

(295t0998) 2.61 (2 studies)
(1.42 to
4.81)

577 per 1000 RR 103

(38110 883) 1.53 (2 studies)
(1.01 to
2.34)

478 per 1000 RR 272

(222 to 1000) 2.39 (4 studies)
(1.1 to
5.14)
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PCL-C/clinically
significant
improvement,
based on reliable
change indices
(RCI) on
CAPS/250%
improvement on
PDS

Follow-up: 4-13
weeks

Response at 3-6
month follow-up
Number of people
showing clinically
significant
improvement,
based on reliable
change indices
(RCI) on
CAPS/=50%
improvement on
PDS

Follow-up: 13-26
weeks

Functional
impairment at
endpoint
SDS/B-IPF
change score
Follow-up: 8-13
weeks

Functional
impairment at 6-
month follow-up
SDS change
score

Follow-up: mean
26 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-

415 per 1000

RR1.4 103
(0.96 to
2.05)

581 per 1000
(398 to 851)

The mean 214
functional
impairment at
endpoint in
the
intervention
groups was
0.58
standard
deviations
lower
(0.85t0 0.3
lower)

The mean 52
functional (1 study)
impairment at

6-month

follow-up in

the

intervention

groups was

0 standard

deviations

higher

(0.54 lower to

0.54 higher)
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Anxiety symptoms
at endpoint
BAI/STAI
State/GAD-7
change score
Follow-up: 8-12
weeks

Anxiety symptoms
at 6-month follow-
up

BAI change score
Follow-up: mean
26 weeks

Depression
symptoms at
endpoint
BDI-II/PHQ-
8/PHQ-9 change
score

Follow-up: 8-13
weeks

Depression
symptoms at 6-
month follow-up
BDI-Il change
score

Follow-up: mean
26 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)

The mean
anxiety
symptoms at
endpoint in
the
intervention
groups was
0.67
standard
deviations
lower

(1.43 lower to
0.09 higher)

The mean
anxiety
symptoms at
6-month
follow-up in
the
intervention
groups was
0.4 standard
deviations
higher

(0.15 lower to
0.95 higher)

The mean
depression
symptoms at
endpoint in
the
intervention
groups was
0.68
standard
deviations
lower

(1.08 to 0.27
lower)

The mean
depression
symptoms at
6-month
follow-up in
the
intervention
groups was
0.49
standard
deviations
higher
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121
(3 studies)

52
(1 study)

241
(4 studies)

52
(1 study)
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(0.06 lower to

1.04 higher)
Discontinuation 140 per 1000 205 per 1000 RR 434
Number of (138t0 307)  1.47 (7 studies) low™”
participants lost to (0.99 to
follow-up for any 2.2)
reason
Follow-up: 4-13
weeks

B-IPF=Brief Inventory Psycosocial Functioning; CAPS= Clinician-administered PTSD scale;
Cl=confidence interval; GAD-7=Generalised Anxiety Disorder; IES-R= Impact of Event Scale-Revised;
PCL-C= PTSD checklist-Civilian; PDS= Post-traumatic Diagnostic Scale; PHQ-8/9=Patient health
questionnaire for depression; RR=risk ratio; SDS= Sheehan Disability Scale; SMD=standardised mean
difference; STAI= State-Trait Anxiety Inventory;

! Risk of bias is high or unclear across multiple domains

2 OIS not met (N<400)

3 Considerable heterogeneity (12>80%)

4 OIS not met (events<300)

5 Data is not reported/cannot be extracted for all outcomes

6 Substantial heterogeneity (12=50-80%)

795% Cl crosses both line of no effect and threshold for clinically important effect

895% ClI crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

Table 88: Summary clinical evidence profile: Self-help (without support) versus
attention-placebo for delayed treatment (>3 months)

PTSD The mean 377 very
symptomatology PTSD (5 studies) low?-23
self-report at symptomatolo
endpoint gy self-report
PDS/IES change at endpoint in
score the
Follow-up: 0.1-0.6 intervention
weeks groups was

0.69 standard

deviations

lower

(1.09 to 0.29

lower)
PTSD The mean 185
symptomatology PSTD (2 studies) very
self-report at 1- symptomatolo low!-24
month follow-up gy self-report
PDS change at 1-month
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score
Follow-up: mean
4 weeks

PTSD
symptomatology
clinician-rated at
endpoint

PSS-I change
score

Follow-up: mean
0.4 weeks

Remission
Number of people
no longer meeting
diagnostic criteria
for PTSD
Follow-up: mean
0.4 weeks

Depression
symptoms at
endpoint
CES-D/BDI-II
change score
Follow-up: 0.4-0.6
weeks

Depression
symptoms at 1-
month follow-up
CES-D/BDI-II
change score
Follow-up: mean
4 weeks

PTSD: evidence reviews for psychological, psychosocial and other non-

217 per 1000

follow-up in
the
intervention
groups was
0.5 standard
deviations
lower

(1.32 lower to
0.31 higher)

The mean 42
PTSD (1 study)
symptomatolo

gy clinician-

rated at

endpoint in the

intervention

groups was

0.27 standard

deviations

higher

(0.34 lower to

0.88 higher)

291 per 1000 RR 47

(109 to 789) 1.34 (1 study)
(0.51t0
3.63)

358
(5 studies)

The mean
depression
symptoms at
endpoint in the
intervention
groups was
0.5 standard
deviations
lower

(1.11 lower to
0.12 higher)

The mean 185
depression (2 studies)
symptoms at

1-month

follow-up in

the

intervention

groups was

0.28 standard

deviations
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lower

(0.57 lower to

0.01 higher)
Anxiety symptoms The mean 36
at endpoint anxiety (1 study) very low'5
STAI State symptoms at
change score endpoint in the
Follow-up: mean intervention
0.4 weeks groups was

0.14 standard

deviations

higher

(0.52 lower to

0.79 higher)
Anxiety symptoms The mean 36
at 1-month follow- anxiety (1 study) very low'#
up symptoms at
STAI State 1-month
change score follow-up in
Follow-up: mean the
4 weeks intervention

groups was

0.34 standard

deviations

higher

(0.32 lower to

1 higher)
Discontinuation 85 per 1000 84 per 1000 RR 283
Number of (40 to 177) 0.99 (4 studies) very low':®
participants lost to (0.47 to
follow-up for any 2.09)
reason
Follow-up: 0.4-0.6
weeks

BDI= Beck Depression Inventory; CES-D= Centre of Epidemiological Studies-Depression;
Cl=confidence interval; IES= Impact of Event Scale; PDS= Post-traumatic Diagnositic Scale; PSS-I=
PTSD symptom scale-interview; RR=risk ratio; SMD=standardised mean difference; STAI= State-Trait
Anxiety Inventory

' Risk of bias is high or unclear across multiple domains

2 Substantial heterogeneity (12=50-80%)

3 OIS not met (N<400)

495% Cl crosses both line of no effect and threshold for clinically important effect

595% Cl crosses line of no effect and threshold for both clinically important benefit and clinically
important harm

6 Considerable heterogeneity (12>80%)

See appendix F for full GRADE tables.
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1 Sensitivity and subgroup analysis
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Sub-analysis of the comparison, self-help (without support) versus waitlist, by
multiplicity of trauma revealed no statistically significant subgroup difference for self-
rated PTSD symptomatology (K=5; N= 288; Chi? = 3.93, p = 0.14), or discontinuation
(K=7; N=434; Chi#=0.99, p = 0.61), I = 0%).

Sub-analysis of the comparison, self-help (without support) versus waitlist, by specific
intervention revealed no statistically significant subgroup difference for self-rated
PTSD symptomatology (Chi? = 1.20, p = 0.27), or discontinuation (Chi? = 1.07, p =
0.78).

Sub-analysis of the comparison, self-help (without support) versus waitlist, by
diagnostic status at baseline revealed no statistically significant subgroup difference
for self-rated PTSD symptomatology (Chi? = 1.50, p = 0.22), or discontinuation (Chi?
=0.11, p=0.74).

Sub-analysis of the comparison, self-help (without support) versus waitlist, by trauma
type at baseline revealed no statistically significant subgroup difference for self-rated
PTSD symptomatology (Chiz = 1.11, p = 0.29), or discontinuation (Chi? = 0.99, p =
0.61).

Sub-analysis of the comparison, self-help (without support) versus waitlist, by
baseline severity revealed no statistically significant subgroup difference for self-
rated PTSD symptomatology (Chi?z = 1.51, p = 0.47).

Sub-analysis of the comparison, self-help (without support) versus attention-placebo,
by multiplicity of trauma revealed no statistically significant subgroup difference for
self-rated PTSD symptomatology (K=5; N= 377; Chi? = 2.36, p = 0.12), or
discontinuation (K=4; N=283; Chiz = 0.23, p = 0.63).

Sub-analysis of the comparison, self-help (without support) versus attention-placebo,
by specific intervention revealed no statistically significant subgroup difference for
self-rated PTSD symptomatology (Chi? = 2.48, p = 0.12). Test for subgroup
differences was not possible for discontinuation or clinician-rated PTSD
symptomatology.

Sub-analysis of the comparison, self-help (without support) versus attention-placebo,
by diagnostic status revealed no statistically significant subgroup difference for
discontinuation (Chi? = 0.23, p = 0.63). Test for subgroup differences was not
possible for PTSD symptomatology (self-rated or clinician-rated).

Sub-analysis of the comparison, self-help (without support) versus attention-placebo,
by trauma type revealed no statistically significant subgroup difference for self-rated
PTSD symptomatology (Chi? = 1.36, p = 0.24), or discontinuation (Chi? = 1.37, p =
0.24).

Economic evidence

Included studies

The systematic search of economic literature identified 5 studies that assessed the
cost effectiveness of psychological interventions for the treatment of adults with
PTSD (Chatterton et al., 2016; Dunn et al., 2007; Le et al., 2014; Mihalopoulos et al.,
2015; Tuerk et al., 2013); one of the studies (Le et al., 2014) was a comparison
between a psychological and a pharmacological intervention. The search strategy for
economic studies is provided in Appendix B.
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1 Excluded studies
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Four economic studies were reviewed at full text and excluded from this review. The
reasons for exclusion were: assessment of a mixture of interventions (“optimal”
versus “current” treatment), lack of reporting of results for each arm, >50% of
population having psychosis, and military setting.

Studies not included in this review with reasons for their exclusion are provided in
Appendix K.

Summary of studies included in the economic evidence review

Chatterton and colleagues (2016) performed a cost-utility analysis alongside a RCT
(Chambers 2009) that compared trauma-focused CBT with psychoeducation for adult
patients with cancer and PTSD symptoms and their carers in Australia (N=690,
patients n=336, carers n=354; 27% did not complete all follow-up assessments and
multiple imputation was used to account for missing data). The authors conducted
separate analyses for patients and for the carers. According to their mean impact of
events scale (IES) score and a cut-off of 35, carers met the criteria for PTSD,
whereas patients with cancer did not pass the threshold for PTSD and were at risk of
developing PTSD. Therefore, the analysis on carers is described in this section, as
the interventions effectively aimed at treatment of PTSD. All study participants were
divided into low and high distress sub-groups, based on a cut-off point of BSI=63
(Brief Symptom Inventory), and separate analyses were carried out by the authors for
low and high distress sub-groups. The perspective of the analysis was the Australian
health sector including patient co-payments. Healthcare costs consisted of
intervention and other health-care resources (medical and psychological; psychiatrist,
psychologist, social worker, GP, nurse) used by cancer patients and carers including
out of pocket expenses such as co-payments for medical care or prescription
medications. National unit costs were used. The outcome measure was the QALY
estimated based on the Assessment of Quality of Life (AQoL-4D) instrument, with
utility scores having been elicited from the Australian population. The time horizon of
the analysis was one year.

Trauma-focused CBT was found to be less costly and more effective than
psychoeducation (i.e. it was dominant) in carers with PTSD and high distress. In
carers with PTSD but low distress, trauma-focused CBT was more costly and less
effective than psychoeducation (i.e. it was dominated by psychoeducation). The
probability of trauma-focused CBT being cost-effective compared with
psychoeducation at a cost effectiveness threshold of $50,000/QALY (£23,750/QALY
in 2016 prices) was 0.89 for carers with PTSD and high distress and only 0.21 for
carers with PTSD and low distress. The study is partially applicable to the UK context
as it was conducted in Australia, so unit costs and resource use reflect the Australian
healthcare system; in addition, estimated QALYs reflect the Australian population’s
preferences. The study is characterised by minor limitations.

Mihalopoulos and colleagues (2015) conducted a model-based cost-utility analysis to
compare trauma-focused CBT (consisting of 8-12 individual sessions delivered by a
psychologist) with non-evidence-based treatment as usual, comprising consultation
with healthcare professionals, for adults with PTSD in Australia. Eligible study
population comprised prevalent cases (12-month prevalence) of PTSD among the
adult Australian population in 2012, who were currently seeking care, had consulted
any health professional for a mental health problem during the previous 12 months
but had not received evidence-based care. The perspective of the analysis was that
of the health sector (government and service user out-of-pocket expenses). Only
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intervention costs were included (psychologist’s, psychiatrist’'s or GP’s time). Efficacy
data were taken from meta-analysis of trial data. Resource use data were based on
trial and epidemiological data and expert opinion; national unit costs were used. The
measure of outcome was the QALY, estimated using utility scores elicited from the
Australian population using the Assessment of Quality of Life (AQoL-4D) instrument.
The Disability-Adjusted Life Year (DALY) was also used. The time horizon of the
analysis was 5 years; a 3% annual discount rate was used. However, only benefits
were measured for a period of 5 years; costs were measured over the duration of
treatment (i.e. up to 8-12 weeks).

Trauma-focused CBT was found to be more costly and more effective than treatment
as usual, with an ICER of Aus$19,000/QALY in 2012 prices (£8,441/QALY in 2016
prices). The probability of trauma-focused CBT being cost-effective was 1 at a
willingness to pay of $50,000/QALY (£22,214/QALY). Results were most sensitive to
utility scores, participation and adherence to treatment, likelihood of being offered
CBT and effectiveness of CBT. The study is partially applicable to the NICE decision-
making context as it was conducted in Australia and the method of QALY estimation
is not consistent with NICE recommendations. The study is characterised by
potentially serious limitations, including the short time horizon used for measuring
costs (until end of treatment) and the fact that only intervention costs (therapist’s
time) were considered.

Tuerk and colleagues (2013) assessed the cost effectiveness of trauma-focused CBT
(exposure therapy /prolonged exposure) relative to no treatment in veterans with
combat-related PTSD in the US using a before-after study design (N=60). The
analysis adopted a mental healthcare perspective. Costs comprised medicine
management, psychotherapy, supportive counselling, motivational interviewing, case
management and other relevant mental healthcare resource use; primary care costs
were excluded from the analysis. The analysis utilised national unit costs; in all cases
the minimum associated cost per appointment was used. The measure of outcome
was the change in the PCL—military version score. The time horizon of the analysis
was 12 months. Trauma-focused CBT was shown to reduce costs and improve
outcomes overtime, and therefore was dominant over no treatment. The study is
partially applicable to the UK context as it was conducted in the US and is
characterised by potentially serious limitations, including its design (before-after
analysis), the small study sample (N=60) and the lack of statistical analysis of costs.

Le and colleagues (2014) assessed the cost effectiveness of trauma-focused CBT
(exposure therapy /prolonged exposure) relative to sertraline in adults with PTSD in
the US, in an analysis conducted alongside a RCT with a preference arm (N=200;
preference arm n=97, completers n=69; RCT n=103; completers n=58). The analysis
adopted a societal perspective. Costs consisted of intervention costs (exposure
therapist’s or psychiatrist’s time, medication), outpatient care (general medical care,
mental health care, substance abuse care, professional supportive services),
inpatient care, emergency department services, pharmacy and other supportive
services, productivity losses due to time spent in weekly treatment sessions and
travel time to/from clinic. Unit costs were taken from national sources. The outcome
measure was the QALY estimated based on EQ-5D ratings (US tariff). The time
horizon of the analysis was one year.

Trauma-focused CBT was found to be less costly and more effective than sertraline
(i.e. it was the dominant option). The probability of TF-CBT being cost-effective in the
RCT was 0.93 at a WTP of $100,000/QALY (£73,153/QALY in 2016 prices), ranging
from 0.91 to 0.95, for use of highest and lowest estimates of unit costs, respectively;
at zero WTP, the probability of TF-CBT being cost-effective was 0.60. The study is
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partially applicable to the UK context as it was conducted in the US, so unit costs and
resource use reflect the Australian healthcare system; in addition, estimated QALYs
reflect the US population’s preferences. The study is characterised by potentially
serious limitations, mainly the small study sample completing the RCT, including the
preference arm.

Dunn and colleagues (2007) performed a cost-consequence analysis alongside a
RCT (Dunn 2007) that compared non-trauma-focused CBT with psychoeducation for
male veterans with chronic combat-related PTSD and depressive disorder in the US
(N=101; at 1-year follow up: n=66). The perspective of the analysis was that of the
health service. Costs consisted of intervention costs, psychiatric, medical and
surgical care, as well as medication. National unit costs were used. The study
assessed a variety of outcomes: PTSD symptoms were measured by the PTSD
Scale (CAPS) & the Davidson Traumatic Stress Scale (DTSS); depressive symptoms
were measured by the 18-item Hamilton Depression Rating Scale (HAMD) & the
Beck Depression Inventory (BDI-I). Other measures included treatment compliance,
satisfaction measured by the abbreviated Moos Group Environment Scale (GES) and
other scales, treatment-targeted constructs, and functioning measured by the Brief
Symptom Inventory (BSI) & the Addiction Severity Index (ASI). The time horizon of
the analysis was 12 months.

Non-trauma-focused CBT was found to result in lower total costs. In terms of
outcomes, no significant differences between groups at follow-up, except depressive
symptoms and functioning, where psychoeducation demonstrated modestly greater
improvements. The study is partially applicable to the UK and the NICE context as it
was conducted in the US and QALY was not used as the outcome measure. The
study is characterised by potentially serious limitations, including lack of statistical
analysis of costs and the relatively small study sample with high attrition rates.

The references of included studies and the economic evidence tables are provided in
Appendix H. The economic evidence profiles are shown in Appendix I.

Economic model

A decision-analytic model was developed to assess the relative cost effectiveness of
psychological interventions for the treatment of PTSD in adults. The objective of
economic modelling, the methodology adopted, the results and the conclusions from
this economic analysis are described in detail in Appendix J. This section provides a
summary of the methods employed and the results of the economic analysis.

Overview of economic modelling methods

A hybrid decision-analytic model consisting of a decision-tree followed by a three-
state Markov model was constructed to evaluate the relative cost effectiveness of a
range of interventions for the treatment of adults with PTSD in a community setting.
The time horizon of the analysis was 3 years, consisting of the 6 months of the
decision tree and another 2.5 years (10 x 3-month cycles) in the Markov component
of the economic model. The range of interventions assessed in the economic
analysis was determined by the availability of relevant clinical data included in the
guideline systematic review of interventions for the treatment of adults with clinically
important PTSD symptoms. Network meta-analysis (NMA) was employed for
synthesis of the available efficacy data. The guideline economic analysis assessed
psychological, pharmacological and combined psychological and pharmacological
interventions that were connected to the network of evidence and were thus possible
to include in the NMA. Based on the advice of the committee, only effective
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interventions that had been tested on at least 50 people across the RCTs included in
the NMAs assessing efficacy at treatment endpoint were considered in the economic
analysis, as this was deemed as the minimum evidence that would be adequate to
support a practice recommendation. Interventions that belonged to the trauma-
focused cognitive behavioural therapy (TF-CBT) class were not considered
separately according to their type, as the description of the type of TF-CBT was not
always clear in the publications, and in some studies the intervention included
elements of more types of TF-CBT. However, based on reported resource use in
each RCT included in the NMA, TF-CBT interventions were categorised according to
their mode of delivery in individual, group and mixed (where the intervention was
delivered by a combination of individual and group sessions). Each of these
categories was further subdivided, as relevant, to those comprising fewer than 8
sessions, 8-12 sessions, and more than 12 sessions, and were considered
separately in the NMA and the economic analysis, to reflect the different intervention
costs and, potentially, different efficacy associated with each sub-category

Based on the available evidence, the following interventions were considered in the
economic analysis of interventions for the treatment of adults with PTSD:

¢ Psychoeducation

¢ Counselling

e TF-CBT individual <8 sessions

o TF-CBT individual 8-12 sessions

o TF-CBT individual >12 sessions

e TF-CBT group 8-12 sessions

e non-TF-CBT

¢ Eye Movement Desensitisation Reprocessing (EMDR)
e Present-centered therapy

¢ Interpersonal psychotherapy

¢ Combined somatic and cognitive therapies

o Self-help with support

o Self-help without support

e Selective serotonin reuptake inhibitors (SSRIs)
o TF-CBT individual 8-12 sessions + SSRIs

¢ No treatment, reflected in the waitlist arms of RCTs included in the guideline
systematic review and NMA.

According to the model structure, hypothetical cohorts of adults with PTSD were
initiated on each of the treatment options assessed, including no treatment. Following
a course of treatment, people in each cohort either remitted (that is, they did not meet
criteria for a PTSD diagnosis) or did not remit. In the 3 months of follow-up after
treatment completion, people who remitted could remain in remission, relapse to a
PTSD state or die. Those who did not remit, could remain in the PTSD state, remit or
die. After that point, people in each cohort, both those who remitted and those who
did not remit, were entered into the Markov component of the economic model, in
either the ‘PTSD’ or the ‘no PTSD’ health states, depending on their state at the end
of the decision-tree. In each cycle of the Markov model, they could remain in the
same health state or move between the two states of ‘PTSD’ and ‘no PTSD’ or move
to the death state (absorbing state).
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Efficacy data were derived from the guideline systematic review and NMAs; other
clinical input parameters (baseline risk of remission, risk of relapse, probability of
developing side effects from SSRIs, mortality) were derived from published literature
and the committee’s expert opinion where evidence was lacking. The measure of
outcome of the economic analysis was the number of QALY gained. Utility data
were selected after a systematic review of the literature. The perspective of the
analysis was that of health and personal social care services. Resource use was
based on published literature, national statistics and, where evidence was lacking,
the committee’s expert opinion. National UK unit costs were used. The cost year was
2017. Model input parameters were synthesised in a probabilistic analysis. This
approach allowed more comprehensive consideration of the uncertainty
characterising the input parameters and captured the non-linearity characterising the
economic model structure. Three probabilistic analyses were carried out:

¢ Analysis A (base-case) utilised efficacy data at treatment endpoint from a NMA of
continuous data (changes in PTSD symptom scores), transformed to log-odds
ratios of remission, and assumed no beneficial effect of interventions beyond
treatment endpoint

e Analysis B utilised efficacy data at treatment endpoint from the NMA of continuous
data (changes in PTSD symptom scores), transformed to log-odds ratios of
remission, and efficacy data at 3 months post-treatment from the NMA of changes
in PTSD symptom scores between baseline and 1-4 month follow-up, also
transformed to log-odds ratios of remission

e Analysis C utilised efficacy data at treatment endpoint from the NMA of
dichotomous remission data; the probability of remission of all active interventions
at 3-6 months was assumed to equal that of no treatment, as dichotomous
remission follow-up data were very limited.

A number of one-way deterministic sensitivity analyses were also carried out.

Results have been expressed in the form of Incremental Cost Effectiveness Ratios
(ICERSs) following the principles of incremental analysis. Net Monetary Benefits
(NMBs) have also been estimated. Incremental mean costs and effects (QALYs) of
each intervention versus no treatment have been presented in the form of cost
effectiveness planes. Results of probabilistic analysis have been summarised in the
form of cost effectiveness acceptability curves (CEACs), which express the
probability of each intervention being cost effective at various cost effectiveness
thresholds. Cost effectiveness acceptability frontiers (CEAFs) have also been plotted;
these show the treatment option with the highest mean NMB over different cost
effectiveness thresholds, and the probability that the option with the highest NMB is
the most cost-effective among those assessed.

Overview of economic modelling results and conclusions

In the base-case analysis (which utilised continuous data at treatment endpoint and
assumed no treatment effect beyond treatment endpoint), the order of interventions
from the most to the least cost-effective for the treatment of PTSD in adults was: TF-
CBT individual < 8 sessions, psychoeducation, EMDR, combined somatic and
cognitive therapies, self-help with support, SSRI, TF-CBT individual 8-12 sessions,
self-help without support, non-TF-CBT, IPT, present-centered therapy, TF-CBT group
8-12 sessions, combined TF-CBT individual 8-12 sessions + SSRI, no treatment,
counselling, and TF-CBT individual >12 sessions. The probability of TF-CBT
individual < 8 sessions being the most cost-effective treatment option was 0.26.
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1 When a beneficial effect of up to 3 months post-treatment was assumed, there were
2 no dramatic changes in the results; however, the relative cost effectiveness of
3 combined somatic and cognitive therapies and, in a lesser degree, IPT and non-TF-
4 CBT improved. The order of interventions became TF-CBT individual < 8 sessions,
5 combined somatic and cognitive therapies, EMDR, psychoeducation, self-help with
6 support, self-help without support, SSRI, IPT, non-TF-CBT, TF-CBT individual 8-12
7 sessions, TF-CBT individual >12 sessions, present-centered therapy, TF-CBT group
8 8-12 sessions, TF-CBT individual 8-12 sessions + SSRI, counselling, and no
9 treatment. The probability of TF-CBT individual < 8 sessions being the most cost-
10 effective treatment option was 0.14.
11 When dichotomous remission data were used, there were more important changes in
12 the results with non-TF-CBT becoming the most effective and cost-effective
13 intervention followed by EMDR, TF-CBT individual 8-12 sessions, IPT, SSRI, self-
14 help without support, self-help with support, present-centered therapy, TF-CBT
15 individual 8-12 sessions + SSRI, TF-CBT individual >12 sessions, counselling, TF-
16 CBT group 8-12 sessions, and no treatment. The probability of non-TF-CBT being
17 the most cost-effective treatment was 0.38.
18 Results of the economic analysis were robust to changes in input parameters tested
19 in deterministic sensitivity analysis.
20 The guideline base-case economic analysis is based on the best quality efficacy data
21 derived from NMA. However, the result for psychoeducation, which was found to be
22 among the most cost-effective interventions, should be interpreted with great caution
23 due to limitations in the evidence base and the considerably high uncertainty
24 characterising its efficacy estimate. Moreover, the NMA that informed the base-case
25 analysis was characterised by high between-study heterogeneity, as well as large
26 effects and considerable uncertainty for some interventions, and this should be taken
27 into account when interpreting the results of the analysis.
28 Results from the alternative scenarios explored in the other two probabilistic analyses
29 (i.e. consideration of efficacy data derived from the NMAs of continuous 1-4 month
30 follow-up data and of dichotomous remission data) should also be interpreted with
31 caution due to the limitations characterising the respective evidence base and the
32 NMAs that informed them (limited evidence base, evidence of inconsistency between
33 direct and indirect evidence, high between-study heterogeneity, large effects and
34 considerable uncertainty for some interventions).

35 Resource impact

36 The recommendations made by the committee based on this review are not expected
37 to have a substantial impact on resources. The committee's considerations that

38 contributed to the resource impact assessment are included under the ‘Cost

39 effectiveness and resource use’ in 'The committee's discussion of the evidence'

40 section.

41 Clinical evidence statements

42 Trauma-focused CBT for early treatment (1-3 months)
43 ¢ Very low quality single-RCT evidence (N=152) suggests a statistically significant

44 small-to-moderate delayed benefit (significant only at 10-month follow-up) of early

45 treatment with trauma-focused CBT (initiated 1-3 months after trauma), relative to

46 no treatment, on improving self-rated PTSD symptomatology and the rate of

47 response, in adults with PTSD. Very low quality evidence from another single RCT
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(N=143) suggests a clinically important benefit, that just misses statistical
significance, of trauma-focused CBT on the rate of remission at endpoint.
However, this effect is not maintained at 4-month follow-up. Low to very low
quality evidence from 1-2 RCTs (N=98-265) suggests neither clinically important
nor statistically significant effects on clinician-rated PTSD symptomatology. No
clinically important and statistically significant effects were observed for anxiety
symptoms, depression symptoms or discontinuation

Trauma-focused CBT for delayed treatment (>3 months)
¢ Very low quality evidence from 12-14 RCTs (N=618-632) suggests a large and

statistically significant benefit of trauma-focused CBT, relative to waitlist, on
improving PTSD symptomatology (self-rated and clinician-rated) in adults with
PTSD over 3 months after trauma. Evidence from 1-2 RCTs (N=63-145) suggests
benefits on self-rated PTSD symptomatology are maintained up to 1-year follow-
up (with the exception of a non-significant effect at 3-months), and evidence from
4 RCTs (N=507) suggests benefits on clinician-rated PTSD symptomatology are
maintained up to 3-5 month follow-up (longest follow-up). Very low quality
evidence from 14 RCTs (N=628) suggests a clinically important and statistically
significant benefit of trauma-focused CBT on the rate of remission, and evidence
from 1-3 RCTs (N=166-175) suggests benefits are maintained at 3-6 month and 8-
month follow-up. Very low quality evidence from 3 RCTs (N=89-111) suggests a
clinically important and statistically significant benefit of trauma-focused CBT on
the rate of response (based on self-rated and clinician-rated measures) and
single-RCT (N=57) evidence suggests this effect (self-rated) is maintained at 6-
month follow-up. Very low quality evidence from 15-19 RCTs (N=760-972)
suggests large and statistically significant benefits of trauma-focused CBT on
anxiety and depression symptoms and evidence from 1-5 RCTs (N=82-550)
suggests these benefits are maintained up to 1-year follow-up. In addition, there is
low to very low quality evidence from 1-6 RCTs (N=46-339) for large and
statistically significant benefits of trauma-focused CBT on dissociative symptoms,
global functioning, functional impairment and relationship difficulties at endpoint,
although the evidence for follow-up is more limited. However, in addition to the
considerable evidence for benefit of trauma-focused CBT relative to waitlist for the
delayed treatment of PTSD, there is low quality evidence from 26 RCTs (N=1834)
for higher drop-out associated with trauma-focused CBT relative to waitlist. There
is also very high heterogeneity observed across outcomes. Sub-analyses by
specific intervention suggests some differential effects but within-subgroup
heterogeneity remains high and benefits are observed across all interventions
(although statistical significance varies). Sub-analyses by diagnostic status at
baseline suggests larger effect sizes for those with a diagnosis at baseline but
again within-subgroup heterogeneity is high. Finally, sub-analyses by trauma type
suggests some differences with larger effects associated with some trauma types
but these are difficult to disentangle as the larger effects are associated with the
single smaller study subgroups.

Very low quality evidence from 21-22 RCTs (N=1179-1640) suggests a large and
statistically significant benefit of trauma-focused CBT (in addition to medication or
TAU), relative to medication or TAU-only, on improving PTSD symptomatology
(self-rated and clinician-rated) in adults with PTSD over 3 months after trauma.
Very low quality evidence from 2-7 RCTs (N=94-648) suggests large and
statistically significant benefits are maintained up to 6-month follow-up, and
clinically important (but not statistically significant) benefits are maintained up to 1-
year follow-up. Very low quality evidence from 12 RCTs (N=917) suggests a
clinically important and statistically significant benefit of trauma-focused CBT (in
addition to TAU or medication) on the rate of remission, and low to very low quality

263

PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)



DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of
PTSD in adults

-_—
QOWoONOOOPR,WN -

NNNMNDNNMNNMDMNMNNMNDNN 2 A A aaaaaaa
NO OO PRPOWON_,LAPOCOONOOAOPRRWN -~

A ADRDBRNDAADNDADNDWWOW®WOWWWWWWN N
RONZIOCOOVUDTRDNAAOOOIOARON IS O ®

evidence from 4 RCTs (N=324) suggests clinically important and statistically
significant benefits are maintained at 6-month follow-up, and clinically important
(but not statistically significant) benefits are observed at 1-3 month and 1-year
follow-ups. Very low quality evidence from 4-5 RCTs (N=245-328) suggests a
clinically important and statistically significant benefit of trauma-focused CBT (in
addition to TAU or medication) on the rate of response (based on self-rated and
clinician-rated measures) at endpoint, with some evidence that this benefit is
maintained at 1-6 month follow-up. Very low quality evidence from 13-22 RCTs
(N=647-1536) suggests moderate-to-large and statistically significant benefits of
trauma-focused CBT (in addition to TAU or medication) on anxiety and depression
symptoms, although evidence for effects at follow-ups are less consistent. In
addition, low to very low quality evidence from 1-5 RCTs (N=59-295) suggests
large and statistically significant benefits of trauma-focused CBT (in addition to
TAU or medication) on dissociative symptoms, personality disorder symptoms,
global functioning, functional impairment and relationship difficulties, and very low
quality evidence from 2 RCTs (N=89) suggests a small-to-moderate benefit on
anger/aggression. Evidence for effects on substance misuse outcomes are more
mixed but for at least some of these studies the comparator is standard substance
misuse services. Moderate quality evidence from 35 RCTs (N=2764) suggests
higher drop-out associated with trauma-focused CBT, however, although this
effect is statistically significant it does not meet the threshold for clinical
importance. Heterogeneity across outcomes is very high. Sub-analyses by specific
intervention suggests some differential effects but within-subgroup heterogeneity
remains high and benefits are observed across all interventions (although
statistical significance varies). Sub-analyses by diagnostic status at baseline was
non-significant. Sub-analyses by trauma type suggests some differences but
again within-subgroup heterogeneity remains high.

Very low quality evidence from 6 RCTs (N=277-321) suggests moderate to large
benefits of trauma-focused CBT, relative to counselling, on improving self-rated
and clinician-rated PTSD symptomatology at endpoint in adults with PTSD over 3
months after trauma. Low to very low quality evidence from 1-5 RCTs (N=39-434)
suggests clinically important and statistically significant effects are maintained up
to 2-year follow-up for clinician-rated PTSD symptomatology. Effects on self-rated
PTSD symptomatology are not statistically significant at follow-up although a trend
remains up to 2-year follow-up. Low quality evidence from 6 RCTs (N=320)
suggests a clinically important and statistically significant benefit of trauma-
focused CBT on remission at endpoint and very low quality evidence from 2-5
RCTs (N=70-472) suggests that this effect is maintained up to 1-year follow-up.
Low quality evidence from 8 RCTs (N=358) suggests a large and statistically
significant benefit of trauma-focused CBT on anxiety symptoms at endpoint that is
maintained up to 2-year follow-up. Evidence from these same 8 RCTs also
suggests a small-to-moderate but statistically significant benefit of trauma-focused
CBT on depression symptoms at endpoint and 6-8 month follow-up but effects are
neither clinically important nor statistically significant at 3-months, 1-year or 2-year
follow-ups. Low to very low quality evidence from 1-3 RCTs (N=61-175) suggests
a moderate to large benefit of trauma-focused CBT on quality of life at endpoint
that is maintained up to 1-year follow-up. Low to very low quality evidence from
single-RCT (N=39-61) analyses also suggests large and statistically significant
benefits of trauma-focused CBT on functional impairment (maintained up to 6-
month follow-up [longest follow-up]) and global functioning (maintained up to 1-
year but not 2-year follow-up), and delayed large benefits (significant at 3- and 6-
month follow-up but not endpoint) on relationship difficulties. Very low quality
single-RCT (N=28) evidence suggests no statistically significant difference
between trauma-focused CBT and counselling for response. Low quality evidence
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from 11 RCTs (N=754) suggests a neither clinically important nor statistically
significant difference between trauma-focused CBT and counselling for
discontinuation.

Low to very low quality evidence from 1-6 RCTs (N=86-970) suggests clinically
important and statistically significant benefits of trauma-focused CBT (alone or in
addition to TAU), relative to present-centered therapy (alone or in addition to
TAU), on improving PTSD symptomatology (clinician-rated) at endpoint and up to
6-month follow-up, the rate of remission at 1-3 month follow-up (clinically
important that just misses statistical significance at endpoint but non-significant at
6-month follow-up), and depression symptoms at 2-3 month, 4-month and 6-
month follow-ups (non-significant at endpoint) in adults with PTSD over 3 months
after trauma. The effect on self-rated PTSD symptomatology is also clinically
important but just misses statistical significance (p=0.05). Moderate to very low
quality evidence from 1-3 RCTs (N=34-680) suggests no statistically significant
differences between trauma-focused CBT and present-centered therapy on
clinician-rated response, dissociative symptoms, anxiety symptoms, anger, or
quality of life, at endpoint or 3- or 6- month follow-up. Low quality evidence from 6
RCTs (N=931) suggests higher drop-out associated with trauma-focused CBT
relative to present-centered therapy, however this effect is not statistically
significant.

Low quality single-RCT (N=40) evidence suggests a clinically important benefit,
that just misses statistical significance (p=0.06), of trauma-focused CBT relative to
interpersonal psychotherapy (IPT) on improving self-rated PTSD symptomatology
in adults with PTSD over 3 months after trauma. However, evidence from the
same RCT (N=37-78) suggests neither clinically important nor statistically
significant differences between trauma-focused CBT and IPT on clinician-rated
PTSD symptomatology, remission, response, functional impairment, or
relationship difficulties. This study (N=39-63) did find evidence for clinically
important and statistically significant benefits of trauma-focused CBT relative to
IPT on depression symptoms and quality of life. There is some evidence from the
same RCT for higher drop-out with trauma-focused CBT relative to IPT, however,
this effect is not statistically significant.

Moderate to very low quality evidence from 1-2 RCTs (N=53-182) suggests
clinically important and statistically significant benefits of trauma-focused CBT
(alone or in addition to TAU) relative to self-help without support (alone or in
addition to TAU) on clinician-rated PTSD symptomatology, remission at 6-month
follow-up (clinically important but not statistically significant at endpoint), response
(at endpoint and 6-month follow-up), depression symptoms (at endpoint and 6-
month follow-up), anxiety symptoms (at endpoint and 6-month follow-up), and
functional impairment (at endpoint and 6-month follow-up) in adults with PTSD
over 3 months after trauma. Very low quality evidence from both RCTs (N=182)
suggests there may be higher drop-out associated with trauma-focused CBT
relative to self-help without support, however, heterogeneity is very high and this
effect is not statistically significant.

Very low quality single-RCT (N=230-244) evidence suggests neither clinically
important nor statistically significant differences between brief trauma-focused
CBT and a psychoeducational session on self-rated PTSD symptomatology at
endpoint, 3- and 6- month follow-up, in adults with PTSD over 3 months after
trauma. Although, low quality evidence from this same RCT (N=336) does suggest
a higher rate of discontinuation associated with trauma-focused CBT relative to
psychoeducation.

Low to very low quality evidence from 1-3 RCTs (N=24-84) suggests moderate to
large and statistically significant benefits of trauma-focused CBT (alone or in
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addition to TAU) relative to relaxation (alone or in addition to TAU) on improving
PTSD symptomatology (self-rated and clinician-rated) and anxiety symptoms at
endpoint and 3-month follow-up, and functional impairment, quality of life, and
relationship difficulties at endpoint (no follow-up data), in adults with PTSD over 3
months after trauma. Low to very low quality evidence from 1-2 RCTs (N=30-111)
suggests clinically important but not statistically significant benefits of trauma-
focused CBT on remission (at endpoint and 3-month follow-up), response, and
dissociative symptoms at 3-month follow-up (non-significant effect at endpoint).
Low to very low quality evidence from 1-3 RCTs (N=30-135) suggests non-
significant differences between trauma-focused CBT and relaxation for depression
symptoms at endpoint and 3-month follow-up, and discontinuation.

Very low quality single-RCT (N=49-57) evidence suggests non-significant
differences between trauma-focused CBT and acupuncture for self-rated PTSD
symptomatology, remission, depression symptoms, anxiety symptoms, functional
impairment, and discontinuation, in adults with PTSD over 3 months after trauma.

Very low quality evidence from 2-3 RCTs (N=161-275) suggests small but
statistically significant benefits of SSRIs relative to trauma-focused CBT on
improving self-rated PTSD symptomatology and anxiety symptoms at endpoint in
adults with PTSD over 3 months after trauma. Although, very low quality evidence
from 1 of these RCTs (N=112) suggests effects are not maintained at 1-year
follow-up. Conversely, low to very low quality evidence from 1-2 RCTs (N=49-171)
suggests large and statistically significant benefits of trauma-focused CBT relative
to SSRIs on clinician-rated PTSD symptomatology, remission, and dissociative
symptoms at endpoint (no follow-up available). Very low quality evidence from 1-3
RCTs (N=112-275) suggests neither clinically important nor statistically significant
differences between trauma-focused CBT and SSRIs on depression symptoms at
endpoint and 1-year follow-up, functional impairment and quality of life at endpoint
(no follow-up available), and discontinuation.

Combined trauma-focused CBT and medication for delayed treatment (>3 months)

Very low quality single-RCT (N=103) evidence suggests neither clinically
important nor statistically significant effects of combined trauma-focused CBT and
sertraline relative to waitlist, on self-rated PTSD symptomatology or quality of life,
in adults with PTSD over 3 months after trauma. However, evidence from this
same RCT suggests a moderate and statistically significant benefit of combined
trauma-focused CBT and sertraline relative to watlist on improving anxiety and
depression symptoms, and functional impairment. Low quality evidence (N=139)
from this study also suggests a clinically important benefit, that just misses
statistical significance, on discontinuation with less drop-out associated with
combined trauma-focused CBT and sertraline treatment.

40 Non-trauma-focused CBT for delayed treatment (>3 months)

41
42
43
44
45
46
47
48
49
50
51

Low to very low quality evidence from 4-5 RCTs (N=228-339) suggests a
moderate to large and statistically significant benefit of non-trauma-focused CBT
(alone or in addition to TAU), relative to waitlist or TAU, on improving PTSD
symptomatology (self-rated and clinician-rated) at endpoint in adults with PTSD
over 3 months after trauma. Low to very low quality evidence from 1-5 RCTs
(N=33-263) also suggests clinically important and statistically significant benefits
on dissociative symptoms and sleeping difficulties. However, very low quality
evidence from 1-3 RCTs (N=53-194) suggests effects on the rate of remission are
not statistically significant at endpoint, and neither clinically important nor
statistically significant at 3-month follow-up. Very low quality evidence from 2-4
RCTs (N=199-234) also suggests neither clinically important nor statistically
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significant effects of non-trauma-focused CBT on depression symptoms, alcohol
use or drug use, at endpoint. Low quality evidence from 9 RCTs (N=684) suggests
neither a clinically important nor statistically significant effect of non-trauma-
focused CBT on discontinuation.

Low to very low quality single-RCT (N=60) evidence suggests potential benefits of
non-trauma-focused CBT, relative to attention-placebo, on self-reported PTSD
symptomatology in adults with PTSD over 3 months after trauma. However, when
data is considered together with a much larger RCT (N=353) effects are non-
significant.

Very low quality evidence from 1-2 RCTs (N=24-121) suggests neither clinically
important nor statistically significant differences between trauma-focused CBT
(alone or in addition to TAU) and non-trauma-focused CBT (alone or in addition to
TAU) on self-rated PTSD symptomatology at 1-month, 3-month or 6-month follow-
ups (no endpoint data available) or clinician-rated PTSD symptomatology at
endpoint or 3-month follow-up, although there is very low quality single-RCT
(N=22) evidence for a large and statistically significant benefit of trauma-focused,
relative to non-trauma-focused, CBT on clinician-rated PTSD symptomatology at
6-month follow-up. Very low quality evidence from 1-2 RCTs (24-121) suggests no
statistically significant difference between trauma-focused and non-trauma-
focused CBT on remission (at endpoint, or 1-3 month, 6-month or 1-year follow-
ups), response, anxiety symptoms, depression symptoms (at endpoint, or 1-, 3-,
or 6- month follow-ups), or sleeping difficulties (at 1-, 3-, or 6- month follow-ups).
Very low quality single-RCT (N=95) evidence suggests a moderate and
statistically significant benefit of trauma-focused CBT, relative to non-trauma-
focused CBT, on quality of life at 1-month follow-up (no endpoint data available),
however, this effect is not maintained at 3- or 6- month follow-up. Low quality
evidence from 3 RCTs (N=183) suggests higher drop-out associated with trauma-
focused, relative to non-trauma-focused, CBT.

Moderate quality single-RCT (N=66) evidence suggests a delayed and moderate
benefit of non-trauma-focused CBT (in addition to TAU) relative to a
psychoeducational group (in addition to TAU) on clinician-rated PTSD
symptomatology at 1-year follow-up (non-significant effects at endpoint, 3-month
and 6-month follow-up) in adults with PTSD over 3 months after trauma. Moderate
quality evidence from this RCT (N=66-77) also suggests moderate to large
benefits of non-trauma-focused CBT on depression symptoms at endpoint, and 3-
month and 6-month follow-up, although these are not maintained at 1-year follow-
up. However, low quality evidence from this same RCT (N=66-77) suggests
neither clinically important nor statistically significant differences between non-
trauma-focused CBT and a psychoeducational group on self-rated PTSD
symptomatology at endpoint, or at 3-month, 6-month or 1-year follow-ups.
Moderate quality evidence from this RCT (N=111) also suggests higher drop-out
associated with non-trauma-focused CBT relative to a psychoeducational group.

Very low quality single-RCT (N=25-31) evidence suggests large and statistically
significant benefits of non-trauma-focused CBT relative to supportive counselling
on improving clinician-rated PTSD symptomatology and the rate of response in
adults with PTSD over 3 months after trauma. Evidence from the same RCT also
suggests clinically important, but not statistically significant, benefits of non-
trauma-focused CBT on remission, anxiety symptoms and depression symptoms.
There was a non-significant difference between non-trauma-focused CBT and
counselling for discontinuation.

Very low quality single-RCT (N=101) evidence suggests non-significant
differences between non-trauma-focused CBT and present-centered therapy for
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clinician-rated PTSD symptomaology, remission, depression symptoms and
discontinuation, in adults with PTSD over 3 months after trauma.

Present-centered therapy for delayed treatment (>3 months)

o Very low quality evidence from 1-2 RCTs (N=45-143) suggests moderate to large
and statistically significant benefits of present-centered therapy relative to waitlist
on improving clinician-rated PTSD symptomatology, dissociative symptoms,
anxiety symptoms and depression symptoms, in adults with PTSD over 3 months
after trauma. Evidence from these same 2 RCTs also suggests a clinically
important, but not statistically significant, benefit of present-centered therapy on
remission. Very low quality evidence from 1 of these RCTs (N=45) suggests a
neither clinically important nor statistically significant effect of present-centered
therapy on anger or quality of life. Very low quality evidence from both RCTs
suggests there may be higher drop-out associated with present-centered therapy,
however, this effect is not statistically significant.

o Very low quality evidence from 2 RCTs (N=114-119) suggests a moderate and
statistically significant benefit of present-centered therapy in addition to TAU
relative to TAU-only on improving clinician-rated PTSD symptomatology at
endpoint, and a large and statistically significant benefit on improving depression
symptoms at endpoint and 3-month and 6-month follow-up, in adults with PTSD
over 3 months after trauma. However, the effect on PTSD symptomatology was
not maintained at 3-month or 6-month follow-up. Low to very low quality evidence
from 1-2 of these RCTs (N=60-130) also found non-significant effects on response
(at endpoint, and 3- and 6-month follow-up) and discontinuation.

Cognitive therapies for delayed treatment (>3 months)

¢ Very low quality evidence from 1-2 RCTs (N=21-40) suggests large and
statistically significant benefits of metacognitive therapy (alone or in addition to
TAU) relative to waitlist or TAU on self-rated PTSD symptomatology, response,
anxiety symptoms and depression symptoms, in adults with PTSD over 3 months
after trauma. Low quality evidence from both RCTs (N=41) suggests higher drop-
out may be associated with metacognitive therapy, however, this effect is not
statistically significant.

e Very low quality single-RCT (N=20) evidence suggests a large and statistically
significant benefit of metacognitive therapy (in addition to TAU) relative to trauma-
focused CBT (in addition to TAU) on improving self-rated PTSD symptomatology
at endpoint, in adults with PTSD over 3 months after trauma. However, this effect
is not maintained at 3-month follow-up. In addition, evidence from this same RCT
suggests non-significant differences between metacognitive therapy and trauma-
focused CBT on remission, response, anxiety symptoms, depression symptoms,
and discontinuation.

Behavioural therapies for delayed treatment (>3 months)

o Very low quality evidence from 1-2 RCTs (N=59-90) suggests large and
statistically significant benefits of single-session behavioural therapy relative to
waitlist on improving PTSD symptomatology (self-rated and clinician-rated), the
rate of response, functional impairment, and depression symptoms in adults with
PTSD over 3 months after trauma. Discontinuation is only reported by 1 of these
RCTs (N=31) and there was no drop-out in either arm.

Problem solving for delayed treatment (>3 months)

e Low to very low quality single-RCT (N=309) evidence suggests non-significant
differences between problem solving and supportive counselling on self-rated

268
PTSD: evidence reviews for psychological, psychosocial and other non-
pharmacological interventions DRAFT (April 2018)



Ooo~NOOOT AW N =

—_
o

11

12
13
14
15

16
17
18
19
20
21
22
23
24
25
26
27
28
29

30
31
32
33
34

35
36
37
38
39
40

41
42
43
44
45

46
47
48
49
50
51

DRAFT FOR CONSULTATION
Psychological, psychosocial and other non-pharmacological interventions for the treatment of
PTSD in adults

PTSD symptomatology (at endpoint and 3-month follow-up) and discontinuation,
in adults with PTSD over 3 months after trauma.

Eye movement desensitisation and reprocessing (EMDR) for early treatment (1-3
months)

Very low quality single-RCT (N=39) evidence suggests a large and statistically
significant benefit of early treatment with EMDR (initiated 1-3 months after
trauma), relative to supportive counselling, on improving clinician-rated PTSD
symptomatology and this benefit is maintained up to 3-month follow-up (longest
follow-up). No participants dropped out of this study.

Eye movement desensitisation and reprocessing (EMDR) for delayed treatment
(>3 months)

Low to very low quality single-RCT (N=55-58) evidence suggests no statistically
significant effects of EMDR relative to pill placebo on clinician-rated PTSD
symptomatology, remission, depression symptoms or discontinuation, in adults
with PTSD over 3 months after trauma.

Very low quality evidence from 9 RCTs (N=393) suggests a large and statistically
significant benefit of EMDR (in addition to TAU or alone), relative to TAU or
waitlist, on improving self-rated PTSD symptomatology at endpoint in adults with
PTSD over 3 months after trauma. Low quality single-RCT evidence (N=98)
suggests that this benefit is maintained at 1-month follow-up. Moderate to very low
quality evidence from 1-2 RCTs (N=40-147) also suggests clinically important and
statistically significant benefits of EMDR on clinician-rated PTSD symptomatology,
remission at endpoint and 1-month follow-up, response, dissociative symptoms
and functional impairment. In addition, very low quality evidence from 3-6 RCTs
(N=113-279) suggests large and statistically significant benefits of EMDR on
anxiety and depression symptoms at endpoint, and low quality single-RCT
evidence (N=51) suggests effects on depression are maintained at 1-month
follow-up. Low quality evidence from 7 RCTs (N=356) suggests a neither clinically
important nor statistically significant effect of EMDR on discontinuation.

Low to very low quality evidence from 1-5 RCTs (N=30-230) suggests no
statistically significant differences between EMDR and trauma-focused CBT on
PTSD outcomes (self-rated and clinician-rated symptomatology, remission and
response), although there is a trend in favour of EMDR for adults who had
experienced single incident index trauma more than 3 months ago.

Very low quality single-RCT (N=57-60) evidence suggests moderate to large and
statistically significant benefits of EMDR relative to supportive counselling on
improving self-rated PTSD symptomatology, anxiety symptoms, and depression
symptoms in adults with PTSD over 3 months after trauma. Low quality evidence
from this same RCT (N=67) suggests there may be higher drop-out associated
with EMDR, however, this effect is not statistically significant.

Very low quality single-RCT (N=61-74) evidence suggests non-significant
differences between EMDR and non-trauma-focused CBT on PTSD
symptomatology (clinician-rated and self-rated), anxiety symptoms and depression
symptoms at endpoint and 3-month follow-up, and response and discontinuation
at endpoint, in adults with PTSD over 3 months after trauma.

Very low quality single-RCT (N=31-40) evidence suggests moderate to large and
delayed benefits of EMDR relative to ‘other active psychological intervention’ on
improving self-rated PTSD symptomatology at 3-month and 18-month follow-up
(non-significant at endpoint), and depression symptoms at 3-month follow-up
(non-significant at endpoint and 18-month follow-up), in adults with PTSD over 3
months after trauma. No participants discontinued this study in either arm.
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e Low to very low quality evidence from 1-3 RCTs (N=30-88) suggests non-
significant differences between EMDR (alone or in addition to TAU) and relaxation
(alone or in addition to TAU) on PTSD symptomatology (self-rated and clinician-
rated) and remission at endpoint, 3-month and 6-month follow-up, dissociative
symptoms at endpoint and 3-month follow-up (longest follow-up), and anxiety
symptoms, quality of life and discontinuation at endpoint, in adults with PTSD over
3 months after trauma. Low quality evidence from 2 of these RCTs (N=52)
suggests a moderate and statistically significant benefit of EMDR relative to
relaxation on improving depression symptoms at endpoint, however, this effect is
not maintained at 3-6 month follow-up.

o Low to very low quality single-RCT (N=46) evidence suggests non-significant
differences between EMDR and emotional freedom technique (EFT) on PTSD
symptomatology (self-rated and clinician-rated), response (based on self-rated
and clinician-rated measures), anxiety symptoms, depression symptoms and
quality of life, at endpoint and 3-month follow-up, and discontinuation, in adults
with PTSD over 3 months after trauma.

e Low quality single-RCT evidence (N=50) suggests a delayed, large and
statistically significant benefit of EMDR relative to fluoxetine on improving
clinician-rated PTSD symptomatology, remission and depression symptoms at 6-
month follow-up (non-significant at endpoint) in adults with PTSD over 3 months
after trauma. Low quality evidence from this same RCT (N=59) suggests EMDR
may be associated with higher drop-out, however, this effect is not statistically
significant.

Hypnotherapy for delayed treatment (>3 months)

o Very low quality single-RCT (N=52) evidence suggests a large and statistically
significant benefit of hypnotherapy in addition to TAU relative to TAU-only on
improving self-rated PTSD symptomatology in adults with PTSD over 3 months
after trauma. Evidence is not available for any other outcomes.

e Very low quality single-RCT (N=60) evidence suggests neither clinically important
nor statistically significant differences between hypnotherapy (in addition to TAU)
and trauma-focused CBT (in addition to TAU) on self-rated PTSD symptomatology
at endpoint and 3-month follow-up, in adults with PTSD over 3 months after
trauma.

¢ Very low quality single-RCT (N=54-108) evidence suggests non-significant
differences between hypnotherapy followed by trauma-focused CBT and symptom
monitoring followed by trauma-focused CBT on clinician-rated PTSD
symptomatology and sleeping difficulties at endpoint and 3-month follow-up, and
on discontinuation, in adults with PTSD over 3 months after trauma. Very low
quality evidence from this same RCT (N=54) suggests a moderate and statistically
significant benefit of hypnotherapy followed by trauma-focused CBT on
depression symptoms, however, this effect is not maintained at 3-month follow-up.

o Low quality single-RCT (N=32) evidence suggests large and statistically significant
benefits of hypnotherapy (in addition to TAU) relative to zolpidem (in addition to
TAU) on improving self-rated PTSD symptomatology and depression symptoms at
endpoint and 1-month follow-up, in adults with PTSD over 3 months after trauma.
Very low quality evidence from this same RCT (N=33) suggests higiher drop-out
may be associated with zolpidem, however, absolute numbers are small and this
effect is not statistically significant.

Interpersonal psychotherapy (IPT) for delayed treatment (>3 months)

o Very low quality single-RCT (N=48) evidence suggests large and statistically
significant benefits of IPT relative to waitlist on improving clinician-rated PTSD
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symptomatology, remission and depression symptoms at endpoint, in adults with
PTSD over 3 months after trauma. However, these effects are not maintained at
4-month follow-up. Low quality evidence from this same RCT suggests non-
significant effects on discontinuation.

Low quality single-RCT (N=36-72) evidence suggests moderate to large and
statistically significant benefits of IPT relative to relaxation on improving self-rated
PTSD symptomatology, the rate of response, functional impairment and
relationship difficulties, in adults with PTSD over 3 months after trauma. However,
low to very low quality evidence from this same RCT (N=38-72) suggests non-
significant effects on clinician-rated PTSD symptomatology, remission, depression
symptoms, quality of life and discontinuation.

Psychodynamic therapies for delayed treatment (>3 months)

Very low quality evidence from single-study analyses (N=52-84) suggests large
and statistically significant benefits of psychodynamic therapy (alone or in addition
to TAU) relative to waitlist (alone or in addition to TAU) on improving self-rated
PTSD symptomatology, remission, anxiety and depression symptoms, in adults
with PTSD over 3 months after trauma. Evidence from one of these RCTs (N=86)
suggests non-significant effects on discontinuation.

Very low quality single-RCT (N=60) evidence suggests non-significant differences
between psychodynamic therapy (in addition to TAU) and trauma-focused CBT (in
addition to TAU) on self-rated PTSD symptomatology in adults with PTSD over 3
months after trauma.

Counselling for delayed treatment (>3 months)

Low to very low quality evidence from 1-4 RCTs (N=60-249) suggests large and
statistically significant benefits of counselling (alone or in addition to TAU) relative
to TAU or waitlist, on improving PTSD symptomatology (self-rated and clinician-
rated) and functional impairment at endpoint, in adults with PTSD over 3 months
after trauma. Very low quality evidence from 2-RCT-analyses (N=190-234)
suggests the effect on self-rated PTSD symptomatology is maintained at 8-12
month follow-up and clinically important but not statistically significant at 1-4
month follow-up. Very low quality single-RCT (N=24) evidence suggests the effect
on clinician-rated PTSD symptomatology is not maintained at 1-year follow-up.
Evidence from 2 RCTs (N=102) suggests a clinically important and statistically
significant benefit of counselling on remission at endpoint and very low quality
evidence from 2 other RCTs (N=192) shows a trend for the same effect at 8-12
month follow-up. Low quality evidence from 2 RCTs (N=111) suggests moderate
and statistically significant benefits of counselling on anxiety and depression
symptoms at endpoint, and low quality evidence from another single RCT (N=209)
suggests a trend for benefits to be observed at 1-month follow-up. However, very
low quality single-RCT (N=24-25) evidence suggests counselling may be
associated with lower quality of life scores than treatment as usual at 4-month and
1-year follow-up for adults who had experienced multiple incident index trauma
(non-significant effects at endpoint). Very low quality evidence from 1-6 RCTs
(N=51-646) suggests non-significant effects on global functioning and
discontinuation.

Combined somatic and cognitive therapies for delayed treatment (>3 months)

Low to very low quality evidence from 1-5 RCTs (49-544) suggests large and
statistically significant benefits of combined somatic and cognitive therapies (alone
or in addition to TAU), relative to waitlist (alone or in addition to TAU), on
improving PTSD symptomatology (self-rated and clinician-rated), the rate of
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remission, anxiety and depression symptoms, and sleeping difficulties in adults
with PTSD over 3 months after trauma. However, hetergeneity is very high for
self-rated PTSD symptomatology. Sub-analysis by specific intervention suggests
some differential effects of combined somatic and cognitive therapies, with the
largest effect observed for emotional freedom technique (EFT). Sub-analysis by
trauma type also suggests some differential effects with larger effects observed for
military combat veterans. Very low quality evidence from 5 RCTs (N=607)
suggests there may be higher discontinuation associated with combined somatic
and cognitive therapies, however, this effect is not statistically significant.

Resilience-oriented treatment for delayed treatment (>3 months)

Low quality single-RCT (N=39) evidence suggests large and statistically significant
benefits of resilience-oriented treatment relative to waitlist on improving self-rated
PTSD symptomatology, anxiety and depression symptoms, in adults with PTSD
over 3 months after trauma. Very low quality evidence from the same RCT
suggests a non-significant effect on discontinuation.

Attention bias modification for delayed treatment (>3 months)

Very low quality evidence from 2-3 RCTs (N=118-170) suggests clinically
important but not statistically significant effects in favour of attention-placebo
relative to attention bias modification on PTSD symptomatology (self-rated and
clinician-rated) at endpoint, in adults with PTSD over 3 months after trauma. Low
to very low quality evidence from 1-3 RCTs (N=72-170) suggests non-significant
effects on anxiety and depression symptoms and discontinuation.

Couple interventions for delayed treatment (>3 months)

Very low quality single-RCT (N=40) evidence suggests a large and statistically
significant benefit of cognitive-behavioural conjoint therapy relative to waitlist on
the rate of remission for PTSD symptoms, in adults with PTSD over 3 months after
trauma. However, evidence from the same RCT suggests non-significant effects in
the rate of response for PTSD symptoms, response for relationship difficulties,

and remission for relationship difficulties. There is some evidence for higher drop-
out associated with cognitive-behavioural conjoint therapy, however, this effect is
not statistically significant.

Very low quality single-RCT (N=41-57) evidence suggests large and statistically
significant benefits of cognitive-behavioural conjoint therapy relative to
psychoeducation sessions on PTSD symptomatology (self-rated and clinician-
rated), anxiety symptoms and relationship difficulties at endpoint and 3-month
follow-up, the rate of remission at endpoint (no follow-up available), and
depression symptoms at 3-month follow-up (clinically important but not statistically
significant at endpoint), in adults with PTSD over 3 months after trauma. Evidence
from this same RCT suggests non-significant differences between cognitive-
behavioural conjoint therapy and psychoeducation on discontinuation.

Parent training/family interventions for delayed treatment (>3 months)

Very low quality single-RCT (N=142) evidence suggests non-significant effects of
family therapy relative to waitlist on self-rated PTSD symptomatology and anxiety
symptoms in adults with PTSD over 3 months after trauma. No other outcomes
are available.

Very low quality single-RCT (N=28-65) evidence suggests a moderate and
statistically significant benefit of child-parent psychotherapy (using play) versus
case management and individual treatment (for parent-only) on improving
clinician-rated PTSD symptomatology, and a clinically important but not
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statistically significant benefit on the rate of remission, in adults with PTSD over 3
months after trauma. Evidence from this same RCT suggests a non-significant
effect on discontinuation.

Self-help with support for delayed treatment (>3 months)

Low to very low quality evidence from 1-6 RCTs (N=42-545) suggests large and
statistically significant benefits of self-help with support (alone or in combination
with TAU) relative to waitlist or TAU on improving self-rated PTSD
symptomatology and anxiety and depression symptoms (at endpoint, 1-3 month
and 1-year follow-up), clinician-rated PTSD symptomatology and functional
impairment (at endpoint and 1-month follow-up [longest follow-up]), response,
quality of life and sleeping difficulties (at endpoint), in adults with PTSD over 3
months after trauma. Very low quality evidence from 2 RCTs (N=211) suggests a
clinically important but not statistically significant benefit of self-help with support
on the rate of remission. Low to very low quality evidence from 1-7 RCTs (N=34-
673) suggests non-significant effects of self-help with support on alcohol use
disorder symptoms, substance use disorder symptoms (at endpoint and 3-month
follow-up) and discontinuation. Sub-analysis of self-rated PTSD symptomatology
by baseline severity showed non-significant subgroup differences.

Very low quality single-RCT (N=85) evidence suggests neither clinically important
nor statistically significant differences between self-help with support and trauma-
focused CBT on self-rated PTSD symptomatology, dissociative symptoms, anxiety
symptoms, or depression symptoms, at 2-month or 1-year follow-up (no endpoint
data available) in adults with PTSD over 3 months after trauma.

Very low quality single-RCT (N=43) evidence suggests a large and statistically
significant benefit of a psychoeducational website without support relative to
computerised trauma-focused CBT with support on anxiety symptoms at endpoint,
in adults with PTSD over 3 months after trauma. However, this effect was not
maintained at 3-month follow-up. Low to very low quality evidence from this same
RCT (N=41-87) also suggests non-significant effects on clinician-rated PTSD
symptomatology, response and depression symptoms at endpoint and 3-month
follow-up, and discontinuation.

Self-help without support for delayed treatment (>3 months)

Low to very low quality evidence from 2-5 RCTs (N=103-288) suggests moderate
and statistically significant benefits of self-help without support relative to waitlist
on improving self-rated PTSD symptomatology, the rate of remission (at endpoint
and 3-6 month follow-up), response at endpoint (clinically important but not
statistically significant at 3-6 month follow-up), and functional impairment and
depression symptoms at endpoint (non-significant at 6-month follow-up), in adults
with PTSD over 3 months after trauma. Very low quality evidence from 3 RCTs
(N=121) suggests a clinically important but not statistically significant benefit of
self-help without support on anxiety symptoms at endpoint (non-significant at 6-
month follow-up). Low quality evidence from 7 RCTs (N=434) suggests higher
drop-out may be associated with self-help without support, however, this effect is
not statistically significant. Sub-analysis of self-rated PTSD symptomatology by
baseline severity showed non-significant subgroup differences.

Very low quality evidence from 5 RCTs (N=358-377) suggests moderate and
statistically significant benefits of self-help without support relative to attention-
placebo on improving self-rated PTSD symptomatology at endpoint, and a
clinically important but not statistically significant benefit on improving depression
symptoms at endpoint, in adults with PTSD over 3 months after trauma. These
effects were not maintained at 1-month follow-up. Moderate to very low quality
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evidence from 1-4 RCTs (N=36-283) also suggests non-significant effects on
clinician-rated PTSD symptomatology, remission, anxiety symptoms and
discontinuation.

Economic evidence statements

Trauma-focused CBT

Evidence from 1 Australian economic evaluation conducted alongside a RCT (N =
354; missing data on approximately 27% of participants were imputed by multiple
imputation) suggests that, compared with psychoeducation, trauma-focused CBT
is likely to be cost-effective for the treatment of PTSD in adults with PTSD and at
high distress but unlikely to be cost-effective for the treatment of PTSD in adults
with PTSD and at low distress. This evidence is partially applicable to the UK
context and is characterised by minor methodological limitations.

Evidence from 1 Australian model-based economic study suggests that trauma-
focused CBT is likely to be cost-effective for the treatment of PTSD in adults
compared with treatment as usual. This evidence is partially applicable to the UK
context and is characterised by potentially serious limitations.

Evidence from 1 US before-after study suggests that trauma-focused CBT
(exposure therapy /prolonged exposure) is likely to be more cost-effective
compared with no treatment. This evidence is partially applicable to the UK and is
characterised by potentially serious limitations.

Evidence from 1 US economic evaluation conducted alongside a RCT with a
preference arm (N=200; preference arm n=97, completers n=69; RCT n=103;
completers n=58) suggests that trauma-focused CBT (exposure therapy /
prolonged exposure) is likely to be more cost-effective compared with sertraline.
This evidence is partially applicable to the UK and is characterised by potentially
serious limitations.

Non-trauma-focused CBT

Evidence from 1 US economic evaluation conducted alongside a RCT (N=101; at
1-year follow up: n=66) suggests that, compared with psychoeducation, non-
trauma-focused CBT results in lower costs, similar effects on PTSD symptoms
and modestly lower effects on depressive symptoms and functioning in adults with
chronic combat-related PTSD and depressive disorder. This evidence is partially
applicable to the UK and is characterised by potentially serious limitations.

Psychological, pharmacological and combined interventions
¢ Evidence from the guideline economic analysis suggests that brief TF-CBT

individual (<8 sessions), psychoeducation, EMDR, combined somatic and
cognitive therapies and self-help with support are the 5 most cost-effective
interventions for the treatment of PTSD in adults. TF-CBT individual >12 sessions,
counselling combined TF-CBT + SSRI, group TF-CBT and present-centered
therapy appear to be less cost-effective relative to other active interventions.
Counselling and TF-CBT individual > 12 sessions were also found to be less cost-
effective than no treatment in the base-case analysis. In-between, there is another
group of interventions (SSRIs, TF-CBT individual 8-12 sessions, self-help without
support, non-TF-CBT and IPT) that occupied middle cost effectiveness rankings
(i.e. places 6-10) in the base-case analysis. The result for psychoeducation, which
was found to be among the most cost-effective interventions, should be
interpreted with great caution due to the limitations in the evidence. The economic
analysis is directly applicable to the NICE decision-making context and is overall
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characterised by minor limitations, mainly relating to the NMAs that informed the
analysis.

Recommendations

1.

Offer individual trauma-focused CBT to adults with a diagnosis of PTSD or
clinically important symptoms of PTSD more than 1 month after a
traumatic event.

Trauma-focused CBT for adults should:
¢ be based on a manual of evidence-based treatment
o typically be provided over 8—12 sessions

¢ include psychoeducation about reactions to trauma, strategies
for managing arousal and safety planning

¢ involve family members or carers as appropriate

¢ involve elaboration and processing of the trauma memories

¢ involve restructuring trauma-related meanings for the individual
e provide help to overcome avoidance

¢ have a focus on re-establishing a healthy lifestyle, for example
work and social relationships

e prepare them for the end of treatment

¢ include planning booster sessions if needed, particularly in
relation to significant dates (for example trauma anniversaries).

Offer eye movement desensitisation and reprocessing (EMDR) as an
option for non-combat-related trauma to adults with a diagnosis of PTSD
or clinically important symptoms of PTSD more than 3 months after a
traumatic event.

EMDR for adults should:
e be based on a validated manual

¢ typically be provided over 8—12 sessions but more if clinically
indicated, for example, where people have experienced multiple
traumas

e Dbe delivered in a phased manner and include psychoeducation
about reactions to trauma; managing distressing memories and
situations; identifying and treating target memories (often visual
images); and promoting alternative positive beliefs about the self

e use repeated in-session bilateral stimulation (for example, eye
movements, taps, or tones) for specific target memories until the
memories are no longer distressing

¢ use self-calming techniques in session.

Consider supported trauma-focused computerised CBT for adults with a
diagnosis of PTSD or clinically important symptoms of PTSD more than 3
months after a traumatic event who do not want or have not been able to
engage in face-to-face trauma-focused CBT or EMDR.
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6. Consider symptom-specific CBT interventions (for symptoms such as
those for sleep disturbance or anger) for adults with a diagnosis of PTSD
or clinically important symptoms of PTSD more than 3 months after a
traumatic event who:

e are unable or unwilling to engage in a trauma-focused
intervention that specifically targets PTSD or

¢ have residual symptoms after a trauma-focused intervention.

7. For people with additional needs, including those with complex PTSD:

¢ help the person manage any symptoms, such as dissociation or
emotional dysregulation, that might be a barrier to engaging with
trauma-focused therapies

e ensure adequate time is included in treatment for the person to
establish trust

¢ take into account the safety and stability of the person’s personal
circumstances (for example their housing situation) and how this
might impact on engagement with and success of treatment

¢ increase the number of trauma-focused therapy sessions
according to the person’s needs

¢ plan any ongoing support the person needs, for example to start
or return to everyday activities and ongoing symptom
management.

8. Do not offer psychologically-focused debriefing to adults for the
prevention or treatment of PTSD.

Rationale and impact

Why the committee made the recommendations

Trauma-focused CBT

There was extensive evidence that trauma-focused CBT improves PTSD symptoms
as well as other important outcomes, and that these improvements can be
maintained up to a year later. Benefits were seen across a wide range of specific
types of trauma-focused CBT intervention of varying durations, and for different types
of trauma. Trauma-focused CBT was effective both alone and in addition to treatment
as usual and/or medication.

There was good evidence that offering up to 12 sessions of individual trauma-
focused CBT was clinically and cost-effective. Group trauma-focused CBT was not
seen to be clinically or cost-effective based on the guideline network meta-analysis
and economic analysis, although the evidence was limited.

The committee used their experience to agree the structure and content of individual
trauma-focused CBT sessions to make sure these interventions are delivered in a
consistent way because they were concerned that this may not happen in practice.

Psychoeducation was found to be highly clinically and cost effective in comparisons
with psychological interventions according to the guideline network meta-analysis
and economic analysis, but its evidence base was very limited and uncertain. The
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committee agreed that the evidence could not support a recommendation for
psychoeducation on its own but it should be delivered as part of individual trauma-
focused CBT.

Eye movement desensitisation and reprocessing (EMDR)

Less evidence was found on EMDR than on trauma-focused CBT, but the committee
agreed that what was available justified recommending EMDR as an option. Although
studies that compared EMDR directly with trauma-focused CBT did not show
significant differences, there was a trend towards EMDR. This trend in favour of
EMDR was also present in the cost effectiveness results. The evidence suggested
EMDR may be less effective in people with military combat-related trauma, so the
committee restricted their recommendation to non-combat-related trauma.
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Although EMDR uses the same broad approach, the committee was concerned that
psychological interventions are not always delivered in a consistent way, so they
used their experience to agree a specific structure and content.

- A A
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15 Complex PTSD

16 The evidence was limited on interventions for people who have complex PTSD, but it
17 suggested that trauma-focused therapies could also benefit this group. Based on

18 their experience, the committee proposed ways of modifying interventions to address
19 the barriers people with complex PTSD might have to engaging in treatment, like

20 offering more sessions and avoiding an abrupt end to treatment by planning ongoing
21 support.

22 Supported trauma-focused computerised CBT

23 There was evidence that both supported and unsupported self-help, and

24 computerised trauma-focused CBT in particular, were beneficial in terms of self-rated
25 PTSD symptoms and other important outcomes. These benefits were maintained up
26 to a year later. Both interventions were cost-effective compared with other

27 psychological interventions. The evidence was limited for some of the outcomes that
28 were looked at, and it was unclear whether self-help was effective across different
29 types of trauma. Although both supported and unsupported self-help were found to
30 be effective, the former was more clinically and cost effective. Taking the evidence
31 for efficacy, together with the gaps in the evidence, the committee agreed that

32 supported computerised trauma-focused CBT should be an option for adults with

33 PTSD who would find it difficult to engage in face-to-face trauma-focused CBT or

34 EMDR.

35 Non-trauma-focused interventions

36 There was some evidence that non-trauma-focused CBT is beneficial when targeted
37 at associated symptoms such as sleep disturbance or anger, and also leads to

38 improvements in PTSD symptoms, but it was not clear how long these benefits would
39 be maintained. Non-trauma-focused CBT was less cost-effective than individual

40 trauma-focused CBT, EMDR and self-help, but more cost-effective than other

41 interventions such as interpersonal psychotherapy (IPT), present-centered therapy,
42 group trauma-focused CBT, combined individual trauma-focused CBT and SSRIs,
43 counselling and no treatment. The committee agreed the potential benefits of non-
44 trauma-focused CBT were important, but that symptom-specific interventions should
45 not be seen as an alternative to a trauma-focused first-line treatment. Instead, they
46 could be an option when people are not ready to directly confront memories of the
47 trauma and could promote uptake and engagement with a trauma-focused

48 intervention that specifically targets PTSD.
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1 Psychologically-focused debriefing

2
3
4
5
6
7
8

9
10
11
12
13
14

15
16
17
18
19

20

21
22
23
24
25
26
27
28
29
30
31

32

33
34
35
36
37
38
39
40
41
42

43
44
45
46
47

There was no evidence on psychologically-focused debriefing for the treatment of
PTSD. However, based on evidence showing no clinically important benefit and
potentially harmful effects for debriefing within the first month of trauma and the
committee’s own concerns about the use of this intervention for treatment, the
committee agreed it should not be offered. See evidence review C for more evidence
and discussion on debriefing.

Other psychological interventions

The committee agreed not to make recommendations about other psychological
interventions that were not well supported by the evidence. There was no evidence
that any of the other interventions would be more suitable in specific clinical
circumstances than the ones they had already recommended. The committee noted
that counselling was shown to be less cost-effective than no treatment in the
guideline economic analysis.

There was evidence on the clinical and cost effectiveness of combined somatic and
cognitive therapies. However, the evidence for outcomes other than PTSD symptoms
was very limited, no follow-up data were available, and there were concerns about
the generalisability of results given the more restricted trauma types and limited
evidence from those with a diagnosis of PTSD.

Timing of interventions

The evidence for providing treatment for PTSD between 1 and 3 months after a
traumatic event was limited across different interventions. Based on this limited
evidence and their own experience, the committee agreed that it was important to
focus treatment on the time period when they were most certain that people would
benefit — that is, more than 3 months after the trauma. One exception to this is for
trauma-focused CBT where the committee extrapolated from limited evidence
showing benefits between 1 and 3 months after trauma, and the broader evidence
base that showed benefits within the first month and more than 3 months after
trauma. It is unlikely that effects would be different in this 2-month time period, so the
committee recommended trauma-focused CBT for adults with a diagnosis of PTSD
or clinically important symptoms of PTSD more than 1 month after a traumatic event.

Impact of the recommendations on practice

Previous treatment recommendations were made for adults with PTSD, whereas
current recommendations are relevant to adults with a diagnosis of PTSD or with
clinically important symptoms of PTSD. The committee noted that the structure,
content and time of the assessment, as well as the benefits from treatment are
broadly the same for both populations and expressed the view that the population
covered in the current treatment recommendations does not represent a significant
broadening of the population that was covered by the previous guideline
recommendations, and indeed many individuals with clinically important symptoms of
PTSD that are below the diagnostic threshold for PTSD will eventually develop a
diagnosis of PTSD.

Both trauma-focused CBT and EMDR were recommended by the 2005 guideline,
and the committee did not think there was wide variation in practice. The new
recommendation for non-trauma-focused symptom-specific CBT interventions
represents a bigger change in practice because the 2005 guideline recommended
that non-trauma-focused interventions should not be routinely offered to people with
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chronic PTSD. The impact on resources is difficult to predict because it is
recommended only as an option to consider, but it might bring potential savings by
improving uptake and engagement with trauma-focused therapies that should reduce
missed appointments and early drop-out.

The recommendation for supported computerised trauma-focused CBT is also
thought to represent a bigger change in practice. There was no 2005
recommendation for self-help-based interventions and the committee were not aware
of such interventions being in widespread use in routine clinical practice. The cost of
supported computerised trauma-focused CBT includes, in addition to therapist’s time,
the cost of the digital mental health programmes and equipment (computers) needed
for delivery. If the intervention is delivered in a public place, such as a library, or the
person’s home, there is no equipment cost. If the computer is used in a clinical
practice setting, it can be shared by many people having computerised therapy,
minimising the equipment cost. It could therefore lead to cost savings if part of
routine practice is shifted from the more resource-intensive individual trauma-focused
CBT and EMDR to the less resource-intensive supported computerised trauma-
focused CBT.

The committee acknowledged that there would be a cost associated with providing
extra trauma-focused therapy sessions for people with complex PTSD if they are
necessary. Previous recommended practice was to consider more than 12 sessions
for people after multiple incident trauma, or who have chronic disability or significant
coexisting conditions or social problems. However, in clinical practice the provision of
additional sessions is variable.

The committee’s discussion of the evidence

Interpreting the evidence

Outcomes that matter the most

Critical outcomes were measures of PTSD symptom improvement on validated
scales, remission (as defined as a loss of diagnosis or scoring below threshold on a
validated scale), and response (as measured by an agreed percentage improvement
in symptoms and/or by a dichotomous rating of much or very much improved).
Attrition from treatment (for any reason) was also considered an important outcome,
as a proxy for the acceptability and/or tolerability of treatment. The committee
considered dissociative symptoms, personal/social/occupational functioning
(including global functioning/functional impairment, sleeping or relationship
difficulties, and quality of life), and symptoms of a coexisting condition (including
anxiety, depression and substance use disorder symptoms) as important but not
critical outcomes. This distinction was based on the primacy of targeting the core
PTSD symptoms, whilst acknowledging the influence that wider benefits may have
on decision-making about the efficacy of a given intervention. Generally change
scores were favoured over final scores as although in theory randomisation should
balance out any differences at baseline, this assumption can be violated by small
sample sizes. The committee also expressed a general preference for self-rated
PTSD symptomatology, however, in considering psychological interventions (relative
to pharmacological interventions) a greater emphasis was placed on triangulating
effects on self-rated PTSD symptomatology with clinician-rated outcome measures,
given that the latter but not the former could be blinded.

The quality of the evidence
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With the exception of less than a handful of outcomes of moderate quality, all the
evidence reviewed was of low or very low quality, reflecting the high risk of bias
associated with the studies (including for instance, high risk of bias associated with
randomisation method as reflected by significant group differences at baseline, and
lack of/unclear blinding of outcome assessment), the small numbers in many trials
and the imprecision of many of the results (in terms of both the width of the
confidence intervals and the failure to meet the optimal information size).

The quality of the NMAs that informed the economic analysis has been affected by
the quality and limitations of the studies included in each of them. The NMA of
changes in PTSD symptom scale scores at treatment endpoint, which informed the
guideline base-case economic analysis, showed no evidence of inconsistency
between direct and indirect evidence. On the other hand, some evidence of
inconsistency was identified in the NMA of continuous data at 1-4 month follow-up
and the NMA of dichotomous remission data at treatment endpoint, both of which
informed secondary economic analyses. Heterogeneity across all NMAs was found
to be high. In all NMAs, relative effects of most interventions versus waitlist were very
large and characterised, in many cases, by considerably wide 95% credible intervals.
The committee noted these limitations when interpreting the results of the NMAs but
also the cost effectiveness results.

Effects for some interventions in the NMA were informed by limited evidence: group
trauma-focused CBT offered in 8-12 sessions, present centered therapy and IPT
were tested on fewer than 100 individuals regarding the change in PTSD symptoms
scores at treatment endpoint. In the outcome of remission, non-trauma-focused CBT,
group trauma-focused CBT offered in 8-12 sessions, IPT, present-centered therapy,
self-help without support, and individual trauma-focused CBT offered in 8-12
sessions combined with SSRI were also tested on fewer than 100 participants each.
Even more limited evidence was available in the NMA of continuous follow-up data:
effects for combined somatic and cognitive therapies, IPT and self-help without
support were based on data from fewer than 50 participants for each intervention,
whereas effects for individual trauma-focused CBT offered in more than12 sessions,
present-centered therapy and self-help with support were based on data from 50-100
participants each. The committee noted that individual trauma-focused CBT offered
in 8-12 sessions had the most robust evidence base across all outcomes assessed in
the NMA.

However, the committee agreed to make strong recommendations despite
uncertainty in the evidence, as the breadth of outcomes considered allowed
triangulation of effects, and greater confidence was conferred where long-term
follow-up was available. Strong recommendations were also supported by economic
evidence. The committee decided to make weaker (‘consider’) recommendations on
interventions that were supported by a more limited evidence base.

Consideration of clinical benefits and harms

The committee discussed the strength and breadth of the evidence for trauma-
focused CBT, with benefits observed on both clinician-rated and self-rated measures
of PTSD symptomatology, the rate of remission and response, and on other
outcomes including depression, anxiety, dissociative symptoms, global functioning,
functional impairment, and relationship difficulties. Clinical efficacy was also
observed across: a range of trauma types (including motor vehicle collisions, terrorist
attacks, natural disasters, witnessing war as a civilian, military combat, being an
emergency responder, childhood sexual abuse, and sexual assault or abuse in
adulthood); both single and multiple incident index traumas; both those with a
diagnosis of PTSD and those with clinically important symptoms (who may not
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necessarily have a diagnosis); and across specific trauma-focused intervention types
(both those that place emphasis on exposure and those that place emphasis on
cognitive techniques). Taken together with evidence suggesting that benefits are
potentially long-lasting, the committee agreed that trauma-focused CBT should be
offered as a first-line treatment to adults with PTSD. The committee discussed the
limited evidence for the efficacy of trauma-focused CBT as early treatment (initiated
within 1-3 months of trauma). However, they agreed that this evidence is weaker and
judged it to be more important to focus therapeutic attention on the time periods
associated with greatest certainty of benefit, namely within the first month of trauma
for those with clinically important symptoms (see Evidence Report C)and for adults
with PTSD who have been exposed to trauma more than 3 months ago.

The committee noted that although interventions within the trauma-focused CBT
class are using the same broad approach, efficacy is considered to be equivalent
across specific interventions, and there is considerable overlap in the techniques and
proposed mechanisms of the various versions of trauma-focused CBT. Given this
class is a somewhat broad umbrella, it was therefore important to specify the content
and structure of the recommended intervention. The committee also expressed
concern that psychological interventions are not always implemented consistently.
For example, audits have suggested less-than-recommended number of sessions
are used in practice. The recommended structure and content of trauma-focused
CBT (number of sessions, manualised, included content) is informed by the
interventions in the RCTs, and modified by the expert advice of the committee. This
recommendation seeks to ensure clarity and consistency, and that use in routine
practice reflects the interventions in the clinical trials on which efficacy estimates are
based. In discussing this recommendation, the committee were also mindful that
although the evidence for trauma-focused CBT is compelling, heterogeneity is high
across outcomes and could not be accounted for by planned sub-analyses (by
multiplicity of trauma, specific intervention, diagnostic status at baseline, or trauma
type). The committee speculated on other potential causes of this heterogeneity,
including sub-optimal patient to treatment matching. Based on these discussions, the
committee drafted the recommendation about the content and structure of trauma-
focused CBT in a way that allowed enough flexibility for the clinician to modify
treatment to the individual, but enough specificity to ensure a minimum standard is
set.

In the NMAs that informed the economic analysis, the committee attempted to
assess the effect of trauma-focused CBT in relation to its mode of delivery
(individually or in groups) and the number of sessions provided. According to the
NMA findings, individual trauma-focused CBT was effective, but increasing the
number of sessions of individual trauma-focused CBT did not appear to translate into
higher efficacy in terms of PTSD symptomatology. The committee attributed these
findings to the populations in the studies that assessed individual trauma-focused
CBT of different intensity: the committee expressed the view (which was confirmed
by inspection of the clinical data) that it was likely that study participants who were
recruited in trials that assessed a higher number of sessions of individual trauma-
focused CBT also had more severe symptoms of PTSD at baseline, and therefore
were likely to have a more limited response to treatment compared with study
participants in trials that tested a smaller number of individual trauma-focused CBT
sessions. The committee noted that there was evidence that the treatment effect was
sustained beyond treatment endpoint for individual trauma-focused CBT of 8 to 12
sessions, and that the evidence on the effects beyond treatment endpoint for fewer
or more sessions of individual trauma-focused CBT was uncertain.
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The committee noted that 8-12 sessions of group trauma-focused CBT were not
effective, that the evidence for group trauma-focused CBT of more than 12 sessions
was very limited and uncertain, and that there was no evidence for the effects of
group trauma-focused CBT beyond treatment endpoint. The committee therefore
decided to make a recommendation specifically for individual trauma-focused CBT.

Although the evidence (clinical and economic) favoured briefer individual-based
trauma-focused CBT (up to 8 sessions), the committee chose to recommend 8-12
sessions as the standard. This is based on the standard number of sessions outlined
in most validated treatment manuals, and was also motivated by the committee’s
concern that if less than 8 sessions were recommended, no one would ever be
offered more than 8 sessions, and this could be a particular problem for people who
need additional time to build a trusting therapeutic relationship. The committee were
also mindful of the recommendation for supported computerised trauma-focused
CBT (see below), which meant that an alternative lower intensity psychological
intervention was available where this is clinically appropriate.

The NMA suggested that psychoeducation was highly effective compared with other
psychological interventions, however, the evidence base was very limited and highly
uncertain and did not warrant a recommendation for psychoeducation on its own.
Nevertheless, the evidence supported a recommendation on psychoeducation as
part of individual trauma-focused CBT.

The evidence also suggests large benefits of EMDR, with significant effects relative
to waitlist or treatment as usual, and relative to less directive psychological
interventions (suggesting that efficacy cannot be accounted for solely by non-specific
factors). The committee discussed how best to sequence these two psychological
interventions. In considering the relative efficacy of trauma-focused CBT and EMDR,
the committee grappled with the greater weight of evidence for trauma-focused CBT
in terms of the number of RCTs, the direct head-to-head comparison suggesting non-
significant differences but a trend for EMDR, and the more restricted evidence base
for EMDR in terms of the breadth of outcome meaures used/reported (for instance,
much less data for clinician-rated PTSD symptomatology) and the length of follow-up.
Moreover, the guideline NMA suggested that EMDR was among the most effective
psychological treatment options, less than trauma-focused CBT offered in 8
sessions, but more than trauma-focused CBT offered in 8-12 sessions. Therefore, a
strong recommendation for EMDR was considered appropriate. This follows on from
the evidence and promotes patient choice. However, this recommendation was
restricted to those with non-combat-related trauma as the evidence suggests non-
significant effects of EMDR for those who have experienced military combat-related
trauma.

In discussing the evidence for trauma-focused therapies for the treatment of PTSD in
adults, the committee were mindful of proposed changes to the World Health
Organization's (WHO) International Statistical Classification of Diseases and Related
Health Problems, 11th Edition (ICD-11), that adopts complex PTSD as a diagnostic
category. Given that the evidence on which these recommendations are based
predates the formal release of the new diagnosis, the strength of the evidence in
relation to complex PTSD is inevitably weaker than in relation to PTSD. The
committee attempted to address the issue of potential differential efficacy by using
multiple incident index trauma as a proxy for complexity. Sub-analyses by trauma
type were also examined. The committee recognised that this proxy was imperfect
but were limited by the evidence available. The results suggest that both trauma-
focused CBT and EMDR could be effective for complex PTSD, and this makes
theoretical sense as complex PTSD is by definition a subset of ICD-11 PTSD. There
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is some evidence that even without modification, interventions that are effective for
PTSD can also be effective for complex PTSD, but possibly to a lesser extent (e.g.
Dorrepaal et al. 2012). However, the committee discussed that those with complex
PTSD are likely to have more severe symptoms and consequently greater
impairment of function and thus interventions may require some minor modifications
whilst maintaining the core components of the intervention when offered to those with
complex PTSD, such as an increase in the number of sessions. The committee also
discussed particular difficulties that may be experienced in establishing a trusting
therapeutic relationship for those who have experienced repetitive and prolonged
relational trauma, and recommended that where necessary more time should be
taken to establish the person’s trust in treatment. The committee also noted the
importance of planning for ongoing support needs in order to ameliorate the risk
arising from residual symptoms, relapse and the ending of the supportive therapeutic
relationship. The committee prioritised this area as one for further research (see
Appendix L).

The committee discussed the evidence for benefits of self-help (both with and without
support) in general, with a specific focus on computerised trauma-focused CBT, and
were both surprised and encouraged by the strength of the evidence as at the time of
the previous guideline only one trial of guided self-help had been conducted, which
failed to show any benefit from this intervention. The results from this review,
although not entirely anticipated, are in line with many other anxiety and depressive
disorders, where there is good evidence for the efficacy of self-help-based
interventions. There is no direct evidence for the relative efficacy of supported versus
non-supported computerised trauma-focused CBT and other comparisons are
confounded by differences in the type of self-help. Results of the NMA did, however,
suggest a greater effect size associated with self-help with support compared with
self-help without support. The committee discussed that although evidence was good
for self-rated PTSD symptomatology and other important outcomes (including quality
of life, anxiety symptoms and depression symptoms), and there is some evidence for
longer-lasting effects, there are areas where evidence is much more limited,
including clinician-rated PTSD symptomatology, remission and response. There is
also more uncertainty regarding the generalisability of findings, for example, the
trauma types examined are much more restricted. Taking the evidence for efficacy,
together with the gaps in the evidence, the committee agreed that supported
computerised trauma-focused CBT should be considered as an option for adults with
PTSD. The committee also noted that the greater opportunity for patient choice that
this recommendation offers is also in line with results from the qualitative evidence
meta-synthesis (see Evidence report H) that suggests that service users require
flexibility in the delivery of treatment, often favouring treatments that can be accessed
in non-clinical environments.

The committee considered the benefits of non-trauma-focused symptom-specific
CBT interventions, in the context of the considerable distress that can be caused by
specific PTSD symptoms, for example intrusive recollections or nightmares
concerning the event, specific sleep disturbance, social withdrawal, irritability or more
generalised distress, and the potential for these symptoms to significantly interfere
with social, educational and occupational functioning. The committee also noted that
specific or associated symptoms can lead people to self-medicate with drugs or
alcohol, which in turn can lead to additional functional impairments. The NMA on
continuous outcomes at treatment endpoint (which was the NMA of best quality)
suggested that non-trauma-focused CBT had a modest effect and ranked in the
middle of the range of psychological interventions. However, the committee agreed
that symptom-specific CBT interventions should not be used as a stand-alone
treatment for PTSD and a ‘consider’ rather than ‘offer’ recommendation was judged
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to be appropriate. The committee discussed that not everyone will be ready to
directly confront troubling memories of the traumatic event and the personal
meanings of the event and its consequences (as required by trauma-focused CBT
and EMDR), and for some a symptom-specific CBT intervention might promote
access to, uptake of, and engagement with a trauma-focused intervention that
specifically targets PTSD.

Given the considerable evidence for trauma-focused CBT, EMDR, self-help and non-
trauma-focused symptom-specific CBT, the committee considered it appropriate to
set a relatively high bar for other interventions. No evidence was identified for
psychologically-focused debriefing (for treatment of PTSD symptoms more than 1
month after trauma) or for human givens therapy. There was limited evidence for
neither significant benefits nor harms for problem solving or attention-bias
modification. For some interventions (such as metacognitive therapy, single-session
behavioural therapy, hypnotherapy, psychodynamic therapy, IPT, resilience-oriented
treatment, cognitive-behavioural conjoint therapy, family therapy, child-parent
psychotherapy using play), there was limited evidence for efficacy but the evidence
base was considered too small to be confident that the benefits observed are true
effects and thus a recommendation could not be supported. For other interventions,
such as present-centered therapy and counselling, the committee noted their
inferiority to recommended interventions, in terms of both clinical and cost
effectiveness, and decided that a recommendation was not appropriate. Combined
somatic and cognitive therapies, looked potentially more promising and required
greater scrutiny and deliberation. The NMA of changes in PTSD symptom scale
scores at treatment endpoint showed a high effect and good ranking for combined
somatic and cognitive therapies relative to other interventions. However, given that
less is known about the breadth of effects (very limited evidence for clinician-rated
PTSD symptomatology, remission, other important associated symptoms and no
follow-up), and that there is no evidence that they might be appropriate in cases
where the recommended interventions are not (i.e. for specific indications), the
committee came to the decision that the evidence was not quite sufficient to warrant
a recommendation at this time. However, the committee did not prioritise this topic as
an area for further research.

Although the evidence for trauma-focused CBT was overwhelmingly positive, the
committee discussed the evidence suggesting a potential harm of trauma-focused
CBT in terms of a significantly higher rate of drop-out relative to waitlist, and a small
but still statistically significant higher drop-out where trauma-focused CBT
augmented treatment as usual or medication relative to treatment as
usual/medication-only. The committee discussed potential reasons for this higher
rate of discontinuation, and speculated that trauma-focused CBT may be less
acceptable to people who are not ready to directly confront traumatic memories, are
not able to engage due to functional impairment from associated symptoms, and/or
have difficulties in building a trusting therapeutic relationship. As existing
recommendations for non-trauma-focused symptom-specific CBT interventions,
modifications of trauma-focused therapies for those with additional needs (including
complex PTSD), and engagement strategies for those with difficulties in building trust
in the therapeutic relationship (based on the qualitative evidence [see evidence
review H]) have the potential to address some of these reasons for discontinuation,
the committee agreed that the potential for benefit was greater than the potential for
harm. The committee also noted that effects on discontinuation only reached the
threshold for clinical importance for the comparison against waitlist where there may
be an additional incentive for waitlist participants not to drop-out, given that access to
the intervention is contingent upon continuing in the trial. Furthermore, offering
EMDR as an option for those with non-combat-related PTSD, or supported
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computerised trauma-focused CBT as an alternative lower intensity intervention,
allows people who may not find trauma-focused CBT acceptable to access another
psychological intervention if they prefer.

Cost effectiveness and resource use

Existing economic evidence suggested that trauma-focused CBT is a cost-effective
option for the treatment of PTSD in adults, compared with other active interventions
(psychoeducation, sertraline), TAU or no treatment. Non-trauma-focused CBT also
appears to be cost-effective relative to psychoeducation, based on very limited
evidence. The committee took existing economic evidence into account but noted
that this is only partially applicable to the UK, it assesses the relative cost
effectiveness of a limited number of interventions, and the quality of the evidence is
variable, with most of this evidence being characterised by potentially serious
limitations.

The committee considered the results of the guideline base-case economic analysis
when making recommendations, which was informed by a NMA of overall good
quality, as the secondary economic analyses utilised NMAs that were characterised
by potential inconsistency between direct and indirect evidence and a more limited
evidence base. Results of the guideline economic analysis were directly applicable to
the NICE decision-making context and were thus given more weight than existing
evidence. The guideline base-case economic analysis was overall characterised by
minor limitations, so the committee were confident to use its findings to support
recommendations.

Results suggested that brief individual trauma-focused CBT (up to 8 sessions),
psychoeducation, EMDR, combined somatic and cognitive therapies and self-help
with support are among the 5 most cost-effective interventions for the treatment of
PTSD in adults. Individual TF-CBT above 12 sessions, counselling, combined
trauma-focused CBT + SSRI, group TF-CBT and present-centered therapy do not
appear to be cost-effective relative to other active interventions assessed, as they all
ranked in the bottom 5 places among active interventions across all analyses.
Counselling and individual trauma-focused CBT above 12 sessions were also found
to be less cost-effective than no treatment in the base-case analysis. In-between,
there was another group of psychological interventions (individual trauma-focused
TF-CBT 8-12 sessions, self-help without support, non-trauma-focused CBT and IPT)
that occupied middle cost effectiveness rankings in the base-case analysis. These
results were characterised by high uncertainty as no single intervention stood out
clearly as the most cost-effective option. On the other hand, results were robust to
alternative scenarios tested through deterministic sensitivity analysis.

The committee noted that individual trauma-focused CBT of fewer than 8 sessions
was the most clinically and cost-effective form of individual trauma-focused CBT.
Consistent with the results of the NMA, increasing the number of sessions of
individual trauma-focused CBT reduced its cost effectiveness. The committee
attributed this finding to the populations in the studies assessing individual trauma-
focused CBT of different intensity: they expressed the opinion that participants who
were recruited in trials that assessed a higher number of individual trauma-focused
CBT sessions were likely to have more severe symptoms of PTSD at baseline, and
therefore they were likely to have a more limited response to treatment compared
with participants in trials that tested a smaller number of individual TF-CBT sessions.
Nevertheless, individual trauma-focused CBT of 8-12 sessions was also a cost-
effective option (albeit less cost-effective than individual trauma-focused CBT of
fewer than 8 sessions, EMDR, psychoeducation, combined somatic and cognitive
therapies, and supported self-help) and had the most solid evidence base among all
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interventions assessed in the economic analysis. Therefore, the committee
expressed the opinion that the economic evidence did support a recommendation for
8-12 sessions of trauma-focused CBT delivered individually as the standard offer,
which is the standard number of sessions outlined in most validated treatment
manuals and represents good practice as described in the previous section. In
contrast, group trauma-focused CBT, individual trauma-focused CBT above 12
sessions and combined individual trauma-focused CBT + SSRI were not cost-
effective options and were not considered for recommendation.

The committee noted that the result for psychoeducation should be interpreted with
great caution due to the limited and uncertain evidence base, and decided not to
recommend psychoeducation on its own, but as part of individual trauma-focused
CBT.

The committee expressed the view that the high cost effectiveness of EMDR,
alongside clinical evidence, justified a strong recommendation. It was noted that
EMDR was offered in 6 sessions in economic modelling, based on the average
resource use reported in the trials that informed the NMA and economic analysis.
Nevertheless, the committee tested also 10 sessions of EMDR in the economic
model and noted that its relative cost effectiveness was not substantially affected (it
dropped only one place in cost effectiveness ranking). Therefore, they decided to
recommend 8-12 sessions of EMDR, in line with validated treatment manuals.

The committee took into account the relatively high cost effectiveness of self-help
with support when making a recommendation for supported computerised trauma-
focused CBT, and noted that the greater effect sizes associated with self-help with
support were sufficient to offset its greater costs compared with self-help without
support. However, as supported self-help was less cost-effective than brief trauma-
focused CBT and EMDR and had a narrower evidence base, the committee made a
weaker (‘consider’) recommendation for adults who do not want or have not been
able to engage in face-to-face trauma-focused CBT or EMDR.

The committee considered the high relative cost effectiveness of combined somatic
and cognitive therapies. However, taking into account the very limited evidence for a
variety of important clinical outcomes and the lack of specific indications for these
interventions, they decided not to make a recommendation.

Finally, among the interventions that occupied middle cost effectiveness rankings,
non-trauma-focused CBT had the wider evidence base after self-help with support.
The committee considered the relative cost effectiveness of non-trauma-focused
CBT together with its clinical benefits and decided that this evidence warranted a
‘consider’ recommendation for adults who are unable or unwilling to engage in a
trauma-focused intervention that specifically targets PTSD or for those who have
residual symptoms after a trauma-focused intervention.

The committee judged that economic evidence for other interventions considered in
the economic analysis, combined with clinical evidence, was not compelling and
therefore decided not to make further recommendations.

When assessing the impact of treatment recommendations on available resources,
the committee was aware that previous recommendations were made for adults with
PTSD, whereas current recommendations are relevant to adults with a diagnosis of
PTSD or with clinically important symptoms of PTSD. The latter are identified when
people score above a pre-determined threshold on a validated PTSD symptom scale,
which is indicative but not confirmatory of a diagnosis of PTSD. The committee noted
that the assessment of a person with suspected PTSD includes a general
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assessment of mental state, specific questions about the traumatic event(s),
enquiries into specific traumatic hyper vigilance and intrusive thoughts and
assessment of the impact of the symptoms on personal and social functioning. In
current practice, the structure, content and time of the assessment is the same for
people for whom a diagnosis of PTSD has been made and for people who have been
identified to experience clinically important symptoms of PTSD. The committee noted
that the decision to start treatment in both populations is influenced by the severity of
symptoms, the trajectory of symptoms, any co-morbid mental disorders and the
individual’s preference for treatment. The committee expressed the opinion that the
impact of experiencing clinically important PTSD symptoms on the person’s social
and personal functioning may be broadly similar to the impact of a formal diagnosis
of PTSD, depending on the presence and/or intensity of the factors described above
(i.e. severity and trajectory of symptoms and any co-morbid mental disorders) and
decided that treatment recommendations should focus on both populations. The
committee expressed the view that the population covered in the current treatment
recommendations does not represent a significant broadening of the population that
was covered by the previous guideline recommendations, and indeed many
individuals with clinically important symptoms of PTSD that are below the diagnostic
threshold for PTSD will eventually develop a diagnosis of PTSD.

The committee anticipated that the recommendations for individual trauma-focused
CBT and EMDR will only result in a moderate change in practice, as both
interventions were recommended by the previous guideline, and the committee did
not think there was wide variation in practice. The committee expressed the view that
the resource impact of the recommendation for non-trauma-focused symptom-
specific CBT interventions might be bigger because the previous guideline
recommends that non-trauma-focused interventions (which do not address traumatic
memories) should not routinely be offered to people who present with chronic PTSD.
However, as the recommendation is weak (‘consider’), the extent of implementation
and its impact on resources is difficult to predict. The committee agreed that
implementation of this recommendation might bring potential savings by improving
uptake and engagement with trauma-focused therapies that should reduce missed
appointments and early drop-out.

The recommendation for supported computerised trauma-focused CBT is also
thought to represent a bigger change in practice, as there was no recommendation
for self-help-based interventions in the previous guideline and the committee were
not aware of such interventions being in widespread use in routine clinical practice.
The cost of supported computerised trauma-focused CBT includes, in addition to
therapist’s time, the cost of the provider of digital mental health programmes and
related equipment required for delivery (e.g. personal computers). However, if the
intervention is delivered in a public place (e.g. library) or the person’s home, the
equipment cost is zero. On the other hand, if a personal computer is used in a clinical
practice setting, it can be shared by people with the same or other indications for
computerised therapy (e.g. depression), thus minimising the relevant equipment cost.
The committee expressed the view that implementation of this recommendation may
lead to potential cost-savings, if part of routine practice is shifted from the more
resource-intensive individual trauma-focused CBT and EMDR to the less resource-
intensive supported computerised trauma-focused CBT. Nevertheless, since this
recommendation is weak (‘consider’), the extent of implementation and its impact on
resources is difficult to predict.

The committee also made a negative (‘do not offer’) recommendation for
psychologically-focused debriefing after considering clinical outcomes. This
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1 recommendation is in line with what the previous guideline recommended and
2 therefore no impact on resources is anticipated.
3 Other considerations
4 The committee noted how encouraging the evidence is for psychological treatments
5 such as trauma-focused CBT for treating PTSD. However, they agreed that there is
6 very little evidence to help professionals decide what to do next to treat or manage
7 PTSD symptoms. It is essential to provide effective support to people who have not
8 responded well to a first-line treatment, especially given the damaging effect of
9 persistent PTSD on quality of life and mental and physical health. Therefore they
10 prioritised this area as one for further research (see Appendix L).
11 The committee also discussed that there is limited evidence on how certain
12 subpopulations with PTSD have differential response to alternative psychological
13 treatments. For professionals this means that when they are discussing treatment
14 options with people where there is no good evidence on which to base advice about
15 which treatment they are most likely to benefit from. This increases the chance that
16 people will have ineffective treatments. Therefore, they prioritised this area as one for
17 further research (see Appendix L).
18 References for included studies

19 Trauma-focused CBT
20 Akbarian 2015

21 Akbarian F, Bajoghli H, Haghighi M, et al. (2015) The effectiveness of cognitive
22 behavioral therapy with respect to psychological symptoms and recovering

23 autobiographical memory in patients suffering from post-traumatic stress disorder.
24 Neuropsychiatric disease and treatment 11, 395

25 Alghamdi 2015

26 Alghamdi M, Hunt N and Thomas S (2015) The effectiveness of Narrative Exposure
27 Therapy with traumatised firefighters in Saudi Arabia: A randomized controlled study.
28 Behaviour Research and Therapy 66, 64-71

29 Asukai 2010

30 Asukai N, Saito A, Tsuruta N, et al. (2010) Efficacy of exposure therapy for Japanese
31 patients with posttraumatic stress disorder due to mixed traumatic events: A
32 randomized controlled study. Journal of traumatic stress 23(6), 744-50

33 Bass 2013

34 Bass JK, Annan J, Mclvor Murray S, et al. (2013) Controlled trial of psychotherapy for
35 Congolese survivors of sexual violence. New England Journal of Medicine 368(23),
36 2182-91

37 Beck 2009

38 Beck JG, Coffey SF, Foy DW, et al. (2009) Group cognitive behavior therapy for
39 chronic posttraumatic stress disorder: An initial randomized pilot study. Behavior
40 therapy 40(1), 82-92

41 Bisson 2004
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