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ARSTRACT
Background

Increasing evidence indicates that individuals  ho sevel p severe mental illness (SMI) are also vulnerable to developing post-traumatic
stress disorder (PTSD), due to increased r’ k of ¢ >~ /e to traumatic events and social adversity. The effectiveness of trauma-focused
psychological interventions (TFPIs) for 1 “D in the general population is well-established. TFPIs involve identifying and changing
unhelpful beliefs about traumati’ exp iences, ~rocessing of traumatic memories, and developing new ways of responding to cues
associated with trauma. Little j* <nown  out the potential feasibility, acceptability and effectiveness of TFPIs for individuals who have

a SMI and PTSD.

Objectives

To evaluate the effectivene. s of psychological interventions for PTSD symptoms or other symptoms of psychological distress arising
from trauma in people witt, “MI.

Search methods

We searched ne Co. rane § nizophrenia Group’s Trials Study-Based Register (up until March 10, 2016), screened reference lists of
relevant re” orts an< reviews, and contacted trial authors for unpublished and/or specific outcome data.

Selection « “ter

We included all r¢ vant randomised controlled trials (RCTs) which investigated TFPIs for people with SMI and PTSD, and reported

useable data.
Data collection and analysis

Three review authors (DS, ME IN) independently screened the titles and abstracts of all references identified, and read short-listed full
text papers. We assessed risk of bias in each case. We calculated the risk ratio (RR) and 95% confidence interval (CI) for binary outcomes,
and the mean difference (MD) and 95% CI for continuous data, on an intention-to-treat basis. We assessed quality of evidence using
the Grading of Recommendations Assessment, Development and Evaluation (GRADE) and created ’Summary of findings’ tables.

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review) 1
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Main results

Four trials involving a total of 300 adults with SMI and PTSD are included. These trials evaluated three active intervention therapies:
trauma-focused cognitive behavioural therapy (TF-CBT), eye movement desensitisation and reprocessing (EMDR), and brief psychoe-
ducation for PTSD, all delivered via individual sessions. Our main outcomes of interest were PTSD symptoms, quality of life/well-
being, symptoms of co-morbid psychosis, anxiety symptoms, depressive symptoms, adverse events and health economic outcomes.

1. TF-CBT versus usual care/waiting list

Three trials provided data for this comparison, however, continuous outcome data availe. '= we.o >~ often found to be skewed
than unskewed, leading to the necessity of conducting analyses separately for the two types of « ntinuous « ta. Using the unskewed
data only, results showed no significant differences between TF-CBT and usual care in re” ‘ng ci. “-ian- uted PTSD symptoms at
short term (1 RCT, n =13, MD 13.15, 95% CI -4.09 to 30.39,low-quality evidence). Lim ted uns. ~ved data showed equivocal results
between groups in terms of general quality of life (1 RCT, n = 39, MD -0.60, 95% CI -4. 7 to 3.27, low-quality evidence), symptoms
of psychosis (1 RCT, n = 9, MD -6.93, 95% CI -34.17 to 20.31, low-quality e- uence,, nd a. lety (1 RCT, n =9, MD 12.57, 95%
CI -5.54 to0 30.68, very low-quality evidence), at medium term. The only availe le data on ¢ pression symptoms were skewed and were
equivocal across groups at medium term (2 RCTs, n = 48, MD 3.26, 95% C1 3.66 to 10. 3, very low-quality evidence). TF-CBT was
not associated with more adverse events (1 RCT, n = 100, RR 0.44, 95% CI 0.0 > 0 2.2 ., low-quality evidence) at medium term. No
data were available for health economic outcomes. Very limited data for PTSD and other symptoms were available over the long term.

2. EMDR versus waiting list

One trial provided data for this comparison. Favourable effects were fou. *d to. * VIDR in terms of PTSD symptom severity at medium
term but data were skewed (1 RCT, n = 83, MD -12.31, 95% CI -.. 72 tc 1.90, very low-quality evidence). EMDR was not associated
with more adverse events (1 RCT, n = 102, RR 0.21, 95% CI © .. 2 1.8, low-quality evidence). No data were available for quality of
life, symptoms of co-morbid psychosis, depression, anxiety a d hr uth conomics.

3. TF-CBT versus EMDR
One trial compared TF-CBT with EMDR. PTSD sym, ‘om sc :rity, based on skewed data (1 RCT, n = 88, MD -1.69, 95% CI -

12.63 t0 9.23, very low-quality evidence) was simila- hetwec  treatment groups. No data were available for the other main outcomes.
4. TF-CBT versus psychoeducation

One trial compared TF-CBT with psychoedt arun. R sults were equivocal for PTSD symptom severity (1 RCT, n = 52, MD 0.23,
95% CI -14.66 to 15.12, low-quality evide ce) an. _ eral quality of life (1 RCT, n = 49, MD 0.11, 95% CI -0.74 to 0.95, low-quality

evidence) by medium term. No data were « lable for the other outcomes of interest.
Authors’ conclusions

Very few trials have investigated 1= ™" for individuals with SMI and PTSD. Results from trials of TF-CBT are limited and inconclusive
regarding its effectiveness on PTSD, ¢ ~n psychotic symptoms or other symptoms of psychological distress. Only one trial evaluated
EMDR and provided limits { preliminary evidence favouring EMDR compared to waiting list. Comparing TF-CBT head-to-head with
EMDR and brief psychc' ~ ication respectively, showed no clear effect for either therapy. Both TF-CBT and EMDR do not appear
to cause more (or less) advers. ~ffects, compared to waiting list or usual care; these findings however, are mostly based on low o very
low-quality evidence rurti larger scale trials are now needed to provide high-quality evidence to confirm or refute these preliminary
findings, and +o estc lish whi h intervention modalities and techniques are associated with improved outcomes, especially in the long
term.

PLAIN LA..GUAGE SUMMARY
Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness
Background

Post-traumatic stress disorder (PTSD) typically develops after a traumatic event is experienced or witnessed by an individual, or may
develop when trauma is experienced by someone close to them. There is growing evidence that people with a severe mental illness (SMI)
are vulnerable to developing PTSD due to increased risk of childhood and adulthood trauma. It is estimated that around a third of

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review) 2
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individuals with SMI also suffer from PTSD. A number of psychological interventions are available for the treatment of PTSD which
are collectively known as ’trauma-focused psychological interventions’ (TFPIs).

Searching for evidence

We searched the Cochrane Schizophrenia Group Trial’s Register in January 2015 and March 2016 and found four relevant studies
involving 300 adults diagnosed with both SMI and PTSD. The participants received treatments that in-luded trauma-focused cognitive
behavioural therapy (TF-CBT), eye movement desensitisation and reprocessing (EMDR), and brie. »sychoeducation. All of these
therapies support individuals to work through and process the memories, emotions and behaviorrs assoc ~ted with trauma.

Key results

When TF-CBT was compared to the care usually received, no effect for reducing PTSD, f ycu. ‘c, depressive or anxiety symptoms or
improving quality of life, was noted. There was some low-quality evidence from two stuc" - that pec sle with SMI and PTSD receiving
TE-CBT were more likely to recover from PTSD, that is, having PTSD symptoms-"“~h arc -low diagnostic threshold. TF-CBT was
not linked to an increase in side effects.

A comparison of people receiving EMDR against those awaiting treatment s; »wed a favo rable effect for reducing the symptoms of
PTSD (very low-quality evidence). Again, there was no difference in side effec. No d~ . were available for the effect of EMDR on
quality of life, psychosis, depression or anxiety.

A comparison of TF-CBT with EMDR indicated no difference in reductic - of PTSD symptom severity (very low-quality evidence).

Finally, when TF-CBT was compared with brief psychoeducation ther was ~ :vidence that either therapy was superior in treating a
range of PTSD symptoms.

Quality of the evidence

The review identifies limited, low-quality evidence on 7 F-CBy < 4 EM DR. The effects of these treatments in reducing the symptoms of
PTSD remain unclear although they do not appear to causc  ~v mu.« side effects than waiting for treatment. However, many important
outcomes of interest have not been reported on and mo. resea. - into the benefits of trauma-focused psychological interventions for

individuals with SMI and PTSD is required.

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review) 3
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SUMMARY OF FINDINGS FOR THE MAIN COMPARISON [Explanation]

Individual TF-CBT compared to waiting list/usual car far F “SD and severe mental iliness

Patient or population: Adults with co-morbid PTS D ar . SMI

Settings: Community

Intervention: Individual TF-CBT
Comparison: Waiting list/usual care

Outcomes

lllustrative cu...,  tive risks* (95% Cl)

No of Participants

Quality of the evidence

Comments

(studies) (GRADE)
A’ sum, ‘rie’ Corresponding risk
Wait.. - list/usual care Individual TF-CBT
PTSD symptoms: ‘'ini The mean clinician-rated 13 SEO0O Other data available for this
cian-rated PTSD sympto.. PTSD symptom severity - (1 study) low!2 outcome were skewed.
severity - average endpoint average endpoint caps total
CAPS total s~ore (high score (high = poor) - short
= poor) - shon ~rm (6 term - unskewed data in the
months) intervention groups was
13.15 higher
(4.09 lower to 30.39 higher)
G lit of life: 1. General The average endpoint QLS 39 SO0
quali, of life - average total score - medium term (1 study) low!:?
endpoint JLS total score (10-12 months) in the in-
(high = good) - medium tervention groups was 0.60
term lower
(4.47 lower to 3.27 higher)
Symptoms of co-morbid The mean overall mental 9 SEO0
psychosis: 1. Overall men- state - average endpoint (1 study) low!-2

tal state - average endpoint
BPRS total score (high =
poor) - medium term

BPRS total score (high =
poor) - medium term, in the
intervention groups was
6.93 lower


http://www.thecochranelibrary.com/view/0/SummaryFindings.html
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(34, lower to 20.31

- N
N
|gllu.l

Anxiety symptoms - av- The mean anxiety symp- 9 lelele)
erage endpoint BAI to- ‘oms in the intervention (1 study) very low!-2
tal score (high = poor) - groups was
medium term (12 months) 12.57 higher
(5.54 lower to 30.68 higher)
Depressive symptoms - av- The mean depressive symp- 48 DSOOO No unskewed data avail-
erage endpoint BDI-1l total toms - average endpoint (2 studies) very low!-3 able.
(high = poor) - medium term BDI-Il total (high = poor) in
(12 months) - skewed data the intervention groups was
3.26 higher
(3.66 lower to 10.18 higher)
Adverse events - inci.. **, Study population 100 SDPOO
of unspecified severe ao- (1 study) low?
verse events - me Yiumterm 85 per 1000 37 per 1000 RR (0.44) C1 0.09 to 2.31
(8o 197)
Moderate
85 per 1000 37 per 1000
(8 to 196)

Healt ~onomics

No data available.

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%Cl).
Cl: Confidence interval; RR: risk ratio.

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.
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UIndirectness: downgraded by one level to ’serious’ - continuous measure with a wide score range used which may not reflect
clinical significant change accurately.

2 Imprecision: downgraded by one level to ’serious’ - or' .one tudy with a small sample size (or subgroup sample size)

provides data for this outcome.

3 Imprecision: downgraded by one level to ’serious’ - an . "ila. 'e data from 2 studies were skewed.



BACKGROUND

Description of the condition

Severe mental illness (SMI) is defined according to three dimen-
sions: 1) a non-organic psychotic disorder; 2) treatment duration
lasting for two years or more; and 3) disability resulting in im-
pairments in social and occupational functioning (Ruggeri 2000).
Psychosis is manifested by delusions or hallucinations into which
an individual has limited insight (APA 2013), and which subse-
quently causes disturbances in functioning and relationships, de-
spite ongoing treatment and care. Psychosis is characterised by pos-
itive and negative symptoms, for example: delusions, hallucina-
tions, thought disorder, perceptual disturbances, and blunting or
incongruity of emotional responses. The cluster of schizophrenia
and related disorders (e.g. schizoaffective disorder, schizophreni-
form disorder and delusional disorder) are considered to be the
most common psychotic disorders (WHO 1992). Individuals liv-
ing with ’early onset psychosis’ or ’first episode psychosis’ and
those who are receiving treatment and support from early inter-
vention services are also considered to meet criteria for SMI due
to the similarities in their clinical presentation and the resulte
impairment and disability (NICE 2014). Bipolar disorder (7 /pe
1) diagnoses also fall within the remit of SMI. Bipola: disordc ™.
primarily characterised by episodes of fluctuating mood: ai. nat-
ing between elevated mood and increased activity - tha s oftc
accompanied by psychotic symptoms, and decreased ener, - and
activity (WHO 1992).

The onset of SMI tends to occur around late ad sesce .ce and early
adulthood (NICE 2014). The prevalence of s¢ ize shrer a - based
on a 2005 review of surveys undertaken in .6 co. *rie - has been
reported to be 0.4% for lifetime prevalc. = up to the point of
assessment, and 0.3% in the 12-p nn. erioa, ‘or to assessment
(Saha 2005). The 12-month - .evalenc
disorder is estimated to be 0.72 ~nd _ne lifetime prevalence rate

. rate of Type 1 bipolar
is reported to be 0.8%, according . 2004 review of previous
surveys (Waraich 2004). It is well-estabushed that people living
with SMI often have co.n orbid mental health problems, most
commonly depression, anxic., disorders, and post-traumatic stress
disorder (PTSD; NIZ .« .. " 4; Ke.d 2008).

The relationship be ween SN and co-morbid PTSD is complex
and poorly 1* .derstooc hut + Lere is increasing evidence to suggest
that the o .ch hig! _r prevalence of childhood sexual and physical
abuse, an. nci adversity continuing into adulthood amongst
people affectec. - SMI are likely to be risk mechanisms for PTSD
(Bebbington 2011; Xead 2008). It is estimated that around a third
of individuals with SMI also suffer from PTSD (Brunet 2012;
Kilcommons 2005; NICE 2014).

Post-traumatic stress disorder is a trauma and stress-related dis-
order. An individual may develop PTSD in response to directly
experiencing or witnessing a traumatic event in person or vi-
cariously, for example to a family member or close friend (APA

2013). The Diagnostic and Statistical Manual of Mental Disor-
ders (DSM) criteria highlights that a traumatic stressor usually
involves a perceived threat to life (either one’s own life or that
of another person), or physical integrity (Al - stressor criteria),
and intense fear, helplessness or horror (A2 - specific subjective
emotional reaction criteria; APA 2013; APA, 2000). DSM diag-
nostic criteria are considered to L more strict than the Interna-
tional Classification of Dise~ses-10 "CD-10) diagnostic criteria;
hence most randomise. ontroticu . 1ls (RCTs) of PTSD use
DSM criteria (NICE 2005). “SM-5 o1 lines four distinct diag-
nostic clusters of PT .U . mptoris (APA 2013), instead of the
three clusters desc:>d in the previous version (APA, 2000), as
follows: re-ex=“ancing = g. intrusive thoughts/images related to
the traum ,, avoida. < (e.g. sites or cues related to the trauma),
arousal (¢ g. fight or fi 3ht’ reactions, or panic), and negative cog-
nitions ar. " low moo . PTSD is relatively common, with preva-
lence rates es.. «as 0.4% and 3.5% in the general adult pop-
ulatiorn (Bisson 2013; Darves-Bornoz 2008; Kessler 1995; NICE
2005). The symptoms of PTSD often cause intense distress, phys-
i «c_imal . actions, and can significantly impair individuals’ qual-
ity « life aid functioning in multiple domains including interper-
sc. o1\ lationships (e.g. difficulties with trusting others, avoidance
of intimacy; APA 2013; NICE 2005). PTSD is also commonly
as Hciated with other co-morbid conditions, such as substance use,
- _pression, and/or ongoing physical health concerns such as pain
and disability resulting from the traumatic event (NICE 2005;
NICE 2013).

While the concept of PTSD has been conventionally applied to
survivors of combat, accidents and disasters, and victims of violent
crimes such as physical and sexual assaults, it has recently been
suggested that the illness experience of SMI itself, for example,
experiencing threatening or persecutory psychotic symptoms, can
be traumatic (Jackson 2009; Kilcommons 2005). In about one-
third of people with SMI, the experience of a recent onset of
psychosis is an event of such severity that it can lead to PTSD or at
least to PTSD symptoms (Brunet 2012; Morrison 2003; Mueser
2010), with the traumagenic elements of the psychotic experiences
meeting the criteria for a traumatic event according to the DSM-

IV-tr Al and A2 criteria (APA, 2000).

Description of the intervention

Several psychological therapies have been found to be effective
treatments for PTSD in the general population. These include
several modes of exposure therapy, trauma-focused cognitive be-
havioural therapy (TF-CBT) and eye movement desensitisation
and reprocessing (EMDR) (Bisson 2013; Bradley 2005; NICE
2005). All these therapies share some core elements that support
individuals to work through and process their trauma memories,
cognitions and attributions of traumatic events, and hence they
are collectively known as ’trauma-focused psychological therapies’

(Bisson 2013; Ehlers 2010; NICE 2005; NICE 2013; Schnyder
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2015). Both TF-CBT and EMDR are recommended by the UK
National Institute for Health and Care Excellence (NICE) guide-
line about the treatment of PTSD in child and adult populations;
with a course of eight to 12 individual outpatient sessions of TF-
CBT or EMDR being the most common form of treatment (NICE
2005; NICE 2013). Exposure therapy typically involves asking
the person to relive the trauma, either in their imagination or by
writing or audio-recording a trauma narrative to create a detailed
account of the event. The individual is then asked repeatedly to
listen to or read the narrative in order to become habituated to the
anxiety symptoms that are generated. An alternative form of expo-
sure therapy involves graded re-exposure to cues associated with
the traumatic event, for example, using a hierarchy of cues (which
are related to the trauma) (Creamer 2004; Schnyder 2015). Pro-
longed exposure (PE) therapy stipulates two such principal com-
ponents: imaginal exposure (i.e. repeated revisiting and recount-
ing of distressing trauma memories) followed by 15-20 minutes of
processing in which the imaginal exposure experience and other
related emotions and perceptions are discussed, and, in vivo ex-
posure (i.e. gradual approaching of avoided, safe trauma-related
situations) (Foa 2007). TF-CBT primarily involves supporting
individuals to identify, examine and change unhelpful thoughts
about others (e.g. people are not trustworthy), themselves (".g.
it is my fault this happened, I am a failure), the world (e.g. the
world is dangerous); or unhelpful behavioural responses ' at m.

perpetuate trauma symptoms or hamper functioning (* 7. av ‘d-
ing using public transport in London following the 7 Ju - 200>
(7/7) bombing; or drinking to excess in an atterz,  “~ prc 1ote
sleep), or both (Ehlers 2005; Resick 2003). EM™® was discov-
ered accidentally by Shapiro through her per onal xprtience of
rapid eye movements easing distress (Shapiro - ). Sk .piro fur-
ther developed EMDR into a structured . otocol-w...ven trauma-
focused therapy to alleviate the dis# = asso. >ted with traumatic
memories, based upon the adapr’ e infc mation process model of
PTSD (Shapiro 2001). EMD

that includes the individual recall..

therar | consists of eight phases
. image, thought, emotion
and a bodily sensation associated with . - traumatic event, whilst
receiving bilateral stimulati’ 1, most commonly in the form of eye
movements (Shapiro 206

How the i" .terv ntion might work

Exposure  nerapy nd exposure-based TF-CBT are thought to
work by 1. mo’ ag emotional habituation by repeated exposure
to the traumat. ~vents or cues associated with the events (Bryant
2003; Ehlers 2005, Marks 1998). Psychoeducation about com-
mon reactions to trauma is a key feature of all TF-CBT thera-
pies, which aim to normalise the individual’s symptoms and give
a rationale for the interventions that follow (Ehlers 2010; NICE
2005). TE-CBT, whilst relying on repeated exposure to the trauma
memory and in vivo exposure to situations avoided since the event,
also actively incorporates cognitive restructuring to modify the

excessively negative appraisals of the trauma or its sequelae, or
both (Ehlers 2005; Ehlers 2010). Cognitive therapy for PTSD
focuses on identifying and modifying the idiosyncratic meanings
of the trauma and problematic appraisal of trauma sequelae (e.g.
initial PTSD symptoms, other peoples’ responses after the event)
and a wide range of behavioural 7nd cognitive maintaining strate-
gies (e.g. rumination, overt and ¢ vert safety behaviours that of-
ten hamper functioning; Biscon 201, - Ehlers 2005). In some TF-
CBT, behavioural exper. =nts arc .. used to demonstrate the
way in which various maintai. "~g proce es (such as thought sup-
pression, hypervigila ce 1. dangcr, avoidance of any cues) oper-
ate and support the * dividual .5 adopt more adaptive or effective
s 2005; Resick 2003). Despite its well-
establishe” effective. ss in creating PTSD in the general popula-

coping mech~+" s (ki

tion, the: is no agreec nechanism by which EMDR is thought to
operate, . nce there # no definitive explanatory model of how it
works, althou, " s suggested that bilateral stimulation aids the

procrssing of traumatic memories (Shapiro 1989).

W. v it I1s important to do this review

Peopic with SMI have been found to be at increased risk of experi-
er ~ing traumatic events (Bebbington 2004; Fisher 2013; Morrison
27 03; Read 2008). These include traumatic events during child-
nood (such as physical and sexual abuse; Bebbington 2004; Varese
2012), as well as in adulthood (such as being a victim of crime and
abusive relationships (Darves-Bornoz 2008; Fisher 2013). Also,
there is some evidence to suggest that the illness experience of SMI
itself, such as experiences of threatening or persecutory psychotic
symptoms (Jackson 2009; Kilcommons 2005), can be traumatic.
Subsequently, it is estimated that around a third of individuals
with SMI also suffer from PTSD, across different phases of the
illness, from early onset, to acute and remission from positive
symptoms (Brunet 2012; Kilcommons 2005; NICE 2014). This
rate far exceeds that of the general population. Prolonged and un-
treated PTSD is associated with exacerbation of both PTSD and
psychotic symptoms, associated affective symptoms and a reduc-
tion in overall functioning and quality of life in affected individu-
als (Mueser 2009; Read 2008). However, despite trauma-focused
psychological interventions being consistently demonstrated to be
effective for the treatment of PTSD (Bisson 2013; Bradley 2005;
NICE 2005), empirical studies investigating feasibility, acceptabil-
ity, and clinical and cost-effectiveness of psychological interven-
tions for PTSD tend to exclude people with psychosis (Mueser
2010; NICE 2014). In routine service settings, provision of psy-
chological interventions (targeting psychotic symptoms specifi-
cally or other common co-morbid problems such as PTSD) has
also been criticised to be limited for people with psychotic dis-
orders (The Schizophrenia Commission 2012). This may be at-
tributed to clinical and methodological factors, including: 1) diag-
nostic overshadowing whereby there are overlaps in the symptom
presentations of psychosis and PTSD (Calvert 2008; Jones 2014);
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2) concerns that this clinical population may find it hard to engage
with psychological therapies (Callcott 2004; Gairns 2015); 3) con-
cern that standard treatment/interventions may exacerbate posi-
tive symptoms (Gairns 2015); and 4) potential high attrition rates
(Callcott 2004; Jackson 2009). Hence, relatively little is known
about the utility and effectiveness of such treatments for this co-
morbid population. This review aims to address this knowledge
gap by investigating the effectiveness of psychological interven-
tions in improving PTSD symptoms and well-being of individuals
affected by PTSD and SMI. This information can then be used
to inform the development of clinical services for this highly co-
morbid group.

OBJECTIVES

To evaluate the effectiveness of psychological interventions for
post-traumatic stress disorder (PTSD) symptoms or other symp-
toms of psychological distress arising from trauma in people with
severe mental illness (SMI).

METHODS

Criteria for considering studies for this revi. w

Types of studies

All relevant randomised controlled trials t at inv. " .ce psycho-
logical interventions for the co-morbid pos.  aumatic stress disor-
der (PTSD) and severe mental illr ss (51 T) grou, Ifa trial was de-
scribed as ‘double-blind’ and i+ plied r7 .domisation, we planned
to include such trials in a senc v’y analysis (see Sensitivity
analysis). We excluded quasi-randomi. ! studies, such as those al-
locating to interventions by ~lternate days of the week. Where par-
ticipants were given addi*’~1al treatments within a psychological
intervention for PTSD, we pi. ned to only include the data if the
adjunct treatment w- . ever._ distributed between the intervention
and control groups, nd it was -he only psychological intervention
~ - treating PTSD or alleviating PTSD

that w s randomised.

(with the pr' nary pur,
symptom

Types of partic,, ants

Adolescents (aged 11 to 17 years) and adults (aged 18 years and
over) with SMI as defined above, and also diagnosed with PTSD,
and treated in any (clinical) setting. We also included studies with
participants diagnosed with PTSD and co-morbid primary diag-
noses other than SMI as defined by this review (e.g. severe depres-
sion or bipolar disorder), but only if at least 50% or more of the

participants had a psychosis-related disorder; or if data specific to
the participants with co-morbid psychosis were reported indepen-
dently, or obtainable from the study’s authors.

Types of interventions

I. Psychological interv. ‘ions

We included psycholo~ =l inwc -=ntior = if they were trauma-fo-
cused treatments or ¢ cher p._ ~hological treatments that had been
used with the explic intention of treating PTSD, that is, they
aimed to = . TSD . mptoms or other related distress that
developer in relation » traumatic events relating to life events, or
the exper *nce of SMI These included the following.

1. Indiv. val trav- .a-focused cognitive behavioural therapy
(TF-CBT): any psychological therapy that predominately used
traus 2-focused cognitive or behavioural techniques or a
combir “ion to address PTSD symptoms or other symptoms of
p-cuc’ o al distress arising from trauma (Ehlers 2005). Using
the ¢ ~finition adopted by the Cochrane review for psychological
thera, s for PTSD (Bisson 2013), this category also includes
exnosure therapy.

. Group TF-CBT: any approach delivered in a group setting
using predominately trauma-focused cognitive, behavioural or
cognitive-behavioural techniques.

3. Eye movement desensitisation and reprocessing (EMDR;
Shapiro 1989; Shapiro 2001).

4. Any other psychological intervention that did not fit the
above categories of modalities, but clearly described its
theoretical underpinnings and was intended to target PTSD
symptoms and related distress in people with SML

2. Control conditions

Comparator interventions included either:

1. usual care/treatment as usual/ waiting list: this usually
includes care co-ordination or case management and
(antipsychotic) medication;

2. any other intervention: any alternative (psychological)
intervention other than a specific trauma-focused psychological
intervention whose content, mode of delivery and design were
clearly defined, e.g. non-trauma-focused CBT, non-directive/
supportive counselling (Rogers 1961), stress inoculation training
(SIT; Meichenbaum 1988); and less structured approaches such
as befriending and psychodynamic therapies.

We conducted separate analyses focusing on each category of active
psychological interventions based on a shared modality and format
of delivery (i.e. TF-CBT - individual or group based, EMDR, or
any other psychological intervention for PTSD), comparing them
to all the control conditions pooled together. Whenever there were
sufficient data extracted from included studies, we then proceeded
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to analyse each category of active psychological intervention tar-
geting PTSD comparing each modality and format of active in-
tervention against: 1) active control conditions (i.e. non-PTSD
focused intervention/s); 2) usual care/treatment as usual/waiting
list; and 3) other modality and format of trauma-focused psycho-
logical intervention, for primary outcomes.

Types of outcome measures

We divided all outcomes into short-term (less than six months),
medium-term (seven to 12 months) and long-term (over one year)
categories.

Primary outcomes

1. PTSD symptom severity - as reported by validated

measures

1.1 Average change or endpoint in PTSD symptom severity us-
ing a clinician-conducted standardised and validated measure (but
not administered by the treating therapist), such as the Clinician
Administered PTSD Symptom Scale (CAPS) (Blake 1995).

1.2 Average change or endpoint in self-reported PTSD sympt ms
using a standardised measure, for example, Impact of Everts Sc " -
(IES) by Horowitz 1979), post-traumatic stress diagnostic -ale
(PDS) by Foa 1995.

1.3 Recovery or remission from PTSD (i.e. no lonoer m -ting
diagnostic criteria of PTSD).

2. Quality of life or well-being - as mea: irec. v va! fated
self-reported scales

2.1 Clinically important change o :ndp ‘ntsco. -ingeneral qual-
ity of life or well-being scores  generic .r specific to the partici-
pants’ physical, psychological, sc ":l." r cognitive functioning.

2.2 Average change or endpoint scorc. "= general quality of life or
well-being scores, generic o~ specific to the participants’ physical,

psychological, social, or ¢~¢nitive functioning.

Secondary outcon es

3. Symptor . of co-.. ~bic psychosis

3.1 Endp .nt or 7 crage change in severity of overall or general
mental sta. *cor , as measured by validated scales, such as the Brief
Psychiatric Ra.. - Scale (BPRS, Overall 1962) or the Positive and
Negative Symptom. Scale (PANSS, Kay 1986).

3.2 Endpoint or average change in severity of positive psychotic
symptoms.

3.3 Endpoint or average change in severity of negative psychotic
symptoms.

3.4 Recovery or remission from the pre-existing psychotic disorder.
4. Depressive symptoms

4.1 Endpoint or average change in severity of depressive symp-
toms, as measured by validated scales, for example the Beck De-
pression Inventory (BDI) (Beck 1996).

4.2 Recovery or remission from depression.

5. Anxiety symptoms

5.1 Endpoint or average change ir severity of anxiety symptoms, as
reported by validated measures, e._
Inventory (STAI) (Spielbere=r 1972 or Beck Anxiety Inventory
(BAI) (Beck 1990).

5.2 Recovery or remission frc

the Spielberger State Anxiety

anxiety 'isorder.
6. Adverse events

6.1 Increased PTSI" vmptom. or severity.

6.2 Increased = ~rity . ~verall psychotic symptoms.

6.3 Any ¢ aer adve. = events, e.g. death including suicide and
natural ¢ 1ses.

7. Leavin_ the study :arly

7.1 Withdrav, = 7
7.2 T oss to follow-up.

8. Sat. fction or perceived acceptability of treatment

. the treatment programme.

£ Tubje tive satisfaction with treatment, as measured by vali-

dat 1 selt-report scales.

0.0 P=. ~eived acceptability of treatment, as measured by validated
self-report scales.

9. Jealth economic outcomes

.1 Direct costs, e.g. treatment costs, service use.

9.2 Indirect costs.

’Summary of findings’ table/s

We used the GRADE approach to interpret findings (Schiinemann
2011), and we used the GRADE profiler to import data from
RevMan 5.3 to create’Summary of findings’ tables (GRADEPRO;
Review Manager). These tables provide outcome-specific infor-
mation concerning the overall quality of evidence from each in-
cluded study in the comparison, the magnitude of effect of the
interventions examined, and the sum of available data on all out-
comes we rated as important to patient-care and decision-making.
We aimed to select the following main outcomes for inclusion in
the ’Summary of findings’ tables:

1. PTSD symptoms

2. Quality of life or well-being

3. Symptoms of co-morbid psychosis

4. Depressive symptoms

5. Anxiety symptoms

6. Adverse events

7. Health economics

Search methods for identification of studies

Electronic searches
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I. Cochrane Schizophrenia Group’s Trials Register

On January 29, 2015 and March 10, 2016, the information spe-
cialist (TSC) searched the Cochrane Schizophrenia Group’s Trials
Register using the following search strategies:

(*trauma* or *ptsd*):ti,ab,kw of REFERENCE or (*trauma* or
*ptsd*):sco of STUDY

The Cochrane Schizophrenia Group’s Register of Trials is com-
piled by systematic searches of major resources (including AMED,
BIOSIS, CINAHL, Embase, MEDLINE, PsycINFO, PubMed,
and registries of clinical trials) and their monthly updates, hand-
searches, grey literature, and conference proceedings (see Group
Module). There are no language, date, document type, or publi-
cation status limitations for inclusion of records into the register.

Searching other resources

I. Reference searching

We inspected the references of all included studies for further
relevant studies.

2. Personal contact

We contacted the first and/or corresponding author of © ¢k
screened study for information regarding unpublished or < ~eon.
trials. We noted the outcome of these contacts in the it. ludec ~r
excluded studies tables.

Data collection and analysis

Selection of studies

Review authors DS and MF j- depenc ntly examined citations
from the searches and identificc  ~leve ¢ abstracts. review authors
IN independently re-inspected a ra. 'om 20% sample to ensure
reliability. Where disputes or uncertaine, arose, we acquired the
full report for more detailc 1 scrutiny. DS and MF obtained and
inspected full reports of thi ~hstracts meeting the review criteria
independently. Agair® = 7 re-in._zcted a random 20% of these
full reports in order o ensur. reliable selection. Where it was not
possible to 7 olve a. oreem nt by discussion, we made contact

with the ar .nors of ‘he swuay for clarification.

Data extrac.. ~ and management

I. Extraction

Review authors DS and MF extracted data from all included stud-
ies. Again, we discussed any disagreement and documented deci-
sions. If necessary, authors of studies were contacted for clarifica-
tion and for obtaining further unpublished or subgroup data. IN

helped clarify issues for any remaining problems and these final
decisions were documented. We planned to extract data presented
in graphs and figures only, but included these data only if two re-
view authors independently obtained the same result. In the event,
we did not need to extract data from graphs and/or figures. We
contacted authors through an op=n-ended request in order to ob-
tain missing information or for ¢ rification whenever necessary.
If studies were multi-centre, ~vhere pssible, we planned to extract
data relevant to each cou.

onent ce... independently.

2. Management

2.1 Forn

We extrac =d data ont  simple, standard forms.

2.2 { ale-derived data

Y incle 1ed continuous data from rating scales only if:

. the | schometric properties of the measuring instrument
"~d L en described in a peer-reviewed journal (Marshall 2000);
and

“. the measuring instrument had not been written or modified

b one of the trialists for that particular trial. Partial use of a
validated instrument would be included only if complete
subscale results were available for interpretation.
Ideally, the measuring instrument should either be a self-report
or a report completed by an independent rater or relative (not
the therapist). We realised that this is often not reported clearly;
we noted if this was the case or not in the Description of studies
section.

2.3 Endpoint versus change data

There are advantages of both endpoint and change data. Change
data can remove a component of between-person variability from
the analysis, however calculation of change needs two assessments
(baseline and endpoint), which can be difficult in unstable and
difficult to measure conditions such as schizophrenia. We decided
primarily to use endpoint data as much as possible, and only used
change data if the former were not available. For continuous out-
comes, we calculated the mean difference (MD) and 95% confi-
dence intervals (CI) where all outcomes were measured using the
same scale or there was only one trial. We also anticipated that
different studies might use different instruments (e.g. different
outcome measures or psychological tests) to assess the outcomes.
In this case, the scale of measurement would differ from study to
study and we decided it would only be meaningful to calculate the
standardised mean difference (SMD; i.e. by dividing the MD in
each study by that study’s standard deviation (SD)). We planned
to use a SMD value that was comparable across studies in the
analysis (Borenstein 2011), in such circumstances.
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2.4 Skewed data

Continuous data on clinical and social outcomes are often not
normally distributed. To avoid the pitfall of applying parametric
tests to non-parametric data, we applied the following standards
to all data before inclusion.

1. SDs and means are reported in the paper or obtainable
from the authors.

2. When a scale starts from the finite number zero, we
planned to subtract the lowest possible value from the mean, and
divide this by the SD. If this value is lower than 1, it strongly
suggests a skew and the study would be excluded. If this ratio is
higher than one but below two, there is suggestion of skew. We
entered the study and tested whether its inclusion or exclusion
would change the results substantially; in the event of significant
differences in the results, we performed analyses grouping the
unskewed and skewed data separately. Finally, if the ratio is larger
than 2 the study would have been included, because skew is less
likely (Altman 1996; Decks 2011).

3. If a scale starts from a positive value (such as the Positive
and Negative Syndrome Scale (PANSS; Kay 1986), which can
have values from 30 to 210), we planned to modify the
calculation described above to take the scale starting point into
account. In these cases skew is present if 2 SD > (S-S min),
where S is the mean score and ’S min’ is the minimun- score.
Endpoint scores on scales often have a finite start and ei. ' noin.
and these rules can be applied. Skewed data pose less of . »rob. -
when looking at means if the sample size is large (> 200) *Moore
Yoo, We

planned to present skewed endpoint data from = .. - of less than

2010) and we planned to include these data into the s, -

200 participants in ’other tables” within the ¢ wta 7 .aly s section
rather than enter such data into statistical ~na., s tog cher with
the unskewed data.

When continuous data are preser ~n a . le that includes a
possibility of negative value (suc . as cha ge datay, it is difficult to
tell whether data are skewed ¢ ~ot. ¥ e planned to present and

enter change data into statistical ar.. -ses.

2.5 Common measures

To facilitate comparison betw n trials, we intended to convert
variables that can be veporw " in aifferent metrics, such as days in
hospital (mear days -ryear, :r week or per month) to acommon

metric (e.g aean days | Lonth).

2.6 Conversi.  of continuous data to binary data

Where possible, we intended to convert outcome measures to di-
chotomous data. This can be done by identifying cut-off points
on rating scales and dividing participants accordingly into ’clin-
ically improved’ or ’'not clinically improved’. In general, we as-
sumed that if there was a 50% reduction in a scale-derived score
such as the Brief Psychiatric Rating Scale (BPRS; Overall 1962),
or the Positive and Negative Syndrome Scale (PANSS; Kay 1986),

this could be considered as a clinically significant response (Leucht
2005a; Leucht 2005b). If data based on these thresholds were not
available, we planned to use the primary cut-off presented by the
original authors.

2.7 Direction of graphs

Where possible, we er =rec * ~in 1ch a way that the area to

the left of the line of no  %ect indica =s a favourable outcome

1

for trauma-focused ps= holog.. ! inter :ntions. Where keeping

to this made it impcssible  avoid outcome titles with clumsy
double-negatives (e.;, "Not un-improved’) we reported data where

the leftof th i

have beer noted in ti.  relevant graphs.

dicatc " ~n unfavourable outcome. This would

Assessment o risk of bias in included studies

Revie. authors DS and MF worked independently to assess risk
¢ “hias b using criteria described in the Cochrane Handbook for
Sys. vmac L views of Interventions to assess trial quality (Higgins
2211, This set of criteria is based on evidence of associations
between overestimate of effect and high risk of bias of the article,
st h as sequence generation, allocation concealment, blinding,
i complete outcome data and selective reporting.

If the raters disagreed, the final rating was made by consensus,
with the involvement of other members of the review group (TM
and IN). Where inadequate details of randomisation and other
characteristics of trials were provided, we contacted the authors
of the studies to obtain further information. We also planned to
report non-concurrence in quality assessment, but if disputes arose
regarding the category to which a trial was to be allocated, again,
we would have resolved these by discussion.

‘We noted the level of risk of bias in both the text of the review
and in the 'Summary of findings tables.

Measures of treatment effect

I. Binary data

For binary outcomes we planned to calculate a standard estimation
of the risk ratio (RR) and its 95% CI. It has been shown that RR
is more intuitive than odds ratios (Boissel 1999), and that odds
ratios tend to be interpreted as RR by clinicians (Decks 2000).
The number needed to treat for an additional beneficial outcome
(NNTB)/number needed to treat for an additional harmful out-
come (NNTH) statistic with its Cls is intuitively attractive to
clinicians but is problematic both in its accurate calculation in
meta-analyses and interpretation (Hutton 2009). For binary data
presented in the Summary of findings’ tables, where possible, we
planned to calculate illustrative comparative risks.
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2. Continuous data

For continuous outcomes, we calculated the mean difference
(MD) and its 95% CI where all outcomes were measured using the
same scale or where there was only one trial. If different scales had
been used, we planned to calculate the standardised mean differ-
ence (SMD) and 95% CI. We preferred not to calculate effect size
measures (SMD). However, if scales of very considerable similarity
had been used, we would have considered that there was a small
difference in measurement, and proceeded to calculate effect size
and transform the effect back to the units of one or more of the

specific instruments.

Unit of analysis issues

I. Cluster trials

Studies increasingly employ ’cluster randomisation’ (such as ran-
domisation by clinician or practice) but analysis and pooling of
clustered data poses problems. Firstly, authors often fail to account
for intra-class correlation in clustered studies, leading to a unit of
analysis” error whereby P values are spuriously low (Divine 1992),
ClIs are unduly narrow and statistical significance overestimar ..
This causes type I errors (Bland 1997; Gulliford 1999).

Where clustering had not been accounted for in primary stud.
we planned to present data in a table, with a (*) symbol ryinc ate
the presence of a probable unit of analysis error. In suv <quen.
versions of this review, if we include cluster-ranc'~mised -ials,
we will contact the first or corresponding authers of stuu..s to
obtain intra-class correlation coefficients (ICC: for * .eir clustered
‘e’ sods I sulliford

1999). If clustering has been incorporat 4 into

data and will adjust for this by using accepted
analysis of
primary studies, we will present these data .. from a non-cluster
randomised study, but adjust for ne cl. tering - Tect.

We sought statistical advice an’ have be n advised that the binary
data as presented in a report she ' e divided by a 'design ef-
fect’. This is calculated using the mean.  ~mber of participants per
cluster (m) and the ICC [D sign effect = 1+(m-1)*ICC] (Donner
2002). If the ICC was r * reported, we would assume it to be
0.1 (Ukoumunne 1999). If cic =r studies have been appropriately
analysed taking into  .ccou.. TCCs and relevant data documented
in the report. synth «is with ther studies will be possible using

the generic " wverse var.. 22 _echnique.

2. Cross-ove: -ials

A major concern o1 cross-over trials is the carry-over effect. It oc-
curs if an effect (e.g. pharmacological, physiological or psycho-
logical) of the treatment in the first phase is carried over to the
second phase. As a consequence, the participants can differ sys-
tematically from their initial state on entry to the second phase,
despite a wash-out phase. For the same reason cross-over trials are
not appropriate if the condition of interest is unstable (Elbourne

2002). As both effects are very likely in severe mental illness, we
planned only to use data from the first phase of cross-over studies
if included in the review.

3. Studies with multiple treatment groups

We included a study that involved . ore than two treatment arms:
van den Berg 2015 inv -riga. " =va  ves of trauma-focused psy-
chological interventions a.. " ~ompared “em as a distinctive treat-
ment condition respect’=ly ag. "~st the waiting-list control con-
dition. We have pres nted v.

comparisons (see Su. mary of main results). Had the additional

data of all three treatment arms in

treatment 2 heen levant, we would not have used these

data.

110 1

Dealing with nissing data

I. \Overa.. .oss of credibility

A~ degree of loss of follow-up, the data must lose credibility
(Xia 2009). We chose that, for any particular outcome, should
m re than 50% of the data be unaccounted for, we would not

-produce the data or use them within analyses. If, however, more
than 50% of those in one arm of a study were lost, but the total
loss across arms was less than 50%, we addressed this within the
’Summary of findings’ tables by down-rating quality. This was the
case with one included study (Mueser 2008), which had a loss of
follow-up rate of 71% (i.e. five out of seven participants allocated
to the treatment as usual (TAU) control arm) at six-month follow-
up time point, although the overall loss of follow-up combining
both active treatment and control arms was 53% (i.e. only three
out of 10 participants allocated to the active treatment arm were
lost).

2. Binary

In the case where attrition for a binary outcome was between
0% and 50% and where these data were not clearly described,
we planned to present data on a ’once-randomised-always-analyse’
basis (an intention-to-treat (ITT) analysis). We planned to un-
dertake sensitivity analyses by imputing outcomes for the missing
participants with the most optimistic scenario and with the most
pessimistic scenario and then compare the results of these two
analyses. We also planned to undertake sensitivity analyses to test
how prone the primary outcomes were to change when only data
from people who completed the study (i.e. available-case analysis)
were compared to the ITT analysis using the above assumptions.
For the current review, we did not encounter this level of missing
binary outcome data and therefore did not undertake the afore-
mentioned sensitivity analyses.
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3. Continuous

3.1 Attrition

In the case when attrition for a continuous outcome was between
0 and 50%, and only data from people who completed the study
to that point were reported, we planned to reproduce these.

3.2 Standard deviations

If SDs were not reported, as in one included study (van den Berg
2015), we contacted the trial authors who provided us with the
raw group means and SDs of all reported outcomes, which we
presented and used in the review. If these were not available, where
there were missing measures of variance for continuous data, but
an exact standard error (SE) and Cls available for group means,
and either P value or ’t’ value available for differences in mean, we
could have calculated them according to the rules described in the
Cochrane Handbook for Systemic reviews of Interventions (Higgins
2011). When only the SE is reported, SDs are calculated by the
formula SD = SE * square root (n). Chapters 7.7.3 and 16.1.3 of
the Cochrane Handbook for Systemic reviews of Interventions present
detailed formulae for estimating SDs from P values, t or F valu-
Cls, ranges or other statistics. If these formulae did not apply we
would have calculated the SDs according to avalidated . aputau
method that is based on the SDs of the other included . -dies
(Furukawa 2006). Although some of these imputation
can introduce error, the alternative would be to exclude . ~iven

rateg.

study’s outcome and thus to lose information. We neverw..” ~ so
planned to examine the validity of the imputat: .ns. a sensitivity
analysis excluding imputed values.

3.3 Assumptions about participar*- wheo -t the trials early
or were lost to follow-up

Various methods are available. accouv ¢ for participants who left
the trials early or were lost to follow- Some trials just present the
results of study completers (this was the ase with three included
studies: Mueser 2008; Mu' ser 2015; Steel 2010), others use the
method of last observatio.. arried forward (LOCF) or more so-
phisticated approaches ~~h as  nltiple imputation or mixed-ef-
fects models for rep ated me surements (MMRM) (Leon 2006).
As all methor' of in. -1tation .o deal with missing data introduce
uncertaint about rhe rew.oility of the results (Leucht 2007), we
obtained e cor pleters’ outcome data from the authors which
we presentee. 1 used in the review. Moreover, we also addressed
this issue in the . -omplete outcome data’ item of the ’Risk of

bias” tool.

Assessment of heterogeneity

I. Clinical heterogeneity

We considered all included studies initially, without seeing com-
parison data, to judge clinical heterogeneity. We simply inspected
all studies for clearly outlying people or situations that we had
not predicted would arise. If such situations or participant groups
arose, these would have been fully discussed by all review authors.

2. Methodological heterogeneity

We considered all inclua. ' studies 1. ‘ally, without seeing com-
parison data, to judge methc ~logical = eterogeneity. Again, we
simply inspected all _udic ‘or cicarly outlying methods that we
had not predicted © uld arise. When such methodological out-

liers arose, th ‘ew av “ors discussed these fully.

3. Statist al hetero’ :neity

3.1 Vi nal inspection

V> o 2= =d graphs visually to investigate the possibility of sta-
tistie | heterogeneity.

3. Employing the I” statistic

we investigated heterogeneity between studies by considering the
I method alongside the Chi? P value. The I? provides an estimate
of the percentage of inconsistency thought to be due to chance
(Higgins 2003). The importance of the observed value of I* de-
pends on firstly, magnitude and direction of effects and secondly,
the strength of evidence for heterogeneity (e.g. P value from Chi?
test, or a CI for I2). We interpreted an 12 estimate greater than or
equal to around 50% accompanied by a statistically significant Chi
2 statistic as evidence of substantial levels of heterogeneity (Section
9.5.2; Deeks 2011). When substantial levels of heterogeneity were
found in the primary outcome, we explored reasons for hetero-

geneity (Subgroup analysis and investigation of heterogeneity).

Assessment of reporting biases

I. Protocol versus full study

Reporting biases arise when the dissemination of research findings
is influenced by the nature and direction of results. These are
described in section 10.1 of the Cochrane Handbook for Systemic
reviews of Interventions (Sterne 2011). We tried to locate protocols
of included randomised trials by both searching the databases and
by contacting authors of registered trials. Whenever the protocol
was available, we compared outcomes in the protocol and in the
published report. If the protocol was not available, we compared
outcomes listed in the methods section of the trial report with the
results reported.
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2. Funnel plot

Reporting biases arise when the dissemination of research findings
is influenced by the nature and direction of results (Egger 1997).
These are again described in Section 10 of the Cochrane Handbook
Jfor Systemic reviews of Interventions (Sterne 2011). We are aware
that funnel plots may be useful in investigating reporting biases
but have limited power to detect small-study effects. We therefore
did not use funnel plots for outcomes where there were 10 or fewer
studies, or where all studies were of similar sizes. In other cases,
where funnel plots were possible, we planned to seek statistical
advice in their interpretation.

Data synthesis

We understand that there is no closed argument for preference
for the use of fixed-effect or random-effects models. The random-
effects method incorporates an assumption that the different stud-
ies are estimating different, yet related, intervention effects. This
often seems to be true to us and the random-effects model takes
into account differences between studies, even if there is no sta-
tistically significant heterogeneity. There is, however, a disadvan-
tage to the random-effects model. It puts added weight onto st .all
studies which often are the most biased ones. Depenc'ing on h
direction of effect, these studies can either inflate or de. ‘e the
effect size. As there were only few studies (i.e. four stuc =s in

tal, and a maximum of three included in some analyses), r. *dom-
effects model analyses may be inadequate to estimac. ==y rely
the width of the distribution of intervention eff _.. “Meeks 2011;
Kontopantelis 2013). We chose to use the ras don= effe ts model
for analyses involving more than one stud ; a. " chec!’ and note
if the analysis results were different if us’ ~- a fixea-etfect model.
The reader is, however, able to ck

the fixed-effect model.

to . _~ct the data using

Subgroup analysis and investigation of heterogeneity

I. Subgroup analy: :s

1.1 Primary

«comes

We proposed to per.orm subgroup analyses by age (i.e. adults ver-
sus adolescents < 18 years of age) and by types of trauma (i.e. con-
ventional trauma, such as road traffic accidents, physical or sexual
assaults versus SMI symptom-related trauma, such as persecutory
delusions). We planned to undertake these comparisons only for
the primary outcomes to minimise the risk of multiple compar-
isons.

1.2 Clinical state, stage or problem

We proposed to undertake this review and provide an overview
of the effects of psychological interventions for PTSD in people
with SMI in general. In addition, however, we planned to report
data on subgroups of people with similar clinical presentations and
demographics.

2. Investigation of hew. ~gene.,

If inconsistency was high, thi. ~ould h: e been reported. Firstly,
we planned to investi ate v. ~ther data had been entered correctly.

Secondly, if data v
1

» correct, we would proceed to inspect the
graph visuall- rem. - outlying studies successively to see if
homogen’ cywasres. ed. For this review, we decided that, should
this occt with data ¢ ntributing to the summary finding of no
more tha: around 1 % of the total weighting, the data would
have been prec. _u. If not, data would not be pooled and issues
wou!1 be discussed. We know of no research that supports this
10% c. “-off, but are investigating use of prediction intervals as an
4 <. ~tive ro this unsatisfactory state.

WHh 1 unanticipated clinical or methodological heterogeneity
we. o vious, we planned to simply state hypotheses regarding
chese for future reviews or versions of this review. We had not pre-

pl aned any analyses relating to these.

Sensitivity analysis

I. Implication of randomisation

We planned to include trials in a sensitivity analysis if they were
described in some way that implied randomisation. For the pri-
mary outcomes, we planned to include these studies and, if there
was no substantive difference when the implied randomised stud-
ies were added to those with better description of randomisation,
then all data would have been employed from these studies.

2. Assumptions for lost binary data

If assumptions had to be made regarding people lost to follow-
up (see Dealing with missing data), we planned to compare the
findings of the primary outcomes when we used our assumptions
and when we used only the data from people who completed
the study to that point. If there was a substantial difference, we
would have reported the results and discuss them, but would have
continued to employ our assumption(s).

If assumptions had to be made regarding missing SDs (see Dealing
with missing data), we planned to compare the findings of the
primary outcomes when we used our assumptions and when we
used data only from people who completed the study to that point.
We planned to undertake a sensitivity analysis to test how prone
results were to change when completer-only data were compared
to the imputed data using the above assumptions. If these analyses
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yielded similar results in terms of the effects of the treatment, we
would have presented the results of the available-case analyses. If
there was a substantial difference, we would have reported and
discussed the difference and presented all results in the ’Summary

of findings’ tables.

3. Risk of bias

We intended to analyse the effects of excluding trials that were
judged to be at high risk of bias across one or more of the domains
of randomisation (i.e. implied as randomised with no further de-
tails available), allocation concealment, blinding and outcome re-
porting for the meta-analysis of the primary outcome. If the ex-
clusion of trials at high risk of bias did not substantially alter the
direction of effect or the precision of the effect estimates, then we
would have included data from these trials in the analysis.

4. Imputed values

If we had included cluster-randomised trials, if necessary, we
planned to undertake a sensitivity analysis to assess the effects of
including data from trials where we had used imputed values for
ICC in calculating the design effect in cluster-randomised trials
If substantial differences were noted in the direction or preci .on
of effect estimates in any of the sensitivity analyses i :ed ab. =
we would not have pooled data from the excluded trials v the
other trials contributing to the outcome, but would have , esent. '
them separately.

5. Fixed-effect and random-effects models

As aforementioned (Data synthesis), we svath " .ed d- a using a
random-effects model primarily and furt"+ - compaicd the results

obtained from using both random-effects and fixed-effect models
to seek potential bias and heterogeneity (Kontopantelis 2013).

RESULTS

Description of st= ‘ies

See Characteristics - f inclua. i studies and Characteristics of
excluded studi~~ for de. led description of each screened study.

Results fthe sear .h

The search res. .rom the Cochrane Schizophrenia Group Trial
Regi  er yielded 35 unique titles and abstracts. After examination,
two du_licates were removed and two additional references which
L w2z r0 wo studies were identified by contacting trial authors
ana 'pdated publication of registered trials (31st March 2015).
Sc.  enfull-textarticles or trial registration details of eight stud-
1es were assessed for inclusion or exclusion. For trials that included
p¢ ple with severe mental illness (SMI) as participants with others

.no had a non-SMI diagnosis as defined by this review as their
primary diagnosis, we contacted the trial authors by email for spe-
cific data in relation to the SMI participants. We also contacted
trial authors to inquire if they had unpublished or completed study
outcomes relevant for this review, again by email correspondence.
Trial authors’ responses are summarised in the Characteristics of
included studies and Characteristics of excluded studies sections.
The results of the search is summarised in Figure 1.
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Figure 1. Study flow diagram.
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Included studies

With additional subgroup data specific to participants with a psy-
chotic disorder (Mueser 2008; Mueser 2015) and unpublished
data obtained from trial authors (Steel 2010), four studies (Mueser
2015; Mueser 2008; Steel 2010; van den Berg 2015) were in-
cluded that metall the inclusion criteria and provided data specific
to individuals with co-morbid psychotic disorder and post-trau-
matic stress disorder (PTSD) (n = 300). See also Characteristics
of included studies for description of the four included studies
(including eight papers and/or trial registration detail).

I. Design

All included studies were described as randomised’. van den Berg
2015 reported using an independent randomisation bureau to ran-
domise the participants into the three treatment conditions us-
ing “stratified randomisation blocks per therapist with equal strata
sizes” (van den Berg 2015, p. e3). Altogether, 20 therapists were
trained in both active interventions trialled in the study (i.e. Pro-
longed Exposure (PE) and eye movement desensitisation and re-
processing (EMDR)), they delivered both treatments and it var
not possible to blind them to the participant-allocation. ™ uesc

2008 reported using a computer-based randomisation p. grai. ~e
to randomly allocate participants to the two arms in block. ~f four
within each of the 12 strata (i.e. stratification was . =~ by ‘our
treatment sites and by the three major diagnosti-_ ~ups, i.e. ma-
jor mood disorder with or without borderline * erse alit disorder
and schizophrenia or schizoaffective disorder). * iothe study by
Mueser (Mueser 2015) also used a compu = - prograuune operated
by an off-site data manager for ra= ' misa.. ~ which was strati-
fied by sites (i.e. five) and by pr aary d gnosis w.e. three similar
to the aforementioned catego. - used’ a Mueser 2008). In both
USA-based studies, it was not poss. - to blind the therapists nor
the participants to the treatment-allocat. : (Mueser 2015; Mueser
2008). Steel 2010 did not | scribe the method used to randomly
allocate the participants, he  =ver, it was clear that neither the ther-

apist nor the participar® ~vere v "~ded to the treatment allocation.

2. Setting

720" ’s three-arm randomised controlled trial (RCT)
~ Netherlands; Mueser 2008’s trial was based in
the State of New « umpshire, USA, while a more recent trial by

van den L

was based in .

Mueser and colleagues (Mueser 2015), was based in the State of
New Jersey, USA. Steel 2010’s study was based in South East Eng-
land, UK. Both trials based in the USA (Mueser 2015; Mueser
2008), recruited individuals in community dwellings who had a

diagnosis of SMI and a co-morbid PTSD. The UK-based study

(Steel 2010), and the Netherlands study (van den Berg 2015), also
focused on community-dwelling patients. All patients received the
psychological treatment at out-patient clinics.

3. Participants

All participants in Stec. 2010 (n - 61) had a diagnosis of
schizophrenia or schizoaffect:  disorde  and current symptoms
consistent with a dia jnosi. € P15D, both with reference to the
DSM-1V diagnostic  -iteria (A./A, 2000). van den Berg 2015 re-
cruited 155~ "

or mood

-vith . "“fetime diagnosis of a psychotic disorder
sorder wi - psychotic features according to the Mini-
Internati nal Neurop rchiatric Interview-Plus (Sheehan 1997;
Sheehan 1 78) and a- sncurrent diagnosis of chronic PTSD meet-
ing all the Do.._ _ -tr criteria (APA, 2000). The two USA-based
stud’ s recruited individuals meeting the State of New Hampshire
(n=10") (Mueser 2008) or State of New Jersey (n = 201) (Mueser
212 Aew vition of ’severe mental illness’ which included a range of
DS, IV Axis-I disorders (including schizophreniform disorders,
scu. > Tective disorders, major depression or bipolar disorder) and
persistent impairment in the areas of work, school, or ability to
ca : for oneself, and a DSM-1IV diagnosis of severe PTSD. Out of

.ie total 108 participants in Mueser 2008, 17 individuals (16%)
had co-morbid psychotic disorder and PTSD. And, 67 out of the
total 201 participants (33%) in Mueser 2015 met the inclusion
criteria of co-morbid SMI and PTSD as defined by this review.
All 300 participants across the four studies were adults aged 18
or above, as stipulated in the study eligibility criteria. Apart from
Steel 2010 (which was not yet published at the time of writing
this review but the lead trialist provided us with some unpublished
outcome data), the remaining three studies recruited community-
dwelling patients with an average age of early to mid 40s (Mueser
2008; Mueser 2015, van den Berg 2015). There were more female
than male patients in both USA studies, ranging from 61% of
the sample female patiens (Mueser 2008) to 71% (Mueser 2015).
van den Berg 2015’s trial included 71 male patients (46%) and 84
female patients (54%).

4. Nature of trauma and duration of trauma symptoms

Assessment for a current diagnosis of PTSD in all potentially eligi-
ble participants across all included studies (Mueser 2015; Mueser
2008; Steel 20105 van den Berg 2015) was conducted by using
the Clinician Administered PTSD Scale (CAPS by Blake 1995;
Weathers 2001). Mueser 2015 specified that their intervention fo-
cused on people with severe PTSD as defined by having a min-
imum CAPS total score of 65 (Weathers 2001). While van den
Berg 2015 specified a diagnosis of chronic PTSD as part of their

inclusion criteria for their participants; no minimum duration of
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PTSD symptoms was stipulated as part of the eligibility crite-
ria, although the baseline data of all participants (n = 155) re-
ported an average duration of PTSD of 21 years (SD = 13.5 years).
No details could be found in relation to the nature of traumatic
events participants experienced in two studies (Mueser 2015; Steel
2010). Nonetheless, in the remaining studies that reported the
nature of the trauma the participants experienced (Mueser 2008;
van den Berg 2015), it was reported that most participants expe-
rienced multiple childhood traumas, including sexual, emotional
and physical abuse. van den Berg 2015 further identified 28 par-
ticipants (18%) who developed PTSD due to traumatic psychosis

experiences.

5. Interventions

5.1 Intervention groups

In order to compare data in a meaningful way, we had made an
a priori decision to group different psychological interventions
based upon their theoretical basis into four categories when de-
vising our review protocol (see Types of interventions). The
four categories of trauma-focused interventions were: indivi ual
trauma-focused cognitive behavioural therapy (TF-CLT) incy
ing exposure-based therapy; group TF-CBT; EMDR: ai. ™ any
other psychological intervention with an explicit aim -o tre.
PTSD symptoms and related distress. The interventions tri. 'ed in
the included studies are described below.

5.1.1 Individual trauma-focused cognitive ".eha oural ther-
apy (TF-CBT)

All four included studies evaluated TF-C 5T t.

to patients on an individual basis. Mueser 15 reported devising

w, delivered

and trialling a 12- to 16-week C” 1 | gram. - that was devel-
oped based on cognitive model of PTS!  (Ehlers 2005; Horowitz
1979): the initial three sessions v. = d dicated to teaching breath-
ing retraining for anxiety and psychoc. ~ation about PTSD; while
the remaining nine to 13 sessions focused on cognitive restruc-
turing. Treatment exposu~~ was a priori defined as completion of
at least six sessions. An earlic ~tudy by Mueser 2008 also trialled
a 12- to 16-session C o1 . = P1CD programme, with the initial
few sessions focusir - on psyc oeducation and breathing retrain-
ing and the * maining ~ssior s split into two parts of cognitive re-
structurip . Again’ participants were required to complete at least
six session. “nc)” ding a minimum of three sessions of cognitive
restructuring, « atisfy the definition of treatment exposure. The
UK-based study by steel 2010 adopted the 16-sessions CBT pro-
gramme developed by Mueser 2008 in which the 12-to 16-session
CBT programme was delivered to patients individually over a six-
month duration. van den Berg 2015 devised and trialled eight
sessions prolonged exposure (PE) therapy run within a 10-week
time frame, which was developed based upon a protocol by Foa et

al (Foa 2007). Whilst the first of the eight 90-minute PE sessions

was used to develop a case conceptualisation between the thera-
pist and the individual patient, the remaining sessions focused on
imaginal and in vivo exposure targeting a list of avoided trauma-
related stimuli.

5.1.2 Group TF-CBT

No study reported on group-based interventions.

5.1.3 Eye movement desensitisat. 'n and reprocessing (EMDR)
An eight weekly 90-minute FMDK  herapy delivered to patients
individually over a 10-v. -k periou . s also trialled in van den
Berg 2015. The study used .. ~ Dutch :MDR therapy protocol
(de Jongh 2003), whi a w. <ransiuted and adapted from the stan-
dard eight-phase ' ~-ocol by . hapiro (Shapiro 2001). Bilateral
eye movemer* ~=re a, ‘ied as the dual-attention stimuli when
traumatic aemories ere processed from the second through to
the eight

developa se concep aalisation including identifying a hierarchy

(i.e. last) s ision, whilst the first session was used to
of relevant tra .< experiences for the individual patients.
5.1.4 Any other trauma-focused psychological intervention
that a =s not fit the above categories of modality and format
I it to the TF-CBT programme, Mueser 2015 also tri-
alle " a bricf PTSD psychoeducation programme, adapted from
a- o Cer therapy the researchers developed to educate persons
with SMI about PTSD (Pratt 2005). The brief psychoeducation
pt gramme included three sessions, the first of which covered the
- .me breathing retraining and education components as the TF-
CBT programme, which was tested in the other arm of the study.
The remaining two sessions focused on education on anxiety man-
agement and discussion about the causes and nature of PTSD.
Treatment exposure was defined a priori as completion of at least
two sessions.

5.2 Comparison groups

Comparisons most commonly used were "Treatment as Usual
(TAUY’ or ’standard treatment’ which usually included out-patient
follow-up and case management or care co-ordination, pharmaco-
logical treatment and access to a range of supportive psychothera-
pies excluding any trauma-focused therapies (Mueser 2008; Steel
2010). van den Berg 2015 used a wait list’ (WL) control group as
comparison to the PE and EMDR groups, participants in the WL
group received the usual treatment during the 6-month follow-up
period and was then offered either PE or EMDR based on their
own choice after the follow-up period. Mueser 2015 used the brief
PTSD psychoeducation programme (as detailed in Section 5.1.4)
as an active comparison against the TF-CBT programme.

6. Outcomes

6.1 Outcome scales

Primary outcomes of the review were PTSD symptom severity and
quality of life or well-being of the individuals with co-morbid SMI
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and PTSD (see Primary outcomes for further details). Secondary
outcomes included patients’ psychotic symptoms, depressive and
anxiety symptoms, adverse events, leaving the study early, satisfac-
tion or perceived acceptability of treatment, and health economic
outcomes (see Secondary outcomes). Most of these outcomes were
reported by the four included studies, using various scales as de-
scribed below.

6.1.1 PTSD symptom severity

All four included studies (Mueser 2015; Mueser 2008; Steel 2010;
van den Berg 2015) reported clinician-rated PTSD symptom
severity and loss of PTSD diagnosis (i.e. remission from PTSD
with sub-threshold PTSD symptoms) and/or recovery from PTSD
(i.e. asymptomatic of PTSD) as the primary outcome of their
study aims. The Clinician Administered PTSD Scale (CAPS by
Blake 1995; Weathers 2001) was used as the study’s primary out-
come measure in all four studies, with Mueser 2015 specifying
using the CAPS-schizophrenia version (Gearon 2004). CAPS is a
widely used, reliable and valid semi-structured interview for the
assessment of PTSD symptoms (Gearon 2004; Weathers 2001).
For each PTSD symptom, a frequency and intensity rating is pro-
vided, with overall severity scores computed by summing the fre-
quency and intensity scores for all of the PTSD symptoms, i.e.
CAPS-total (Blake 1995; Weathers 2001). The higher the CA"s-
total scores, the more severe the PTSD symptoms.

In addition, the cut-off of CAPS-total score (i.e. less t! n 4.
(Weathers 2001) was used by three studies (Mueser 20C - M. er
2015; van den Berg 2015) to determine the number of par. “ipants
achieving remission from PTSD or sub-threshold PZ "™ svm, om
severity (i.e. loss of diagnosis of PTSD) followine = ~~tment and at
follow-up. Furthermore, van den Berg 2015 v ed ¢ : CAPS-total
cut-off of less than 20 (Weathers 2001) as a
indicate recovery or full remission from P71 5D (i.c. w.ymptomatic
or few symptoms of PTSD). Muese= 2015 1 -1sed on individuals
with SMI and severe PTSD as sefines by a nunimum CAPS-
total score of 65 (Weathers 27 1) on
intervention and at follow-up tir.

“ary p zasure to

itry to the trial, after the
oints; this CAPS-total cut-
off point of 65 was used again as bin. - outcome for remission
from (or loss of diagnosis ¢ ) severe PTSD.
A number of validated ¢. ome measures were used by the in-
cluded studies to repe== selt-i ~d PTSD symptoms. These in-
cluded: the Posttrar matic « »gnitions Inventory (PTCI by Foa
1999) - a subi ctive easure | ,r PTSD patients to report trauma-

related cogr .dons espec.. ", negative beliefs about self, others and

the worl with F gher scores corresponding to greater endorse-
ment of ney. * - beliefs - was used in all studies (Mueser 2015;
Mueser 2008; Ste " 20105 van den Berg 2015); the Posttraumatic
Stress Symptom Scale Self-Report (PSS-SR by Foa 1993) was also
used by van den Berg 2015 to assess patients’ self-reported fre-
quency of PTSD symptoms (higher scores indicate poorer symp-
tom severity).

6.1.2 Quality of life or well-being

General quality of life (across different life domains) was assessed

and considered as one of the secondary outcomes in two studies
(Mueser 2015; Steel 2010) using the Brief Quality of Life Interview
(QOLI by Lehman 1995) and the Quality of Life Scale (QoLS by
Heinrichs 1984), respectively. Furthermore, overall functioning
was evaluated with the Global Assessment of Function scale (GAF
by Jones 1995) in both Mueser 2015 and Steel 2010. Mueser
2015 reported further on partici, nts’ social functioning using
the CAPS-impact on social functic ing subscale (Blake 1995).
Participants’ self-reporte. mental uc.”  and physical functioning
were assessed with the Shore "arm-12 fental Component and
Physical Component espe ively (SF12 by Ware 1994) in Mueser
2008.

6.1.3 Sympt~- -~ of co ~orbid psychosis

Overall a1« specific asychotic symptoms were assessed as sec-
ondary o tcomes in tt ze included studies (Mueser 2015; Mueser
2008; Ste ' 2010). T so studies used the Positive and Negative
Syndrome Sc..
toms: Mueser 2015 reported the PANSS total for overall psychotic
sympt. ms severity, the PANSS-positive subscale total for positive

7 .NSS by Kay 1986) to assess psychiatric symp-

s,y tom and PANSS-negative subscale total for negative symp-
ton. whusc Steel 2010 reported only the PANSS-positive and -
1t > subscale totals. The Brief Psychiatric Rating Scale (BPRS
oy Lukoff 1986) was used by Mueser 2008 to assess overall psy-
ct atric symptoms.

" arthermore, Steel 2010 also assessed specific psychotic symp-
toms, namely auditory hallucinations and delusions, using the
Psychotic Symptom Rating Scale (PSYRATS by Haddock 1999)
hallucinations and delusions subscale totals, respectively.

6.1.4 Depressive symptoms

Self-reported depressive symptoms were rated with the Beck De-
pression Inventory-II (BDI-II by Beck 1990) in three included
studies as one of the secondary outcomes (Mueser 2015; Mueser
2008; Steel 2010).

6.1.5 Anxiety symptoms

Three studies (Mueser 2015; Mueser 2008; Steel 2010) reported
anxiety symptoms as secondary outcomes and they all used the
Beck Anxiety Inventory (BAI by Beck 1996).

6.1.6 Adverse events

van den Berg 2015 reported incidents of severe adverse events,
however the nature of the adverse events was not made explicit
apart from that they were reported as not related to the interven-
tions trialled. Adverse events, if any, were not reported by the other
studies.

6.1.7 Leaving the study early

All included studies reported a priori definition of treatment ex-
posure (i.e. minimal sessions of treatment attended) and reported

participants’ dropout/attrition rate and loss to follow-up (Mueser
2015; Mueser 2008; Steel 2010; van den Berg 2015).

6.2 Redundant data

6.2.1 Satisfaction or perceived acceptability of treatment
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In Steel 2010, participants’ perceived acceptability of the TF-CBT
was assessed by service user-led interview which implies qualitative
data. However, as this study has not published to date, no data are
yet available.

6.2.2 Understanding of PTSD

Participants’ understanding of PTSD was measured by the PTSD
Knowledge Test (Pratt 2005) in both studies led by Mueser
(Mueser 2008; Mueser 2015). However, we had not planned to
consider PTSD knowledge on its own without subsequent data on
any impact of such on PTSD symptoms and/or related distress.
6.3 Missing data

None of the included studies reported health economic outcomes.

7. Follow-up

All studies reported follow-up at post treatment time point while
the intervention duration varied across studies, from 10 weeks (van
den Berg 2015) to six months (Mueser 2015; Mueser 2008; Steel
2010). Mueser 2015 and van den Berg 2015 collected follow-up
outcomes measures up to 12 months post-intervention, although
data reporting by van den Berg 2015 was limited to six-month
follow-up at the time of data extraction for this review. Mueser
2008 and Steel 2010 followed up their participants for up to .ix
months post-intervention.

Excluded studies

Studies excluded from the review are described in -~racte ‘stics
of excluded studies section. These included nine “1ll-text papers
of four studies, which were examined but exc” 1ded it the end of
the full-text screening stage, due to the stua_ r st usi .g a ran-
domised-controlled design (de Bont 201°), or .. .ady partic-
ipants not meeting the diagnostic “resho. * of PTSD (Jackson
2006; ISRCTN43816889; NCT ,030, 16). dc >ont 2013 was a
feasibility study using a within  roup ¢ atrolled design to test the

feasibility and safety of EMDR and prolonged exposure in people
with co-morbid psychosis and PTSD. Jackson 2006 investigated
the effectiveness of a form of cognitive therapy, which was called
the ’recovery intervention’, in promoting personal adjustment to
psychosis and in reducing depression, trauma and other charac-
teristic negative consequences of vsychosis; participants were not
assessed for having PTSD or not. "SRCTN43816889 tested the
efficacy and safety of EMDR in pa. ~nts with a psychotic illness
n1al-based individual ther-
apy programme called "The < ~dual R¢ overy Intervention Pro-
grame’ (GRIP) inves .gawc by IN\CT00307216 also focused on
individuals recover’ - - from t..ir first episodes of psychosis; no
PSTD diagne-" =as mu. =,

Please nor  chat Fig.. - 1 - Study flow diagram relates to exclusion

but without a co-morbic. YTSD. A ...

of full-te : papers.

Studies awaiting assessment

No stu ‘ies await assessment.

< 7 'ng Studies

We are not aware of any ongoing studies.

sk of bias in included studies

Our overall impression of risk of bias in the included studies is
represented in Figure 2 and Figure 3, whilst assessment of risk
of bias of each included study is reported in Characteristics of
included studies. Overall, the methodological quality of all the
included studies is good, with clear reporting of the trial design
and conduct (except Steel 2010 which was not yet published albeit
unpublished outcome data were provided for this review). This
suggests that the results can be considered to be at low to medium
risk of bias, subject to the available data.
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Figure 2. ,Risk of bias’ summary: review authors’ judgements about each risk of bias item for each included
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Figure 3. ’Risk of bias’ graph: review authors’ judgements about each risk of bias item presented as
percentages across all included studies.
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Allocation

All included studies were randomised controlled trians ~¢ I5).
Apart from Steel 2010, which was not yet pu .ishc at the time
of writing this review (i.e.July 2016 and no  ate’ were >btained
from the trialist regarding allocation) and ' ssessc  ~< F.ing at un-
clear risk of bias, all studies reported the  ndomisation method
used, including the method used .0 g “erate ' = randomisation
sequence and strategies to cor eal allc ation to outcome asses-
st uies (Mueser 2008; Mueser

2015; van den Berg 2015) were rate. -~ being at low risk of bias.

sors and participants. Hence, th.

Blinding

Three studies used  vaiting ‘st or usual care as the comparison
(i.e. Mueser 2°08; S 212010 van den Berg 2015), making it im-
possible to " 1ind the pa. ~ _pants. Due to the design of the trials
involving herapi s delivering the trauma-focused psychological
intervention.. - d/or active control (i.e. brief PTSD-psychoedu-
cation in Muese. Y015), it was not possible to blind the thera-
pists either. Nonetheless, three studies reported cleatly their use
of blinded assessors for data collection to minimise detection bias
(Mueser 2008; Mueser 2015; van den Berg 2015). van den Berg
2015 further described strategies to handle the few unblinding in-
cidents enlisting another independent assessor to re-conduct the
assessment, hence this study was rated as at low risk of bias. Both
USA studies also reported training and monitoring of blinded as-

sessors, hence we also rated them as at low risk (Mueser 2008;
Mueser 2015). Due to inadequate detail, we rated Steel 2010 as

at unclear risk.

Incomplete outcome data

All'studies reported using intention-to-treat (ITT) method of anal-
ysis, except Steel 2010 which is due to limited data available at
the time of writing this review. There was also clear reporting of
the number of participants completing the treatment exposure (as
required as defined a priori) across all studies. However, in two
of the studies, these data were difficult to disentangle or were in-
consistent. We therefore rated two studies as at low risk of bias
(Mueser 2008; van den Berg 2015) and two at unclear risk of bias
(Mueser 2015; Steel 2010).

Selective reporting

For all four included studies, we identified either a published trial
protocol (i.e. de Bont 2013 for van den Berg 2015) and/or a
detailed trial registration (Mueser 2008; Mueser 2015; Steel 2010).
Three studies seemed to have reported all outcomes as specified in
their study protocol and/or trial registration records (Mueser 2008;
Mueser 2015; van den Berg 2015), although van den Berg 2015,
which had recently published their six-month follow-up primary
outcome results in the previous few months (i.e. e-publication in
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January 2015), has yet to report its 12-month follow-up results
and the secondary to quaternary outcomes in due course. We
therefore rated Mueser 2008 and Mueser 2015 as at low risk of
bias whilst we rated van den Berg 2015 as at unclear risk of bias at
this time. We were provided with unpublished results from Steel
2010, however, since this study was not published at the time of

writing this review, we rated it as at unclear risk of bias.

Other potential sources of bias

All included studies provided information on funding sources and
any potential conflict of interests. We identified no other potential
sources of bias.

Effects of interventions

See: Summary of findings for the main comparison Individual
TF-CBT compared to waiting list/usual care for PTSD and
severe mental illness; Summary of findings 2 EMDR compared
to waiting list/usual care for PTSD and severe mental illness;
Summary of findings 3 Individual TF-CBT compared to EMDR
for PTSD and severe mental illness; Summary of findings 4
Individual TF-CBT compared to Brief PTSD psychoeducati-
for PTSD and severe mental illness

There are four comparisons, and results of data a.alvses
summarised below. See also Summary of findings for thc ~ain
comparison; Summary of findings 2; Summary of fir. 'ings .
Summary of findings 4. Of note, as most of the cont. uous
outcome data were found to be skewed (i.e. un-symu.c = ally
distributed), we conducted analyses groupir g w xewed data
and skewed data separately (as outlined in I ta  xtra don and
management). In the .Summary of findings cable.. =+ ported the
pre-specified outcomes of interest (Types € outcome measures)
whenever data were available, an” pric "ty was _‘ven to the anal-
yses drawn using unskewed cc .cinuou data. In the event of no
available analyses using unskewc A2 ., we reported the analyses
pooling skewed data and downgrade. he quality of evidence.

Comparison |: Individuai  ruma-focused cognitive

behavioural therapy .. “B, ‘ersus waiting list/usual care

Three studies inclu ing 178 articipants in total contributed to
this compar’ on (Muc =207 3; Steel 2010; van den Berg 2015).
See also S .nmary .t findings for the main comparison.

1.1 PTSD sympte s severity: 1la. Clinician-rated PTSD
symptom severity - average endpoint CAPS total score (high
= poor)

Three studies considered this outcome with a total of 178 indi-
viduals.

Short-term unskewed data from one study found no differences in
symptom severity between groups (1 RCT, n = 13, mean difference

(MD) 13.15, 95% confidence interval (CI) -4.09 to 30.39; low-
quailty evidence, Analysis 1.1).

1.2 PTSD symptoms severity: 1b. Clinician-rated PTSD
symptom severity - average endpoint CAPS total score (high
= poor) - skewed data

Short-term skewed data from twc studies reported data that
en TF-CBT and waiting-
list control groups although 1. -e was hi 1 heterogeneity (2 RCTs,
n =147, MD -7.44, S s "1-29. 5 to0 14.27, 12 = 87%, Analysis
1.2).

Three studies =>~ortea edium-term skewed data. No effect be-
tween gro” ps was te d (5 RCTs, n = 155, MD -3.92, 95% CI -
19.25 to 1.40, Analy s 1.2). There was high heterogeneity (I =
63%),

showed no significant a. “rences vo

1.3 1 "SD symptoms severity: 2. Self-reported trauma-related
¢ onitic s - average endpoint Posttraumatic Cognitions

In enw._ PTCI) total score (high = poor)

Trec studies reported short-term outcome data, results were
2quivocal across groups (3 RCTs, n = 136, MD -5.45, 95% CI -
37 61 t022.70; I2 = 76%) with high heterogeneity detected, how-
e er, medium-term data from three studies showed an effect for
TE-CBT (3 RCTs, n =133, MD -15.25, 95% CI -29.48 to -1.02).
Analysis 1.3.

1.4 PTSD symptoms severity: 3. Self-reported frequency of
PTSD symptoms - average endpoint PSS-SR total score (high
= poor) - skewed data

Only one study provided data which were skewed on this outcome.
Both short-term (1 RCT, n = 86, MD -9.51, 95% CI -13.84 to -
5.18) and medium-term at nine months (1 RCT, n = 85, MD -
7.52, 95% CI -12.06 to -2.98) data show an effect for TF-CBT.
Analysis 1.4.

1.5 PTSD symptoms severity: 4. Remission from PTSD:
Symptoms below diagnostic threshold - CAPS total score <
40

Two studies reported remission from PTSD as measured by below
CAPS cut-off score (i.e. <40). Both short-term and medium-term
data favoured the TF-CBT group (short term: 2 RCTs, n = 113,
risk ratio (RR) 1.99, 95% CI 1.20 to 3.30; medium term: 2 RCTs,
n =109, RR 1.44 95% CI 0.57 to 3.63; Analysis 1.5).

1.6 PTSD symptoms severity: 5. Recovery from PTSD:
Asymptomatic or few symptoms - CAPS total score < 20

Only one study provided data on this outcome; recovery was de-
fined as a CAPS rtotal score below 20. The short-term results
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showed that more participants in the TF-CBT group had achieved
full recovery from PTSD when compared with those in the waiting
list group and the results were statistically significant (1 RCT, n
=100, RR 4.43, 95% CI 1.37 to 14.37). The medium-term data
also favour the TF-CBT group with statistical significant results
(1 RCT, n =100, RR 4.14, 95% CI 1.27 to 13.51; Analysis 1.6).

1.7 Quality of life: 1. General quality of life - average
endpoint QLS total score (high = good)

Only one study provided data (unskewed) on this outcome. Both
the short-term (1 RCT, n = 38, MD -3.00, 95% CI -8.26 to 2.26)
and medium-term results (1 RCT, n =39, MD -0.60, 95% CI -
4.47 to 3.27) were equivocal across groups; low-quality evidence,
Analysis 1.7.

1.8 Quality of life: 2. Overall functioning - average endpoint
GAF total score (high = good)

Again, only one study reported data (unskewed) on this outcome.
Neither the short-term (1 RCT, n = 44, MD 0.80, 95% CI -4.61
to 6.21); nor the medium-term (1 RCT, n = 46, MD 2.70, 95% _1
-3.32 to 8.72) results showed any significant differences betv -er
groups; Analysis 1.8.

1.9 Quality of life: 3. Mental health functioning ~ ~+ag
endpoint SF-12 mental component total sco- [ “~h = good)

Short-term unskewed data from one study (1 RC", n:= 11, MD
-9.89, 95% CI -23.35 to 3.57) showed nefte.
data were also equivocal across the TF-Cu~ nd usual care groups

(IRCT,n=9,MD 1.96 95% CT 5. 7 to 5. “7); Analysis 1.9.

M- jum-term

1.10 Quality of life: 4. Physical fui. ‘oning - average
endpoint SF-12 physical cnmponent total score (high = good)

Again, only one study pro. '=d data (unskewed) for this outcome.
We found no effect fro-~ data . -oss short-term (1 RCT, n = 11,
MD 1.32,95% CI- 6.35 t '8.99), and at medium-term follow-
up (1 RCT, p =9, N D -2.52 )5% CI -25.64 to 20.60). Analysis
1.10.

1.11 Symptoms « " zo-morbid psychosis: 1. Overall mental
state - average endpoint BPRS total score (high = poor)

One study reported this outcome using the total BPRS scores; all
data were unskewed. Results in the short term (1 RCT, n = 13,
MD 1.00, 95% CI -9.96 to 11.96), and medium term (1 RCT,
n =9, MD -6.93 95% CI -34.17 to 20.31, low-quality evidence)

were equivocal across groups. Analysis 1.11.

1.12 Symptoms of co-morbid psychosis: 2. Positive
symptoms - average endpoint PANSS positive subscale total
score (high = poor)

Unskewed data showed no significant differences between groups
at short term (1 RCT, n = 61, MD -2.00, 95% CI -5.07 to 1.07),
and at medium term (1 RCT, n - 61, MD -1.40, 95% CI -4.42
to 1.62). Analysis 1.12.

1.13 Symptoms of co-morb. * asycho: s: 3. Negative
symptoms - average -na, ‘at }21NSS negative subscale total
score (high = poo.

Again,only ... 1vrep -ted data on this outcome, all data were

unskewec Short-ter. data across the two groups were equivocal
(I RCT, =61, MD 1.40, 95% CI -4.19 to 1.39), as were the
medium-t. m data (* RCT, n = 61, MD -1.10, 95% CI -3.38 to
1.18). Analysis 1.13.

i v Svn. ~toms of co-morbid psychosis: 4. Hallucinations -
ave. “ge endpoint PSYRATS-hallucinations subscale total
sce o high = poor) - skewed data

Short-term skewed data showed no significant differences between
gr ups (1 RCT, n =61, MD 2.80, 95% CI -3.88 t0 9.48), nor the
.nedium-term skewed data (1 RCT, n = 61, MD -0.30, 95% CI -
7.48 to 6.88). Analysis 1.14.

1.15 Symptoms of co-morbid psychosis: 5. Delusions -
average endpoint PSYRATS-delusions subscale total score
(high = poor) - skewed data

Results between groups across short term (1 RCT, n = 61, MD -
0.70, 95% CI -4.73 to 3.33) and medium term (1 RCT, n = 61,
MD -2.30, 95% CI -6.22 to 1.62) were equivocal. Of note, all
data were skewed. Analysis 1.15.

1.16 Anxiety symptoms - average endpoint BAI total score
(high = poor)

One study reported unskewed data for this outcome. Both short-
term (1 RCT, n = 13, MD 4.20, 95% CI -7.52 to 15.92) and
medium-term (1 RCT, n =9, MD 12.57, 95% CI -5.54 to 30.68,
very low-quality evidence) unskewed data showed no significant
differences between groups. Analysis 1.16

1.17 Anxiety symptoms - average endpoint BAI total score
(high = poor) - skewed data

Another study presented skewed data for this outcome, again no
effect between treatments was found at either short term (1 RCT,
n = 35, MD 2.00, 95% CI -7.02 to 11.02) or medium term (1
RCT, n = 40, (MD -3.00, 95% CI -12.36 to 6.36). Analysis 1.17.
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1.18 Depressive symptoms - average endpoint BDI-II total
score (high = poor) - skewed data

Only skewed data from two studies were available for this outcome.
No effect was found at short term (2 RCTs, n = 49, MD 1.31,
95% CI -5.81 to 8.44), or medium term (2 RCTs, n = 48, MD
3.26, 95% CI -3.66 to 10.18, very low-quality evidence). Analysis
1.18.

1.19 Adverse events - incidents of unspecified severe adverse
events

Only one study reported incidents of unspecified severe adverse
events, medium-term data were equivocal across TF-CBT and
waiting-list control groups (1 RCT, n =100, RR 0.44, 95% CI 0.09
to 2.31, low-quality evidence). These adverse events were specified
as not related to the PTSD or psychotic symptoms. See Analysis
1.19.

1.20 Leaving the study early

Three studies with 178 participants in total provided attrition
data. No differences in numbers of participants leaving the study
early across groups were at short term (3 RCTs, n = 178, RR 0.7 4,
95% CI 0.38 to 1.44) or medium term (3 RCTs, n = 178, RR
0.80, 95% CI 0.46 to 1.40). Analysis 1.20.

2. Comparison 2: Eye movement desensitisatior and
reprocessing (EMDR) versus waiting list

Only one study with 102 participants comparec £M! R with wait-
ing-list control (van den Berg 2015), meta-an 'v/ s on utcomes
were therefore not possible using the data. We rep  _ne analyses
on all available outcome data below. See alsc “ummary of findings

2 for main outcomes of interest.

2.1 PTSD symptoms severity: 1. U "~ician-rated severity -
average endpoint CAPS total score (high = poor) - skewed
data

All available data were skewe. Roth short-term data (1 RCT, n =
83, MD -15.32, 95% Cl-. 799 10 -4.65) and medium-term data
(1RCT, n =83, M " -12.31. 95% CI -22.72 to -1.90, very low-
quality evid wce) shov. ' £ surable effect for EMDR. Analysis
2.1.

2.2 PTSD sympto s severity: 2. Self-reported trauma-related
cognitions - average endpoint PTCI total score (high = poor)

Data reporting this outcome were unskewed. Short-term data
favoured EMDR (1 RCT, n = 83, MD -23.27, 95% CI -38.50 to
-8.04) and these benefits seemed to be sustained at medium-term
follow-up (1 RCT, n = 83, MD -20.66, 95% CI -36.72 to -4.60).
Analysis 2.2 .

2.3 PTSD symptoms severity: 3. Self-reported frequency of
PTSD symptoms - average endpoint PSS-SR total score (high
= poor) - skewed data

The EMDR group fared better in self-reported frequency of PTSD
symptoms as measured by PSS-SR, across both short term (1 RCT,
n = 83, MD -8.60, 95% CI -12 93 to -4.17) and medium term
(1 RCT, n = 83, MD -7.37, 95% “I-12.17 to -2.57), although

data reported were skeved.  ~lvsis . 3.

2.4 PTSD symptom sev. ‘ty: 4. Remission from PTSD:
Symptoms below (" gnostic .areshold - CAPS total score <
40

A favourz” te effect fo. MDR compared to waiting list was found
in both t e short-tern data (1 RCT, n = 102, RR 2.17, 95% CI
1.30 to 3.« ). and t' - medium-term data (1 RCT, n = 102, RR
1.77,95% Cl 1.1v to 2.85). Analysis 2.4.

2> I"SL symptoms severity: 4. Recovery from PTSD:
Asy. ‘ptomatic or few symptoms - CAPS total score < 20

Theic vere no significant differences in numbers of participants
achieved full recovery from PTSD across EMDR and waiting-list
gr ups, both at short term (1 RCT, n = 102, RR 2.56, 95% CI
J.74 to 8.92) and medium term (1 RCT, n = 102, RR 2.28, 95%
CI 0.64 to 8.10). Analysis 2.5.

2.6 Adverse events - incidents of unspecified severe adverse
events

No adverse events were recorded at short term. Events were
recorded at medium term, with equivocal numbers of adverse
events reported across groups in medium term (1 RCT, n = 102,
RR0.21, 95% CI 0.02 to 1.85, low-quality evidence). Analysis 2.6.
2.7 Leaving the study early

Short-term data showed no significant differences in number of
participants lost to follow-up between groups (1 RCT, n = 102,
RR 1.18, 95% CI 0.52 to 2.68). Equivocal attrition data were also
reported at medium term (1 RCT, n = 102, RR 1.46, 95% CI
0.63 to 3.42). Analysis 2.7.

Head to head comparisons of specific category of
trauma-focused psychological therapies

We made the following two specific comparisons and reported on
primary outcomes only, as pre-specified in our protocol.

Comparison 3: TF-CBT (specifically prolonged exposure)
versus EMDR

One study with 108 participants (van den Berg 2015) compared
prolonged exposure (PE) therapy which was categorised as a type
of TF-CBT (as defined a priori in Types of interventions) with
EMDR. We report herewith the analyses on all the available review
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primary outcomes although meta-analyses were not possible. See
also Summary of findings 3.

3.1 PTSD symptoms severity: 1. Clinician-rated severity -
average endpoint CAPS total score (high = poor) - skewed
data

No significant differences was found between TF-CBT and
EMDR groups based on the short-term data (1 RCT, n =91, MD
-2.94, 95% CI -13.13 to 7.25), as well as the medium-term data
(1 RCT, n = 88, MD -1.69, 95% CI -12.61 to 9.23, very low-
quality evidence). Of note, all available data were skewed. Analysis

3.1.

3.2 PTSD symptoms severity: 2. Self-reported trauma-related
cognitions - average endpoint PTCI total score (high = poor)

Results were equivocal between the PE and EMDR groups, both
in the short term (1 RCT, n = 91, MD -3.38, 95% CI -21.17 to
14.41) and in the medium term (1 RCT, n = 88, MD 2.05, 95%
CI -16.69 to0 20.79), based on unskewed data. Analysis 3.2.

3.3 PTSD symptoms severity: 3. Self-reported frequency ¢ .
PTSD symptoms - average endpoint PSS-SR total score (I ‘gb
= poor) - skewed data

There were no significant differences found between grc¢ »s, be &

at short term (1 RCT, n = 91, MD -0.91, 95% CI -5.18 1+ 3.36)

and at medium term (1 RCT, n = 88, MD -0.15, 5, “T-749
t0 5.19). Of note, data reported were skewed. /... s 3.3.
3.4 PTSD symptoms severity: 4. Remiss on frv. 7 1SD:

Symptoms below diagnostic threshald - APS total score <
40

Data showed equivocal resulte ~toss ' : PE and EMDR groups,
at short term (1 RCT, n = 108, k. .94, 95% CI 0.69 to 1.30)
and at medium term (1 RCT, n = 108, . 2 1.04, 95% CI 0.75 to
1.44). Analysis 3.4.

3.5 PTSD symptor . sev. ‘ty: .. Recovery from PTSD:
Asymptomatic or { w symp »ms - CAPS total score < 20

Data showe . equivoca. = .cs across groups, both at short term
(1RCT, » =108,” R 1.73, 95% CI 0.83 to 3.61) and at medium
term (1 RC " r - 108, RR 1.82, 95% CI 0.83 to 3.97). Analysis
3.5.

Comparison 4: TF-CBT versus brief PTSD psychoeducation

One study compared TF-CBT with brief PTSD psychoeducation
(Mueser 2015). We report the analyses on available primary out-
comes below although meta-analyses were not possible. See also
Summary of findings 4.

4.1 PTSD symptoms severity: 1a. Clinician-rated severity -
average endpoint CAPS total score (high = poor)

Short-term unskewed data (1 RCT, n = 54, MD -1.45, 95% CI -
14.63 to 11.73) were equivocal across groups. The medium-term
unskewed data (1 RCT, n = 52, MD 0.23, 95% CI -14.66 to
15.12, low-quality evidence) Ana’ wsis 4.1.

4.2 PTSD symptoms su ~ity: 1p. <. nician-rated severity -
average endpoint CAPS toi. -core (h :h = poor) - skewed
data

Long-term skewed . *(1RCT,n=48, MD-2.13,95% CI-19.45
to 15.19) 2" . .
Analysis ¢ 2.

ved 1. significant differences across groups.

4.3 PTSD sy..., _ns severity: 2. Self-reported trauma-related
cogr ‘tions - average endpoint PTCI total score (high = poor)

Unskew d data across short term (1 RCT, n = 53, MD 1.64, 95%
C -2.% 0 27.68), medium term (1 RCT, n = 51, MD 7.68,
95% I -18.64 to 34.00) and long term (1 RCT, n = 49, MD
16.1., )5% CI -10.45 to 42.83) were equivocal across the two
treatment groups. Analysis 4.3.

4. 4 PTSD symptoms severity: 3. Remission from PTSD:
Symptoms below diagnostic threshold - CAPS total score <
40

The data showed no significant differences across groups at short-
term (1 RCT, n = 54, RR 1.04, 95% CI 0.47 to 2.30), at medium-
term (1 RCT, n =52, RR 2.00, 95% CI 0.79 t0 5.05), and at long-
term follow-up (1 RCT, n = 48, RR 1.14, 95% CI 0.49 to 2.65).
Analysis 4.4.

4.5 PTSD symptoms severity: 4. Remission from severe
PTSD: Loss of severe PTSD diagnosis - CAPS total scores <
65

The results were equivocal across the two treatment groups, at
short-term (1 RCT, n = 54, RR 1.21, 95% CI 0.64 to 2.26), at
medium-term (1 RCT, n = 52, RR 1.56, 95% CI 0.82 to 2.94),
and at long-term follow-up (1 RCT, n = 48, RR 1.30, 95% CI
0.71 to 2.37). Analysis 4.5.

4.6 Quality of life: 1. General quality of life - average
endpoint QolLI total score (high = good)

We found no significant differences between the two treatment
groups, at short term (1 RCT, n = 54, MD -0.58, 95% CI -1.35
to 0.19), at medium term (1 RCT, n = 52, MD -0.29, 95% CI -
1.03 to 0.45), and at long term (1 RCT, n = 49, MD 0.11, 95%
CI -0.74 t0 0.96, low-quality evidence). Analysis 4.6.
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4.7 Quality of life: 2. Overall functioning - average endpoint
GATF total score (high = good)

No significant differences were found between groups based on
short-term data (1 RCT, n = 49, MD -0.86, 95% CI -6.48 to
4.76), medium-term data (1 RCT, n = 50, MD 0.60, 95% CI -
4.92 10 6.12); and long-term data (1 RCT, n = 48, MD 1.88, 95%
CI -4.93 to0 8.69). All data reported were unskewed. See Analysis
4.7.

4.8 Quality of life: 3. Social functioning - average endpoint
CAPS social functioning subscale total score (high = poor) -
skewed data

We found no significant differences in this outcome across groups
(short term: 1 RCT, n = 54, MD -0.29, 95% CI -0.86 to 0.28;
medium term: 1 RCT, n = 52, MD -0.61, 95% CI -1.28 to 0.06;
long term: 1 RCT, n =48, MD 0.19, 95% CI -0.46 to 0.84). Data
reported were skewed. Analysis 4.8.

Subgroup analyses

No subgroup analyses were conducted on the two pre-specified
factors (see Subgroup analysis and investigation of heterogene’ y),
due to the following reasons.

1. Participants’ characteristic, i.e. by age - adults vers. -
adolescents

All included studies recruited adults aged 18 ¢ " ~ve. No data

were available on adolescents.

2. Clinical characteristics, i.e. by tvnes ¢. “rauma

Data on types of trauma experj iced b study participants were
reported on sample and group' vels, b' . not available on an indi-
vidual level, to allow for such a s.. ~ oup analysis. Furthermore,
in all four included studies, it was repo. 4 that participants with
co-morbid SMI and PTSD _ommonly experienced multiple trau-
mas, which were often a c..  Sination of childhood and adult trau-
matic events, with the  ~rure ¢ “+he trauma spanned across con-
ventional events (su n as in. -personal violence) and SMI symp-
tom-related ¢ perie. e (e.g. sersecutory delusion). These find-
ings raised  aeries aver ... :easibility and appropriateness of cat-
egoricall; deliner .ng types of trauma experienced by individu-

als with suc..  -morbid conditions and complex presentations.

It also raised challenges in our attempt to estimate participants
overall and specific responsiveness to trauma-focused psycholog-
ical treatment based on types of trauma experienced, even if the
individual-level data were available.

Sensitivity analysis

Apart from Comparisnn 1-“TF-CL ™ versus usual care/waiting
list), which included thic studies, u. other three comparisons
included only one studv each hich rer lered sensitivity analysis
impossible.

Opverall, all four st ' =s incluacd in the various analyses were of
good methe ' “~al q. lity (see Assessment of risk of bias in
included  adies) anc heretore even for Comparison 1, there was

no need  undertake : sensitivity analysis based on the following.

1. Ir olication of randomisation - all included studies were
clearly -andomised controlled trials.

2... > mptions for lost binary data - the quantity of
included study data lost to follow-up was small (i.e. no

st dies reported over 50% of missing data).

3. Risk of bias - no included studies were judged to be of
high risk of bias.

4. Imputed values - we were provided with the raw data by
the trial authors of all four included studies, hence we had
not used imputed values for various analyses.

Lastly, regarding meta-analyses using fixed-effect and random-ef-
fects models - we had used primarily the random-effects model
for analyses when data from more than one study were included;
whereas the fixed-effect model was used in analyses when only data
from one study were included.

When preparing the ’Summary of findings’ tables summarising
the pre-specified outcomes together with their respective overall
rating of quality of evidence, we prioritised reporting the analyses
based on unskewed data (of continuous outcome measures). In the
absence of analyses based on unskewed data, we reported analyses
based on skewed data with the quality of evidence downgraded.
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ADDITIONAL SUMMARY OF FINDINGS [Explanation]

EMDR compared to waiting list/usual care for PTSD - ~ se\ ‘re mental illness

Patient or population: Adults with co-morbid PTS D ar . SMI
Settings: Community

Intervention: EMDR

Comparison: Waiting list

Outcomes lllustrative cu...,  tive risks* (95% Cl) No of Participants Quality of the evidence Comments
(studies) (GRADE)

A’ sum, ‘rie’ Corresponding risk

Waiti, - list EMDR
PTSD symptom seve:. 1 The mean clinician-rated 83 SO00O Only available data were
Clinician-rated severity PTSD symptom severity - (1 study) very low!-23 skewed.
average endpoint CAPS to- average endpoint caps to-
tal score (high = poor) - tal score (high = poor) -
Medium term - ske "=d data medium term (7-9 months)

- skewed data in the inter-
vention groups was

12.31 lower

(22.72 t0 1.90 lower)

Quali, of life: 1. General - ° ° No data available.
quality ot Jife

Symptoms of co-morbid - - - - No data available.
psychosis: 1. Overall men-

tal state

Anxiety symptoms - - - - No data available.
Depressive symptoms - - - - No data available.


http://www.thecochranelibrary.com/view/0/SummaryFindings.html
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Adverse events - incidents Study population 102 SDOO
of unspecified severe ad- (1 study) low?3
verse events - mediumterm 85 per 1000 .7 -2r 1000
(2t0 157)
Moderate
85 per 1000 18 per 1000
(2to 157)
Health economics - - - - No data available.

*The basis for the assumed rick (e.g. ...e median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed ri-* in the amparison group and the relative effect of the intervention (and its 95%Cl).
Cl: Confidence intervs .

GRADE Working Group , - .es of evidence

High quality: Further reseai. is very unlikely to change our confidence in the estimate of effect.

Moderate quality Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Fu. " ar research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low qua'itv: W ~re very uncertain about the estimate.

! Onlv data wailablc were skewed.
2 Cr itinuous ~27.re with a wide score range used which may not reflect clinical significant change accurately.
3 “nly on’ study provided data on this outcome.



Individual TF-CBT compared to EMDR for PTSD and seve 2 1.. = lillness

Patient or population: Adults with co-morbid PTSD == S
Settings: Community

Intervention: TF-CBT

Comparison: EMDR

Outcomes Illustrative comp +ative risks* (95% Cl) No of Participants Quality of the evidence Comments
(studies) (GRADE)
Assu 1ec .isk Corresponding risk
'.__"')R TF-CBT
PTSD symptom seve’ y: 1. The mean clinician-rated 88 S000 Only data available were
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Clinician-rated sev. ‘v -
average endpoint CAPS .

tal score (high = poor) -
Medium term - sl awed data

PTSD symptom severity -
average endpoint caps to-
tal score (high = poor) -
medium term (7-9 months)
- skewed data in the inter-
vention groups was

1.69 lower

(12.61 lower to 9.23 higher)

(1 study)

very low!-2 skewed.

« ity of life: 1. General -

quan._f life

- No data available.

Symptoms of co-morbid -

psychosis: 1. Overall men-
tal state

- No data available.

Anxiety symptoms

- No data available.

Depressive symptoms

- No data available.
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Adverse events - inci- - - - - Secondary review out-
dents of unspecified severe comes not analysed in this
events - medium term comparison.

Health economics - - - No data available.

*The basis for the assumed risk (e.g. the edi« ~ontrol group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparisor. “roup and the relative effect of the intervention (and its 95% Cl).
Cl: Confidence interval.

GRADE Working Group grades of e ider .e

High quality: Further research is ve * unlike y to change our confidence in the estimate of effect.

Moderate quality: Further res~=rch is i.ciy to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further res~= ~his . v likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We < .e veny uncerte.n about the estimate.

1 Only one study proviu. ' ' .ta which were skewed.
2 Continuous outcome meas = with a wide score range was used, score changes may not reflect meaningful clinical changes.
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Individual TF-CBT compared to Brief PTSD psychoeduca ‘oi. ->* *TSD and severe mental illness

Patient or population: Adults with co-morbid PTSD ~=4 S

Settings: Community

Intervention: Individual TF-CBT versus bri  { PTSL ~ yche ducation

Comparison: Brief PTSD psychoeducation

Outcomes

lllustrative comp +ative risks* (95% Cl)

Assu er .isk

Corresponding risk

» f PTSD psychoeduca-

Individual TF-CBT versus
brief PTSD psychoeduca-
tion

No of Participants

(studies)

Quality of the evidence
(GRADE)

Comments

PTSD symptom seven._
1. Clinician-rated PTSD
severity - averaq : endpoint
CAPS total scoi. ‘high =
poor) - Mer’.... *arm

The mean clinician-rated
PTSD symptom severity -
average endpoint caps to-
tal score (high = poor)
medium term (10-12
months) - unskewed data in
the intervention groups was
0.23 higher
(14.66 lower to 15.12
higher)

52
(1 study)

SDOO
low!:2

Quality of life: 1. General
quality of life - average
endpoint QoLl total score
(high = good) - Long term

The mean quality of life:
(a) general quality of life -
average endpoint QoL to-
tal score (high = good) -
long term (16-18 months) -
unskewed data in the inter-
vention groups was

0.11 higher

(0.74 lower to 0.96 higher)

(1 study)

SDOO
low!:2
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Symptoms of co-morbid -

psychosis: 1. Overall men-
tal state

Anxiety symptoms

Secondary review out-
comes not analysed in this
comparison.

Secondary review out-
comes not analysed in this
comparison.

Depressive symptoms

Adverse events - incidents
of unspecified severe ..
verse events

Secondary review out-
comes not analysed in this
comparison.

No data available.

Health economics

No data available.

*The basis for tl 2 assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the as. med risk in the comparison group and the relative effect of the intervention (and its 95%Cl).

Cl: Confider- ‘nterv.'

GRA™E Wc “ing Grr up grades of evidence
Hi ,n quality: . _..ier research is very unlikely to change our confidence in the estimate of effect.

" adere’ : quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low. - ality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.

Very lov. ~uality: We are very uncertain about the estimate.

! Only data from one study with small subgroup sample available.
2 Continuous measure used which may not reflect clinical significant change accurately.



DISCUSSION

Four randomised controlled trials (RCTs) involving 300 partic-
ipants were included in this review to investigate the effective-
ness of trauma-focused psychological therapies for individuals with
both severe mental illness (SMI) and post-traumatic stress disor-
der (PTSD). We conducted four comparisons to assess the effec-
tiveness of three specific modalities of PTSD psychological inter-
ventions, namely: trauma-focused cognitive behavioural therapy
(TF-CBT) (including prolonged exposure); eye movement desen-
sitisation and reprocessing (EMDR); and brief PTSD psychoedu-
cation. We have created a “Summary of Findings” table for each of
the comparisons (Summary of findings for the main comparison;
Summary of findings 2; Summary of findings 3; Summary of
findings 4) and the main results are discussed below.

Summary of main results

Trauma-focused cognitive behavioural therapy (TF-CBT)

We included four studies (Mueser 2008; Mueser 2015; Steel 2010;
van den Berg 2015) reporting on three specific TF-CBT pr
grammes in this review. The three TF-CBT programmes rar zed
from a ’prolonged exposure’ intervention delivered ove. eight . -
sions within a 10-week duration (van den Berg 2015), a " ?-to
16-week CBT programme emphasising on cognitive re -tuctu.
ing (Mueser 2015), and a similar 12- to 16-week CBT for YTSD
programme with the initial few sessions focusing on psyc... - .ca-
tion and breathing retraining (Mueser 2008 an~ stec 2010 whose
study adopted the Mueser 2008 CBT treatme 't r anua .

Three studies provided data for comparii 5 inc. ‘4= TF-CBT
against non-active control condition, i.c. <ual care or waiting-
list control (Mueser 2008; Steel 2 1u; 0 dew “=rg 2015). Some
continuous outcome data wer tound » be skewed, and hence
meta-analyses grouping unskewc. nd’ xewed data separately were
conducted on continuous outcome 1. sures whenever both types
of data were present. In terms of clinician-rated PTSD symptom
severity as measured by C'trician Administered PTSD Symptom
Scale (CAPS) total score, 0. - one study including 13 individ-
™ ana SMI ( Mueser 2008) reported
short-term unskew« ! data, a4 these limited results were equiv-

uals with co-morbid 1o

ocal across ' ¢ two g ns. Turther available data from the other
two studic were sl _wed, but also showed no effect between treat-
ment grow_ at _ither short or medium term. Data on self-re-
ported PTSD . mptom severity as measured by Posttraumatic
Cognitions Invento.y (PTCI) total scores were unskewed: short-
term and medium-term outcomes were equivocal across groups al-
though follow-up data at medium term from three studies showed
afavourable effect for TF-CBT. Meta-analyses pooling binary data
from two included studies (Mueser 2008; van den Berg 2015) that
reported the number of participants scoring below 40 on CAPS,
provided some preliminary and low-quality evidence (2 RCTs, n

= 113) that TF-CBT is more effective than usual care/waiting list
in reducing participants’ PTSD symptoms to the sub-threshold
level leading to remission from PTSD (or loss of PTSD diagnosis)
in both short and medium terms. Only one study (van den Berg
2015), reported full recovery from PTSD using a CAPS cut-off
score of < 20, and there was some limited and very low-quality ev-
idence favouring TF-CBT in pror. ~ting full recovery from PTSD
at medium term (1 RCT, n = 100). \ nly one study provided data
for the remaining prima. - outcou. cusing on quality of life,
and secondary outcomes, he. = meta-c 1alysis was not possible.
In terms of secondar ou. mes, .t was not clear from the avail-
able data if TF-CB™" ‘ad any a« vantages than waiting list or usual
care, over a r>= = of gc ~ral psychiatric symptoms, specific psy-
chotic sy stoms, ai. -t or anxiety manifestation. Only one study
(van den 3erg 2015) 1 ported incidents of unspecified severe ad-
verse ever : no sign’ cant differences were found between TF-

CBT and wa..

tions overall loss to follow-up was equivocal across TE-CBT and

_ st groups. In terms of tolerability of interven-

usual « re/waiting-list groups, as shown by low-quality evidence
( 27T,
up.

<. e study compared prolonged exposure therapy against
EMDR with 108 individuals with a chronic psychotic disorder
ar | PTSD (van den Berg 2015). Whilst it was not possible to un-
- _rtake meta-analyses, the study data indicated that outcomes of
patients receiving TF-CBT or EMDR did not differ significantly
across a range of outcomes focusing on PTSD symptoms.
Another study compared TF-CBT against brief PTSD psychoed-
ucation (Mueser 2015). The results showed no significant differ-

= 178) throughout the short- to medium-term follow-

ences between the two PTSD psychological therapies in terms of
their impacts on patients’ PTSD symptoms severity, quality of life
and related functioning.

Eye movement desensitisation and reprocessing (EMDR)

We identified one study that compared EMDR against a wait-
ing list as well as against TF-CBT (van den Berg 2015). Meta-
analyses were not feasible. Comparing EMDR with waiting list (1
RCT, n = 83), there was some very low-quality evidence indicating
that EMDR was much more effective in reducing PTSD symp-
toms whether they were measured with clinician-rated tools or
self-reported cognitions and frequency assessment (of note, con-
tinuous outcome data available were skewed). A statistically sig-
nificant higher number of participants receiving EMDR achieved
remission from PTSD (i.e. loss of PTSD diagnosis as defined by
a CAPS total score < 40) at short and medium term, respectively,
although there was no significant differences in terms of numbers
of participants achieving full recovery from PTSD (i.e. CAPS <
20) across EMDR and waiting list. The remaining data indicated
equivocal results across EMDR and waiting-list groups in terms
of loss to follow-up and unspecified severe adverse events.

The same study also compared EMDR with TE-CBT (van den

Berg 2015) and its results suggested both interventions were equiv-
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ocal in their effectiveness in reducing PTSD symptom severity, as
aforementioned. No data were available on other outcomes.

Brief PTSD Psychoeducation

A three-session PTSD psychoeducation programme (Pratt 2005)
was identified as an alternative modality of trauma-focused psy-
chological intervention by this review. Only one trial (1 RCT, n =
67) compared TF-CBT head to head with brief PTSD psychoe-
ducation as an active control (Mueser 2015). There was no clear
evidence that brief PTSD psychoeducation was either better or
worse than TF-CBT across a range of PTSD symptom severity
and quality of life outcomes.

Overall completeness and applicability of
evidence

Completeness

Our search identified 35 unique titles and abstracts initially. We
inspected all of them and contacted a number of authors known to
have conducted trials in this field for further unpublished and/
ongoing study data. We also consulted a number of trial aut ors
to establish if their studies targeted people with PTSL or no -
sometimes the PTSD diagnostic thresholds used were rot . ~arly
described. Many studies implied specially developed ps, holog.
cal therapies focusing on trauma and/or trauma-relared exp. ience
and sequelae in association with psychotic illness experic.. ad/
or other life events (e.g. Jackson 2006; NCTC 50/ .6) without
establishing if the participants met the diagi »sti’ thrc hold for
PTSD or not. With assistance from the tric autti. >, provided
us with unpublished and/or psychosis data, =were able to include
four studies investigating the effec . or. »uma-. -used psycholog-
ical therapies for people with < »-morb’ « psychosis and PTSD -
one newly published online in . - b ginning of 2015 (van den
Berg 2015); one unpublished (Steel = *0); and two studies which
originally reported data of participants with psychosis together
with others diagnosed wi<i. non-psychotic disorder as their pri-
Mueser 2015). Nonetheless, these
translate into three st aic. hich .vere included in the comparison

mary diagnosis (Mueser 20u

of TF-CBT with u 1al care/ aiting list; and only one study for
each of the ¢ ser com, ~isor : EMDR with waiting list; TE-CBT
with EMTI” &; and” F-CBT with psychoeducation.

Our pre-s, -ific . review primary outcome focusing on PTSD
symptoms (seve "-v) was reported by the four included studies us-
ing well-establishec. PTSD symptom severity measures, such as
CAPS (Blake 1995) and PTCI (Foa 1999). However, we detected
skewness in many outcome data reported by continuous measures,
which limited the scope of analyses. To avoid the pitfall of apply-
ing parametric tests to non-parametric data, we performed anal-
yses grouping the unskewed and skewed data separately and re-
ported these analyses accordingly. We reported the analyses based

on unskewed data primarily in the ’Summary of findings’ tables,
but in the event of no such analyses were available, we reported
the analyses drawing on skewed data and downgraded the evi-
dence. When the data were reported as binary outcomes (such as
remission or recovery from PTSD as defined by various cut-off of
CAPS scores), we reported the rick ratios. The other primary out-
come focusing on quality of life/ -ell-being had relatively much
less data available; and ofter limite. data from solely one study
rendered meta-analysis 1. -ossible. .~ s problem also applied to
the secondary outcomes inclu. ““ng psyct rtic symptoms and other
common concurrent .yny, ~ms sach as depression and anxiety,
whereas continuou - utcome « ata (and often skewed) from one
study only wee~vailac limiting the scope and extent of anal-
yses. Unfe cunately, here was a distinct lack of data on health
economi outcomes.

Lastly, as is review acludes a couple of newly emerging trials
(Steel 2010; v.
will hecome available in due course.

" . Berg2015), we expect further follow-up data

Inclus. n of trials for this systematic review entailed that study par-

t ., onts. ach diagnostic thresholds for both SMI and for PTSD,
hov -ver 1us likely that many of those with SMI have troublesome
s,- . -us relating to trauma without reaching the threshold for
a PTSD diagnosis. The automatic exclusion of studies evaluating
th effectiveness of psychological interventions for this population
i alimitation of this current review. Another possible limitation is
that only trauma-focused therapies were evaluated. It is theoreti-
cally possible that other psychological therapies have some efficacy

for post-traumatic symptoms even if not specified as such.

Applicability

This review identified four RCTs investigating the effectiveness,
acceptability and safety of PTSD psychological treatment, in par-
ticular TF-CBT and EMDR, for individuals with co-morbid SMI
and PTSD, a population commonly excluded from studies focus-
ing on the general population with PTSD (Bisson 2013; Morrison
2003; NICE 2014). The average profile of the study participants
reflects the complexity (such as multiple trauma ranging from
childhood to adulthood traumatic experiences) and history of
long-standing illness-presentation (such as a life-long diagnosis
of psychotic disorder in van den Berg 2015 and severe PTSD in
Mueser 2015) of the co-morbid population. All the included stud-
ies recruited participants from the community care settings target-
ing those receiving routine mental health service, with the PTSD
psychological therapies delivered in an outpatient clinic setting.
These review findings suggest that individual TF-CBT including
prolonged exposure and EMDR, can potentially be a feasible and
safe evidence-based treatment for the co-morbid group, as for the
general population as recommended by several systematic reviews
and treatment guidelines (ACPMH 2013; Bisson 2013; NICE
2005; NICE 2013).

There are only data from one study for comparing EMDR with
waiting list and the head-to-head comparisons of trauma-focused
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therapies. This has precluded meta-analyses. While results showed
that EMDR was superior than waiting list in reducing PTSD
symptom severity, the analyses of the primary outcomes were
largely equivocal across TF-CBT versus EMDR, and, TF-CBT
versus brief psychoeducation. These analyses with limited data
should be interpreted with caution, preliminary evidence of com-
parative effectiveness of TF-CBT, EMDR and brief psychoeduca-
tion is still outstanding.

Meanwhile, we identified further factors which may affect the gen-
eralisability of the preliminary findings to routine clinical settings.
All included studies reported provision of training and ongoing
supervision for therapists who were highly skilled in delivering
the treatment manuals with specific considerations to the partici-
pants’ complex presentations. Examples included an initial phase
of breathing retraining and psychoeducation in the studies con-
ducted in the USA and the UK (Mueser 2008; Mueser 2015; Steel
2010), and assessment for treatment adherence to the protocol
(Mueser 2015; van den Berg 2015). In addition, all participants
who received an intervention also received usual care, which fre-
quently included receipt of multiple services (such as community
outreach services, case/care management, psychiatric out-patient
follow-up and medication treatment), and so it is not possible to
determine from this review the effectiveness of trauma-focv cd
psychological interventions for this co-morbid patient grouj  in
the absence of support from a multi-disciplinary mente" heai.
service. All the included studies were conducted in the "JSA  ~d
Europe, therefore the results may have limited generalisa ‘lity to
the countries where the systems for delivering me:. " healt. care
are substantially different.

Quality of the evidence

Apart from Comparison 1 (comr .ing "F-CL = with usual care/
waiting list) which included ¢ ee stud :s, the other three com-
parisons included only one stuc. res ectively, rendering limited
data available and precluding meta-. lysis of a number of out-
comes. Analyses, with data from a small number of studies and/
or participants, should be#1 terpreted with caution, as quite likely,
such results are under-powes ' Also, it is worth noting that con-
tinuous outcome me surc. vere wsed to report a good proportion
of outcomes which' 1ay mak. interpretation of the differences in
score points” ito clime ''v m aningful or significant changes diffi-
cult (e.g. » can dif” rence between groups, or differences of scores
across time_~in’ versus recovery). Furthermore, much of the con-
tinuous data a. "able for the analyses were found to be skewed,
with the study samp.e size relatively small (n < 200) (Moore 2010),
further limiting the scope and extent of analyses on outcomes even
when data from more than one study were available. We had taken
the approach to pooling skewed and unskewed continuous data
separately into meta-analyses, reporting the analysis results sepa-
rately and prioritising those based on unskewed data. However, in
doing so to avoid the pitfall in combining parametric and non-

parametric data together and applying parametric tests on such
data, we might have further diffused the already relatively limited
data. Hence, the quality of evidence was often rated as low; and on
occasions where only analyses based on skewed data were reported
in the Summary of findings’ tables, we had further downgraded
the quality of evidence. In view of these problems with the data
available, we suggest further upda. d reviews may consider priori-

tising the reporting of binar outcc nes, such as remission from

PTSD.

Potential biase. 'n the review process

We believe .ne proc s of scarching for studies was thorough. We
followed  he review | otocol strictly in the process of selecting
studies f¢ inclusion, « ita extraction and analysis. In addition, we
also contacte  ~ = Lper of trial authors to seek unpublished and
subgroup data specific to patients with co-morbid psychosis and
PTSL We were pleased to have received assistance from many
2 bors\ ho provided further data and clarification on their study
dec'7n, oo come data and treatment content. Despite the small

mL + of trials included in this review, we were pleased to have
been avle to include some newly emerging studies. We fully ac-
ki »wledge the potential conflict of interests which might arise as
¢ e of our review authors (JS) was a trial therapist in one of the
included trials (Steel 2010); we took steps throughout the review
process to remove JS from the screening of search results, data
extraction, "Risk of bias’ assessment and data input procedures in-
volving this study.

Agreements and disagreements with other
studies or reviews

NICE published a systematic review on the effectiveness of psy-
chological interventions for trauma in people with psychosis, in-
tegral to its guideline recommendations on treatment provision
for psychosis and schizophrenia (NICE 2014). Only one study
was included in the NICE review whose search was undertaken
in June 2013: Jackson 2006 devised a specific form of cognitive
therapy called “cognitive recovery therapy” and investigated its ef-
fectiveness in reducing post-psychotic trauma symptoms, with the
primary outcomes of treatment identified as trauma symptoms,
depression, and self-esteem. We had to exclude this study from
our review as no PTSD diagnostic threshold was applied to the
participants although some might have reached such a threshold
if assessed. No other systematic reviews focusing on trauma-fo-
cused psychological interventions for the co-morbid population
were identified.

Overall, this review identified some limited preliminary, albeit
low-quality, evidence that supports the safety and feasibility of TF-
CBT for treating PTSD in individuals with psychosis. Existing sys-

tematic reviews on psychological therapies for PTSD (e.g. Bisson
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2013; Bradley 2005) and current clinical practice guidelines rec-
ommend TF-CBT (including exposure therapy) as an evidence-
based treatment for PTSD (ACPMH 2013; NICE 2005; NICE
2013). However, there is insufficient high-quality evidence to de-
termine the effectiveness of TF-CBT for people with co-morbid
SMI and PTSD. This review also identified the first study which
investigated the effectiveness and safety of EMDR for the co-mor-
bid population (van den Berg 2015). EMDR was found to be
more beneficial than usual care/waiting list and equivocal to TF-
CBT for individuals with PTSD and psychosis, whilst there were
no significant differences reported in adverse events, dropout or
loss to follow-up. The findings of this study suggest that EMDR
could potentially be applicable and feasible for people with SMI.
Finally, this review also compared brief PTSD psychoeducation
with TF-CBT using psychosis data from one study (Mueser 2015),
although PTSD psychoeducation is not commonly recommended
for PTSD in the general population.

AUTHORS’ CONCLUSIONS

Implications for practice

For people with co-morbid psychosis and post-trau: »atic
stress disorder (PTSD)

Existing reviews support the effectiveness of trauma-focusce. _og-
nitive behavioural therapy (TF-CBT) and eye  .ove .ent desensi-
tisation and reprocessing (EMDR) for PTSD 1 ¢t . gen¢ al popu-
lation. TF-CBT and EMDR may be more . dfectiv. '
in promoting recovery from PTSD in the .. dium term; however
ials in which all

participants also received supp ¢t from aulti-disciplinary mental

s usual care
the evidence for this is drawn fre a1 onc dr two

health services rather than trauma "¢ sed psychological interven-
tions (TFPIs) alone. Due to the limite.. '~ta available from the few
studies carried out to date the review findings on TF-CBT and
EMDR, in terms of thei’ ffect on PTSD symptoms, psychotic
and other mood and anxiety . mptoms remain inconclusive. Ev-
idence-based and av .abu.. of 1 FPIs should be made known to
the service users wh should e supported to consider and access

treatment.

For clinicians

Clinicians should ve alerted to the potentially increased risk of
co-morbidity of PTSD and SMI. Increased knowledge in work-
ing with the co-morbid illnesses should enhance clinicians’ un-
derstanding of the often complex presentations of symptoms and
needs of service users. This increased awareness may optimise the
timely and early assessment of PTSD among people with psy-
chosis. This review has provided some preliminary and limited

evidence for the feasibility and safety of TF-CBT and EMDR for
individuals with SMI and PTSD, although its effectiveness on
improving PTSD, psychotic and other symptoms remain unclear.
Clinicians should consider these treatments for mental health ser-
vice users on an individual basis, as an adjunct to support from a
multi-disciplinary mental health service.

For policy makers
Although this review provides ~me pre .minary albeit low-qual-
ity evidence on the f¢ sibiand safety of TF-CBT and EMDR,

with SNV and PTSD, the results of treat-
T<D, } -hotic and other symptoms are largely

targeting service us.
ment effect -
equivocal’ Due to a + »all number of studies of the effects of TF-
PIs for ¢l s co-morbid >opulation, there were limited data, often
from only ne study wvailable for the outcomes under investiga-
tion for each .._udlity of therapy. Meta-analysis was precluded
on r 'ny outcomes, and the few analyses undertaken likely lack
power. ~iven that people with SMI require support from multi-
G Gy na - mental health services, it would be unwise to rely
upo. evidence from existing reviews of TE-CBT for the general
pup ' lon to guide treatment of people with co-morbid SMI and
PTSD. Thus more research is needed of the effectiveness of TFPIs
fo people with SMI and PTSD to establish the clinical and cost-

.fectiveness of the intervention with this co-morbid client group.

Implications for research

In general, this review shows that there is a lack of studies explor-
ing PTSD psychological treatment for people with SMI, contrary
to their increased vulnerability to developing PTSD and the im-
plications of untreated PTSD in their general prognosis. Despite
the small number of trials included in this review, we were pleased
to have been able to include three emerging trials (Mueser 2015;
Steel 2010; van den Berg 2015), which reflect a significant increase
of research and clinical interests in this subject over the recent
years. The preliminary findings from the few pioneering trials,
need support from further studies including sample sizes powered
to detect clinically significant changes in PTSD symptoms and
quality of life/well-being in individuals with SMI and PTSD. We
expect to see further long-term follow-up data from the included
studies alongside other new studies in the coming years which will
help expand the evidence base of TFPIs for the co-morbid pop-
ulations. In addition to extending the follow -p duration to pro-
vide data on long-term effects of treatments, future studies should
also strive to explore health economic outcomes to inform cost-
effectiveness of treatment and policy development. As most of the
included studies focused on people with long-standing psychotic
disorders and chronic and/or severe PTSD (e.g. onset of PTSD =
17 years in van den Berg 2015; the average age of participants was
mid-40s in Mueser 2008, Mueser 2015, and van den Berg 2015),
such patient profiles raise some suggestions for future research.
More research efforts focusing on younger people with early-onset
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psychosis and/or more timely-diagnosed PTSD are needed. It is
pertinent to investigate whether the treatment effects identified
by this review (when the interventions were applied to a sample
with relatively chronic illnesses) will fare equally well for those
who have a more recent onset of psychosis and/or PTSD. It is also
worthwhile to investigate if the interventions apply effectively in
those with SMI and trauma symptoms which may not necessarily

meet the diagnostic threshold of PTSD.

While there remains much need for further studies to explore dif-
ferent modalities of PTSD treatment and the optimal adaptation
of well-established therapies to suit the complex needs of individ-
uals with SMI, more comparison studies of one type of psycho-
logical therapy against another will also enhance our understand-
ing of comparative effectiveness of different treatments so to pro-
mote treatment options and choices for service users and clinicians
(NICE 2011; Roth 2005). Future research should also focus on
establishing effective training of therapists using various treatment
protocols and large-scale implementation of the evidence-based
psychological treatment of PTSD for people with SMI, in order
to widen provision of treatment.

We suggest an outline design for future trials in Table 1.

ACKNOWLEDGEMENTS
The Cochrane Schizophrenia Gi up Editorial Base in Notting-

ham produces and maintains standa 1 text for use in the Methods
' Nis text as the basis of what

section of their reviews. 7= have ...

appears here and adapted it required.

The search terms we ;e dev “~ped by the Information Specialist
of the Cochrane Sc.. aphrenia Group and the contact author of

“ank . ‘-had Shokranch, the CSG Information

Specialist cor runnin_ the trial search for the review.

this protoce’

Wearem tgrateful f  the assistance provided by the trial authors
(Professor k. M- er and Professor Rosemarie S. Wolfe for the
two US-based studies; Dr Paul de Bont and Dr David van den Berg
for th. Dutch study; and Dr Craig Steel for the UK-based study).
Y +how heir provision of additional data, this review would not
ha. » beew. possible.

REF " KEPM CES

References to studies included in this review

Mueser 2008 {published and unpublished data}
* Mueser KT, Rosenberg SD, Xie H, Jankowski M™ Bolton
EE, Lu W, et al. A randomized controlled tria” of co aitive-
behavioral treatment for posttraumatic stress . 'so .er in
severe mental illness. Journal of Consultin_ and < =
Psychology 2008;76(2):259-71. [MEDL.. 7 18377122]
NCT00053690. Cognitive-beb 101« reatme  of PTSD
in SMI clients. clinicaltrials.g //ct2/sh ¥/NCT00053690
(first received 4 February 20u.

Mueser 2015 {published and unpublis.. ' data}
* Mueser KT, Gottlieb JD, Xie H, Lu W, Yanos PT,
Rosenberg SD, et al. Evx uation of cognitive restructuring
for post-traumatic stress « ~rder in people with severe
mental illness. Bri*".., *natv, “sychiatry2015;206:501-8.
NCT00494650." Cognitiv behavioral treatment for
post-trau’ atic st. s disord r in people with additional
serious aental i''nessc. clinicaltrials.gov/ct2/show/
NC7 049465 :term=NCT00494650&rank=1 (first

accesse.. 2 une 2007).

Steel 2010 {publss.. ! and unpublished data}
ISRCTNG67096137. The acceptability and effectiveness of

cognitive behavioural therapy for the treatment of post-

traumatic stress disorder within schizophrenia. isrctn.com/

ISRCTNG7096137 (first received 23 April 2010).

van den Berg 2015 {published data only}
ISRCTN79584912. Treating Trauma in Psychosis.
isrctn.com/ISRCTN79584912 (first received 22 December

2011).

de Bont PA, van den Berg DP, van der Vleugel BM, de Roos
C, Mulder CL, Becker ES, et al. A multi-site single blind
clinical study to compare the effects of prolonged exposure,
eye movement desensitization and reprocessing and waiting
list on patients with a current diagnosis of psychosis and
co morbid post traumatic stress disorder: Study protocol
for the randomized controlled trial Treating Trauma in
Psychosis. Trials 2013;14:151.

* van den Berg DP, de Bont PA, van der Vleugel BM, de
Roos C, de Jongh A, Van Minnen A. Prolonged exposure
vs Eye Movement Desensitization and Reprocessing vs
waiting list for posttraumatic stress disorder in patients
with a psychotic disorder - a randomised clinical trial.
JAMA Pychiatry 2015:72(3):259-67. [DOTI: 10.1001/
jamapsychiatry.2014.2637]

References to studies excluded from this review

de Bont 2013 {published data only}
de Bont PA, van Minnen A, de Jongh A. Treating PTSD in
patients with psychosis: a within-group controlled feasibility
study examining the efficacy and safety of evidence-based
PE and EMDR protocols. Behavior Therapy 2013;44(4):
717-30.

ISRCTN43816889 {published data only}
ISRCTN43816889. Trauma therapy for psychosis:
Eye Movement Desensitisation and Reprocessing
(EMDR) for people with a psychotic illness. isrctn.com/
ISRCTN43816889 (first received 10 July 2014).

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review) 39
Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Jackson 2006 {[published data only}
ISRCTN43585723. Promoting personal recovery from
psychosis: a randomised controlled trial in first episode
schizophrenia. isrctn.com/ISRCTN43585723 (first
received 23 January 2004).
Jackson C. Promoting personal recovery from psychosis:
a randomised control trial in first episode schizophrenia.
National Research Register 2003.
Jackson C. Promoting personal recovery from psychosis: a
randomised controlled trial in first episode schizophrenia.
National Research Register 2001.
Jackson C, Smith J, Birchwood M, Trower P, Reid I,
Townend M, et al. Preventing the traumatic sequelae
of first episode psychosis: a randomised controlled trial.
Schizophrenia Research 2004;70(1):45-6.
Jackson C, Trower D, Reid I, Smith J, Birchwood M, Hall
M, et al. Improving psychological adjustment following
a first episode of psychosis: a randomised controlled trial
of cognitive therapy to reduce post-psychotic trauma
symptoms. Schizophrenia Research 2006;86(Suppl 1):539.
* Jackson C, Trower P, Reid I, Smith J, Hall M, Townend
M, et al. Improving psychological adjustment following
a first episode of psychosis: a randomised controlled trial
of cognitive therapy to reduce post psychotic trauma
symptoms. Behaviour Research and Therapy 2009;47(6):
454-62.

NCT00307216 {published data only}
NCT00307216. Graduated recovery intervention progr m
for enhancing treatment for first-episode psychosis.
clinicaltrials.gov/ct2/show/NCT00307216 (first rec *ved
23 March 2006).

Additional references

ACPMH 2013
Australian Centre for Posttrauma*" ™ fentar “~alth. The
Australian Guidelines for the Tr .tment r Adults .vith Acute
Stress Disorder and Posttraun -ic Stress' sisorder. Melbourne:
ACPMH, 2013.

Altman 1996
Altman DG, Bland JM. " etecting skewness from summary
information. BMJ 195« ~ 13(7066):1200.

APA 2013
American Psychi cric Asso. tion. Diagnostic and Statistical
Manual o Menta Disorder: 5th edition). Arlington, VA:
Americ 1 Psychiatric - .ishing, 2013.

APA, 206.
American chiatric Association. Diagnostic and Statistical
Manual of Me, ! Disorders (4th edition, text rev.).
Washington DC: APA, 2000.

Bebbington 2004
Bebbington PE, Bhugra D, Brugha T, Singleton N, Farrell
M, Jenkins R, et al. Psychosis, victimisation and childhood
disadvantage: evidence from the second British National
Survey of Psychiatric Morbidity. British Journal of Psychiatry
2004;185:220-6.

Bebbington 2011
Bebbington B, Jonas S, Kuipers E, King M, Cooper C,
Brugha T, et al. Childhood sexual abuse and psychosis:
data from a cross-sectional national psychiatric survey in

England. British Journal of Psychiatry 2011;199:19-37.

Beck 1990
Beck AT, Steer RA. Manual for . e Beck Anxiety Inventory.
San Antonio, TX: Psychological C -poration, 1990.

Beck 1996
Beck AT, Steer RA, Browr. “K. Manu ! for the Beck
Depression Inventor -. San A. onio, I'X: Psychological
Corporation, 199¢.

Bisson 2013

Bissor 1, Robe: NP, A.idrew M, Cooper R, Lewis

C. P chological tt. -apies for chronic post-traumatic
strese lisorder (PT' D) in adults. Cochrane Database

of Syste. +ic Rer’ ws 2013, Issue 12. [DOI: 10.1002/
14651858.C1003388.pub4]

Blake 995
Bla. DD, Weathers FW, Nagy LM, Kaloupek DG,
Guo o .« FD, Charney DS, et al. The development of a
'inician administered PTSD scale. journal of Traumatic
O 551995;8(1):75-90.

Bl-nd 1997
Bland JM. Statistics notes. Trials randomised in clusters.

BMJ 1997;315:600.

Boissel 1999
Boissel JB, Cucherat M, Li W, Chatellier G, Gueyffier E
Buyse M, et al. The problem of therapeutic efficacy indices.
3. Comparison of the indices and their use [Apercu sur
la problematique des indices d’efficacite therapeutique, 3:
comparaison des indices et utilisation. Groupe d’Etude
des Indices D’efficacite]. Therapie 1999;54(4):405-11.
[PUBMED: 10667106]

Borenstein 2011
Borenstein M, Hedges LV, Higgins JPT, Rothstein
HR. Introduction to Meta-Analysis. Available from
eu.wiley.com/WileyCDA/WileyTitle/productCd-
EHEP002313.html. Wiley, 2011.

Bradley 2005
Bradley R, Greene J, Russ E, Dutra L, Westen D. A
multidimensional meta-analysis of psychotherapy for
PTSD. American Journal of Psychiatry 2005;162(2):214-27.

Brunet 2012
Brunet K, Birchwood M, Upthegrove R, Michail M, Ross
K. A prospective study of PTSD following recovery from
first-episode psychosis: the threat from persecutors, voices,
and patienthood. British Journal of Clinical Psychology 2012;
51:418-33.

Bryant 2003
Bryant RA, Moulds ML, Guthrie RM, Dang ST, Nixon
RDV. Imaginal exposure alone and imaginal exposure with
cognitive structuring in the treatment of posttraumatic
stress disorder. Journal of Consulting and Clinical Psychology
2003;71:706-12.

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review)
Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Callcott 2004
Callcott P, Standart S, Turkington D. Trauma within
psychosis: using a CBT model for PTSD in psychosis.
Behavioural and Cognitive Psychotherapy 2004;32(2):
239-44.
Calvert 2008
Calvert C, Larkin W, Jellicoe-Jones L. An exploration of
the links between trauma and delusional ideation in secure
services. Behavioural and Cognitive Psychotherapy 2008;36
(5):589-604.
Creamer 2004
Creamer M, Forbes D, Phelps A, Humphreys L.
Treating Traumatic Stress: Conducting Imaginal Exposure.
Phoenix: Australian Centre for Posttraumatic Mental
Health, 2004.
Darves-Bornoz 2008
Darves-Bornoz JM, Alonzo ], de Girolamo G, de Graaf R,
Haro JM, Kovess-Masfety V, et al. Main traumatic events in
Europe: PTSD in the European study of the epidemiology
of mental disorders survey. Journal of Traumatic Stress 2008;
21(5):455-62.
de Jongh 2003
de Jongh A, ten Broeke E. Handbook of EMDR: A
Standardised Treatent for the Consequences of Psychotrauma.
Amsterdam, the Netherlands: Harcourt, 2003.
Deeks 2000
Deeks J. Issues in the selection for meta-analyses of binary
data. 8th International Cochrane Colloquium; 2000
Oct 25-28; Cape Town. Cape Town: The Cochrane
Collaboration, 2000.
Deeks 2011
Decks JJ, Higgins JPT, Altman DG. Chapter : Ar .aysi 3
data and undertaking meta-analyses. In: Hig, = JP,
Green S, editor(s). Cochrane Handboo!- \or Systeu.wuc
Reviews of Interventions Version =0 (up. *ed March
2011). The Cochrane Collabo’ (on, . 11.. Av. ‘able from

hanbook.cochrane.org.

Divine 1992
Divine GW, Brown JT, Frazier LM. . - unit of analysis
error in studies about phrsicians’ patient care behavior.

Journal of General Inter ' Medicine 1992;7(6):623-9.
Donner 2002

Donner A, Klar M . Issuc ‘n the meta-analysis of cluster
randomized trial  Statistics 2 Medicine 2002;21:2971-80.
Egger 1997
Egger /4, Dave Smith G, Schneider M, Minder C. Bias
inmc  ~nal s detected by a simple, graphical test. BMJ
1997;315.  9-34.
Ehlers 2005
Ehlers A, Clark DM, Hackmann A, McManus F, Fennell
M. Cognitive therapy for post-traumatic stress disorder:
development and evaluation. Behaviour Research andTherapy
2005;43(4):413-31.
Ehlers 2010
Ehlers A, Bisson ], Clark DM, Creamer M, Pilling S,
Richards D, et al. Do all psychological treatments really

work the same in posttraumatic stress disorder?. Clinical

Psychology Review 2010;30:269-76.

Elbourne 2002
Elbourne D, Altman DG, Higgins JPT, Curtina E
Worthingtond HYV, Vaile A. Meta-analyses involving cross-
over trials: methodological issues. International Journal of

Epidemiology 2002;31(1):140-

First 1996
First MB, Spitzer RL, “ibbon w., = 'lliams JBW;,
Benjamin L. Structured civ,. 2l intervie.  for DSM-IV Axis-
1 disorders - patient .. = (SC.. -I/P ‘ersion 2.0). New
York: Biometrics {esearch ~vartment, New York State
Psychiatric Instituc1996.

Fisher 2017
Fish¢ HL, Caspi ¢ Poulton R, Meier MH, Houts R,
Hart gton H, et2  Specificity of childhood psychotic
symptc - for pr cting schizophrenia by 38 years of
age: a birth conort study. Psychological Medicine 2013;43:
177-86.
Foa 19%
+ k. Riggs DS, Dancu CV, Rothbaum BO. Reliability
nd validity of a brief instrument for assessing post-
- :matic stress disorder. Journal of Traumatic Stress 1993;6:
459-73.
Fc 1995
Foa EB. Posttraumatic Stress Diagnostic Scale Manual.
Minneapolis: National Computer Systems Inc., 1995.

Foa 1999
Foa EB, Ehlers A, Clark DM, Tolin DF, Orsillo SM. The
Posttraumatic Cognitions Inventory (PTCI): development
and validation. Psychological Assessment 1999;11:303-14.

Foa 2007
Foa EB, Hembree EA, Rothbaum BO. Prolonged Exposure
Therapy for PTSD: Emotional Processing of Traumatic
Experiences - Therapist Guide. Oxford, England: Oxford
University Press, 2007.

Furukawa 2006
Furukawa TA, Barbui C, Cipriani A, Brambilla P, Watanabe
N. Imputing missing standard deviations in meta-analyses
can provide accurate results. Journal of Clinical Epidemiology
2006;59(7):7-10.

Gairns 2015
Gairns S, Alvarez-Jimenez M, Hulbert C, McGorry B,
Bendall S. Perceptions of clinicians treating young people
with first-episode psychosis for post-traumatic stress
disorder. Early Intervention in Psychiatry 2015;9:12-20.

Gearon 2004
Gearon JS, Bellack AS, Tenhula WN. Preliminary reliability
and validity of the Clinician-Administered PTSD Scale for
schizophrenia. Journal of Consulting and Clinical Psychology
2004;72:121-5.

Gulliford 1999
Gulliford MC. Components of variance and intraclass
correlations for the design of community-based surveys
and intervention studies: data from the Health Survey for

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review)
Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

41



England 1994. American Journal of Epidemiology 1999;149:
876-83.

Haddock 1999
Haddock G, McCarron J, Tarrier N, Faraghan EB. Scales
to measure dimensions of hallucinations and delusions: the
psychotic symptom rating scales (PSYRATS). Psychological
Medicine 1999;29(4):879-89.

Heinrichs 1984
Heinrichs DW, Hanlon TE, Carpenter WT. The Quality of
Life Scale: an instrument for rating the schizophrenic deficit
syndrome. Schizophrenia Bulletin 1984;10(3):388-98.

Higgins 2003
Higgins JP, Thompson SG, Decks JJ, Altman DG.
Measuring inconsistency in meta-analyses. BM] 2003;327:
557-60.

Higgins 2011
Higgins JPT, Altman DG, Sterne JAC. Chapter 8: Assessing
risk of bias in included studies. In: Higgins, JB, Green,
S, editor(s). Cochrane Handbook for Systematic Reviews
of Interventions Version 5.1.0 (updated March 2011).
The Cochrane Collaboration, 2011. Available from
handbook.cochrane.org.

Horowitz 1979
Horowitz MJ, Wilner NR, Alvarez W. Impact of event scale
- a measure of subjective stress. Psychosomatic Medicine

1979;41:209-18.

Horvath 1989
Horvath AO, Greenberg LS. Development and validation

of the Working Alliance Inventory. Journal of Cou: ""»a
Psychology 1989;36:223-33.

Hutton 2009
Hutton JL. Number needed to treat and numu - .eeded .o
harm are not the best way to report and a sess the = _its
of randomised clinical trials. British lourn. #Haematology
2009;146(1):27-30.

Jackson 2009
Jackson C, Trower P, Reid I, St.. -, Hall M, Townend
M, et al. Improving psychological ac  ~tment following
a first episode of psychosis: a randomised controlled trial
of cognitive therapy to -~ duce post psychotic trauma
symptoms. Behaviour Res. b and Therapy 2009;47:
454-62.

Jones 1995
Jones SE' Thorni ~ft G, ' offey M, Dunn G. A brief
menta' iealth o “come scale-reliability and validity of the
Glol'  Assess .ent of Functioning (GAF). British Journal of
Psychiatr, ~ 15;266:654-9.

Jones 2014
Jones V, Steel C. Examining vulnerability to involuntary
memories in schizophrenia comorbid with post-traumatic

stress disorder. Schizophrenia Research 2014;152(2):487-9.

Kay 1986
Kay SR, Opler LA, Fiszbein A. Positive and Negative
Syndrome Scale (PANSS) Manual. North Tonawanda, NY:
Multi-Health Systems, 1986.

Kessler 1995
Kessler RC, Sonnega A, Bromet E, Hughes M, Nelson CB.
Posttraumatic stress disorder in the National Comorbidity

Survey. Archives of General Psychiatry 1995;52(12):1048-60.

Kilcommons 2005
Kilcommons AM, Morrison AP. Relationships between
trauma and psychosis: an explc tion of cognitive and
dissociative factors. Acta Psychiatr. @ Scandinavica 2005;
112:351-9.

Kontopantelis 2013
Kontopantelis E, S ate Di. Reeve D. A re-analysis
of the Cochrane I brary a. - the dangers of unobserved
heterogeneity in 1. =-analyses. PLoS ONE 2013;8(7):
€69930

Lehman 1 95
Lehr n A, Kernan :, Postrado L. Zoolkit for Evaluating
Quali., ~FLife for  ersons with Severe Mental Illness. New
York, USA. - ..c Evaluation Center at HSRI, 1995.

Leorn. Y006
Le. » AC, Mallinckrodt CH, Chuang-Stein C, Archibald
4. . <cher GE, Chartier K. Attrition in randomized
~ontroiled clinical trials: methodological issues in

n. chopharmacology. Biological Psychiatry 2006;59(11):
1001-5. [PUBMED: 16905632]

Le cht 2005a
Leucht S, Kane JM, Kissling W, Hamann J, Etschel E,
Engel RR. What does the PANSS mean?. Schizophrenia
Research 2005;79(2-3):231-8. [PUBMED: 15982856]

Leucht 2005b
Leucht S, Kane JM, Kissling W, Hamann J, Etschel E,
Engel R. Clinical implications of brief psychiatric rating
scale scores. British Journal of Psychiatry 2005;187:366-71.
[PUBMED: 16199797]

Leucht 2007
Leucht S, Engel RR, Bauml J, Davis JM. Is the superior
efficacy of new generation antipsychotics an artefact of

LOCE:. Schizophrenia Bulletin 2007;33(1):183-91.

Lukoff 1986
Lukoff D, Nuechterlein KH, Ventura J. Manual for
the expanded Brief Psychiatric Rating Scale (BPRS).
Schizophrenia Bulletin 1986;12:594-602.

Marks 1998
Marks IM, Lovell K, Noshirvani H, Livanou M, Thrasher
S. Treatment of postraumatic stress disorder by exposure
and/or cognitive restructuring: a controlled study. Archives

of General Psychiatry 1998;55:317-25.

Marshall 2000
Marshall M, Lockwood A, Bradley C, Adams C, Joy C,
Fenton M. Unpublished rating scales: a major source
of bias in randomised controlled trials of treatments for
schizophrenia. British Journal of Psychiatry 2000;176:
249-52.

Meichenbaum 1988
Meichenbaum D, Deffenbacher JL. Stress inoculation
training. Counseling Psychologist 1988;16:69-90.

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review) 42
Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Moore 2010
Moore RA, Eccleston C, Derry S, Wiffen P, Bell BE, Straube
S, et al. “Evidence” in chronic pain - establishing best
practice in the reporting of systematic reviews. Pain 2010;
150:386-9.

Morrison 2003
Morrison AP, Frame L, Larkin W. Relationships between
trauma and psychosis: a review and integration. British

Journal of Clinical Psychology 2003;42:331-53.

Mueser 2009
Mueser KM, Rosenberg SD, Rosenberg HJ. Treatment
of Posttraumatic Stress Disorder in Special Populations: A
Cognitive Restructuring Program. New York: American
Psychological Association, 2009.

Mueser 2010
Mueser KT, Lu W, Rosenberg SD, Wolfe R. The trauma of
psychosis: posttraumatic stress disorder and recent onset

psychosis. Schizophrenia Research 2010;116:217-27.
NICE 2005

National Institute for Clinical Excellence. Post-Traumatic
Stress Disorder (PTSD) - The Management of PTSD in Adults
and Children in Primary and Secondary Care. London:
National Collaborating Centre for Mental Health, 2005.

NICE 2011
National Institute for Health and Care Excellence. Stepoed
Care for People with Common Mental Health Disorders
Commissioning Guide. www.swscn.org.uk/wp/wp-
content/uploads/2015/03/non-guidance-commissioning-
stepped-care-for-people-with-common-mental-healrh-

disorders-pdf.pdf. London: NICE, (accessed 2011).
NICE 2013

National Institute for Health and Care Exce. nc
Post-Traumatic Stress Disorder (PTSD)

Evidence Update December 2013 (Evic  -e

Update 49). file:///C:/Users/m< ., ownlo. "/
PTSD+Evidence+Update+De .mber+Z 13.pdf. London:
NICE, (accessed 2013).

NICE 2014
National Institute for Health and Care 1 cellence. Psychosis
and Schizophrenia in Ad its - Treatment and Management
(Clinical Guideline 13¢, www.nice.org.uk/guidance/
cgl78/evidence/full-~idelin. “90503565. London:
National Collabe ating U tre for Mental Health, (accessed
2014).

Overall 196
Over «]JE, Ge aam DR. The brief psychiatric rating scale.
Psychow -2l eports 1962;10:799-812.

Pratt 2005
Pratt SI, Rosenberg SD, Mueser KT, Brancato J, Salyers
MP, Jankowski MK, et al. Evaluation of a PTSD
psychoeducational program for psychiatric inpatients.
Journal of Mental Health 2005;14:121-7.

Read 2008
Read ], Fink PJ, Rudegeair T, Felitti V, Whitfield CL.

Child maltreatment and psychosis: a return to a genuinely

integrated bio-psycho-social model. Clinical Schizophrenia
& Related Psychoses 2008;2(3):235-54.

Resick 2003
Resick PA, Nishith P, Griffin MG. How well does cognitive
behavioral therapy treat symptoms of complex PTSD? An
examination of child sexual abuse survivors within a clinical

trial. CNS Spectrums 2003;8(5). 40-55.

Rogers 1961
Roger C. On Becom.. 1 Persor. “erapists View of
Psychotherapy. London: C. -table, 19¢ .

Rosenberg 2004
Rosenberg SD, M eser K'1, _ akowski MK, Salyers MP,
Acker K. Coenitive  ~havioural treatment of posttraumatic
stress ¢ order .. =vere . ental illness: results of a pilot
studr American Jo. nal of Psychiatric Rehabilitation 2004;7:
171- 6.

Roth 2005
Roth A, Fonagy P. Whar Works for Whom? A Critical Review

“Psychotherapy Research. 2nd Edition. New York: Guilford

Pre -, 2005.

R o " 2000
Ruggeri M, Leese M, Thornicroft G, Bisofti G, Tansella M.
. Aniton and prevalence of severe and persistent mental

illness. British Journal of Psychiatry 2000;177:149-55.

Sa a 2005
Saha S, Chant D, Welham J, McGrath J. A systematic
review of the prevalence of schizophrenia. PLoS Medicine
2005;2(5):e141.

Schnyder 2015
Schnyder U, Ehlers A, Elbert T, Foa EB, Gersons BPR,
Resick PA, et al. Psychotherapies for PTSD: what do they
have in common?. European Journal of Psychotramatology
2015;6:28186.

Schiinemann 2011
Schiinemann HJ, Oxman AD, Vist GE, Higgins JPT,
Deeks JJ, Glasziou P, et al. Chapter 12: Interpreting
results and drawing conclusions. In: Higgins JPT, Green
S, editor(s). Cochrane Handbook for Systematic Reviews
of Interventions Version 5.1.0 [updated March 2011].
The Cochrane Collaboration, 2011. Available from
handbook.cochrane.org.

Shapiro 1989
Shapiro E. Eye-movement desensitization - a new treatment
for post-traumatic stress disorder. Journal of Behavior

Therapy and Experimental Psychiatry 1989;20(3):211-7.

Shapiro 2001
Shapiro E Eye Movement Desensitization and Reprocessing,
Basic Principles, Protocols and Procesures. 2nd Edition. New
York: The Guilford Press, 2001.

Sheehan 1997
Sheehan DV, Lecrubier Y, Harnett Sheehan K, Janavs J,
Weiller E, Keskiner A, et al. The validity of the Mini
International Neuropsychiatric Interview (MINI) according
to the SCID-P and its reliability. European Psychiatry 1997;
12(5):232-41.

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review)
Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

43



Sheehan 1998
Sheehan DV, Lecrubier Y, Harnett Sheehan K, Amorim
P, Janavs J, Weiller, et al. The Mini International
Neuropsychiatric Interview (M.LN.L): the development
and validation of a structured diagnostic psychiatric
interview for DSM-IV and ICD-10. Journal of Clinical
Psychiatry 1998;59(Suppl 20):22-33.

Spielberger 1973
Spielberger CD, Gorsuch RL, Lushene R. Manual for the
State-Trait Anxiety Inventory. Palo Alto, CA: Consulting
Psychologist Press, 1973.

Sterne 2011
Sterne JAC, Egger M, Moher D. Chapter 10: Addressing
reporting biases. In: Higgins JP, Green S, editor
(s). Cochrane Handbook for Systematic Reviews of
Interventions Version 5.1.0 (updated March 2011).
The Cochrane Collaboration, 2011. Available from
handbook.cochrane.org.

The Schizophrenia Commission 2012
The Schizophrenia Commission. 7he Abandoned Illness:
A Report from the Schizophrenia Commission. London:
Rethink Mental Illness, 2012.

Ukoumunne 1999
Ukoumunne OC, Gulliford MC, Chinn S, Sterne JAC,
Burney PGJ. Methods for evaluating area-wide and
organisation-based intervention in health and health care: ¢
systematic review. Health Technology Assessment 1999;3(C
1-75.

Varese 2012
Varese F, Smeets E, Drukker M, Lieverse R, Lar= T,
Viechtbauer W, et al. Childhood adversities ir rease .ne r'sk
of psychosis: a meta-analysis of patient-contro. ~ spect’ e-

and cross-sectional cohort studies. Schizophrenia Bulletin
2012;38(4):661-71.

‘Waraich 2004
‘Waraich P, Goldner EM, Somers JM, Hsu L. Prevalence and
incidence studies of mood disorders: a systematic review of
the literature. Canadian Journal of Psychiatry 2004;49(2):
124-38.

Ware 1994
Ware JE, Kosinski . “eller o ™ 6 Physical and Mental
Health Summary Scales: .. "%er’s Manu . Boston, USA:
Health Assessment”™ = 1994.

Weathers 2001
Weathers FW, Ke. ~ TM, Davidson JR. Clinician-
Admin’® Ziea - TSD S¢ T areview of the first ten years of

resea’ n. Depressio. and Anxiety 2001;13(3):132-56.

WHO 19 >
World “=alth O anization. International Statistical
Classification oy Diseases and Related Health problems. 1CD
9. Geneva: WHO, 1992.
Xia 200.
» 1 “dams CE, Bhagat N, Bhagat V, Bhoopathi P, El-
Sayeh H, et al. Loss to outcomes stakeholder survey: the

"+ SS study. Psychiatric Bulletin 2009;33(7):254-7.

R ferences to other published versions of this review

oin 2015
Sin ], Spain D, Furuta M, Murrells T, Norman I.
Psychological interventions for post-traumatic stress
disorder (PTSD) in people with severe mental illness.
Cochrane Database of Systematic Reviews 2015, Issue 1.
[DOI: 10.1002/14651858.CD011464]

* Indicates the major publication for the study

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review)
Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

44



CHARACTERISTICS OF STUDIES

Characteristics of included studies /[ordered by study ID]

Mueser 2008

Methods Allocation: randomised, using a computer-bas ' ranac..” * 'n programme
Blindness: single-blind (assessor blind).
Duration: 4 to 6 months.
Setting: community (New Hampshire and " ermony, “TSA).

Participants Diagnosis: schizophrenia or schize .tective . ~orde. (DSM-IV) and co-morbid or current
PTSD (assessed with SCID-I fo: DSM-IV). 1 addition, PTSD diagnoses and symptom
severity based on CAPS (at leas. “APS min’ aum total score of 65)
N = 108*.
Age: 25 - 57 years (mean - 43.47 years, SD 9.07 years)
Sex: 23 M, 85F *
Excluded: people with © =nt p. chiatric hospitalisation or suicidal attempt within the
past three months; and cu -ent . sM-IV diagnosis of substance dependence

Interventions 1. CBT for PTS L p, gramme + TAU: CBT programme: 12 to 16 sessions following
a structured fc ma  incl sive of handouts, worksheets, and homework assignments.
Sessions covr: trc mer  overview, psychoeducation, breathing retraining and cognitive
restructur 1ga. om the sixth sessions. Programme design based on an earlier pilot study
focusing or. BT t.catment of the co-morbid population (Rosenberg 2004). Treatment
expe -~ was. ~fined a priori as completion of at least six sessions including a minimum
of r-==e sessio1s of cognitive restructuring. N = 54 (n = 10 with PTSD and schizophrenia/

chize tfective disorder)*

"AU:  sual comprehensive treatment the participants had been receiving for their
mel.._ ulness, based at local community mental health centre prior to their enrolmentin
+he trial. TAU usually included pharmacological treatment and monitoring, case man-
ag..nent, supportive counselling, and access to psychiatric rehabilitation programmes
such as vocational rehabilitation
N =54 (n = 7 with PTSD and schizophrenia /schizoaffective disorder)*

Outcomes PTSD symptom severity: clinician-rated severity (CAPS), self-reported trauma-related

cognition (PTCI), remission from PTSD (CAPS)
Quality of life: self-reported mental health functioning (SF-12), self-reported physical
functioning (SF-12)
Symptoms of co-morbid psychosis: overall mental state (BPRS)
Depressive symptoms (BDI-II)
Anxiety symptoms (BAI)
Leaving the study early
Unable to use -
Understanding of PTSD: assessed with PKT (outcome not specified in the review pro-
tocol)
Therapeutic alliance between patient and case manager: rated with client version of WAI
(outcome not specified in the review protocol)
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Mueser 2008  (Continued)

Notes * We only used data from the 17 participants (5M, 12F) with co-morbid PTSD and

schizophrenia/schizoaffective disorder. Other participants were diagnosed with concur-

rent PTSD and a severe mental illness (major depression. bipolar disorder, schizophrenia

or schizoaffective disorder) and persistent impairment in -he areas of work, school or

ability to care for oneself

Risk: of bias

Bias Authors’ judgement

Random sequence generation (selection Low risk

bias)

-oport for judgement

andomisation method clearly stated, i.
computer-based randomisation pro-
gramme which stratified the randomisation
by four recruitment sites and three board
diagnostic groups. In addition, to balance
the number of participants randomised to
the two treatment arms, randomisation was
conducted in blocks of four within each of
the 12 strata

Allocation concealment (selection bias) Low risk

All research staff and therapists provid-
ing the CBT programme were unaware of
assignments in advance; participants in-
formed of allocation by the project co-or-
dinator

Blinding of participants and personnel = Tne':arr k
(performance bias)
All outcomes

Given the study design, both therapists and
participants could not be blinded to the
treatment allocation

Blinding of outcome assessmer . (detec on  Low risk
bias)

All outcomes

Blinded assessors, who had no involvement
and knowledge of participants’ allocation,
were used to collect participants’ outcomes
at all time points. Regardless of their treat-
ment allocation, all participants provided

with follow-up appointments according to
the CBT treatment schedule

Incomplete utcom. 'ata (- crition bias)  Low risk
All outco .es

No incomplete data.

Selective repe ‘ng (reporting bias) Low risk

All outcomes, as stated in the protocol and
the papers, were consistently reported

Other bias Low risk

None noted. Treatment fidelity of the CBT
programme was monitored with 15% of
all sessions randomly selected for fidelity
monitoring
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Mueser 2015

Methods

Allocation: randomised, using a computer programme

Blindness: single-blind, using independent interviewers masked to treatment assignment
Duration: 12 to 16 week CBT programme, with + 6 and 12 month-follow-up

Setting: community (in states of New Jersey, USA)

Participants

Diagnosis: schizophrenia or schizoaffective disc 'eric. © ™ and currentsevere PTSD
(CAPS minimum total score of 65)

N =201*

Age: mean ~ 43.7 years, (SD 11 years)*

Sex: 63 M 138 F (26 M; 41 F)*

Excluded: patients with recent psy- .iatric. -pita. stion or suicidal attempt or substance
dependence within the past thre months

Interventions

1. CBT for PTSD programme + TA = 12 = 16 sessions individual CBT programme spe-
cially designed and adapted to accommodate the unique challenges of people with SMI,
such as psychotic symptoms, ognitive impairment and high levels of stress vulnerability
(Mueser 2008; Mueser ~?N9). "he CBT programme included three sessions teaching
breathing retraining for « xiety .id education about trauma and PTSD, followed by
nine to 13 sessions o1 « _~it = restructuring. Treatment exposure was a priori defined as
completion of ar "_u. ix sessions. TAU included usual pharmacological treatment, case
managemental 1ac sst arange of available services within the participants’ treatment
setting such as 1.~ vidu- . psychotherapy and vocational rehabilitation excluding inter-
vention srecw. ~lly targeting PTSD. N = 104 (n = 32 with PTSD and schizophrenia or
schizoaffec 7e disc ler)*
2. Bri=f PTS Y psychoeducation programme + TAU: A three-session brief treatment
programme . 2TSD adapted from an earlier PTSD-psychoeducation programme de-
* zlopr . by the trial team (Pratt 2005). This brief programme was designed to provide
re ume | ceathing retraining and education components as the CBT programme, using
the nandouts and worksheets and a video to initiate discussion between the patient
and therapist about the causes and nature of PTSD. There was no content on cognitive
e -ucturing in the three-session programme. Treatment exposure was defined a priori
as completion of at least two sessions. TAU is same as aforementioned. N = 97 (n = 35
with PTSD and schizophrenia or schizoaffective disorder)*

Outcomes

PTSD symptom severity: clinician-rated severity (CAPS), remission from PTSD (CAPS)
, self-reported trauma-related cognition (PTCI)

Quality of life: overall quality of life (QOLI), overall functioning (GAF), social func-
tioning (CAPS-social functioning)

Unable to use -

Understanding of PTSD: assessed with average endpoint score of PKT (outcome not
specified in the review protocol)

Leaving the study early: no data available for the psychosis-specific sample

Notes

*We could only use data from 67 participants (mean age ~ 43.4 years, SD 12 years) (26
M, 41 F) with co-morbid PTSD and schizophrenia or schizoaffective disorder out of
a total of 201 participants. Other participants were diagnosed with concurrent PTSD
and a severe mental illness as defined by the State of New Jersey, USA (i.e. DSM-IV
diagnosis of major depression, bipolar disorder, schizophrenia or schizoaffective disorder
and significant functional limitations in major life activities within the past three to six
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Mueser 2015 (Continued)

months because of the mental disorder and had been receiving supportive services for

more than two years)

Risk: of bias

Bias Authors’ judgement

Su, ortfor ju. ement

Random sequence generation (selection Low risk

bias)

Ranc. misation method was clearly stated,
‘e. operated by a computer randomisa-
tic  orogramme operated by an off-site
lata manager which stratified the randomi-

tion by five recruitment sites and three
soard diagnostic groups

Allocation concealment (selection bias) Low risk

Blinding of participants and personnel Unclear risk
(performance bias)
All outcomes

All research staff and therapists providing
treatments were not involved in the alloca-
tion and had no prior knowledge of treat-
ment allocation

Both therapists and participants could not
be blinded to the treatmentallocation given
the design of the study

Blinding of outcome assessment (detection Low risk
bias)

All outcomes

Blinded interviewers who were masked to
treatment allocation were used to collect
participants outcomes at all time points.
Regardless of their treatment allocation, all
participants were provided with follow-up
appointments according to the CBT treat-
ment schedule

Incomplete outcome data (ate. ‘on k'us)  Unclear risk
All outcomes

The study stated using an I'TT analysis and
a flow chart is provided to outline the sam-
pling frame as well as study participants’
progress through the study; however, num-
bers used at post-treatment analysis seem
to be inconsistent with the number of par-
ticipants having been exposed to the treat-
ment conditions. Also a small number of
participants appeared to be un-accounted
for (i.e. one in the brief PTSD arm; 3 in
CBT arm)

Selective reporting (reporting bias) Low risk All outcomes as stated in the protocol and
the papers were consistently reported

Other bias Low risk Clinical training and treatment adherence
monitoring were reported with 5% to 10%
of all sessions were rated for adherence in
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Mueser 2015

addition to weekly group supervision for
trial therapists

Steel 2010

Methods

Allocation: randomised, undertaken via MHRN « base

Blindness: single-blind (assessor blind)

Duration: 6 months (16 sessions of CBT fo PTSL, vith a + 6 month-follow-up
Setting: community (South East of Englang,

Participants

Diagnosis: DSM-IV diagnosis ¢ schizophre ‘a or schizoaffective disorder and current
DSM-1V diagnosis of PTSD

N = 61 (no baseline demographic « = we*  made available for this review)

Excluded: patients with organic disorder, unable to read and write in English, or learning

disability

Interventions

1. CBT for PTSD progra. "me - candard Care: 16 session trauma focused CBT inter-
vention specifically ac.’_~~a ~nd developed for people with psychosis by Mueser 2008
(see above for fu ... 'etails on treatment protocol). N = 30

2. TAU: stand: d pr, chi: ric care in the UK is based on the care programme approach
to case raarager. 1t ar . typically includes antipsychotic medication, outpatient and
communiy 1. '~w-up, and access to community rehabilitative activities such as day
centres anc. Trop-1. . N =31

Outcomes

Notes

PTSD sympuo.a severity: clinician-rated severity (CAPS), self-reported trauma-related
ogni* on (PTCI)
‘u oty o life: general quality of life (QLS), overall functioning (GAF)
Sy1..,  .nsof co-morbid psychosis: overall mental state (PANSS-total), positive and nega-
tive symptoms (PANSS-positive, PANSS-negative subscales), hallucinations (PSYRATS-
ha “acination) delusions (PSRATS-delusion)
Depressive symptoms: (BDI-II)
Anxiety symptoms: (BAI)
Leaving the study early
Unable to use -
Acceptability of the intervention: was assessed through a service-user led interview which
appeared to be non-quantitative data. Not made available for this review

Review author JS was therapist in this trial, therefore, was not involved in the data
extraction and assessment of risk of bias of this trial. At the time of writing this review,
this trial has not been published, after contacting the lead author of the trial, we used
unpublished data provided by the trialists for this review’s analyses

Risk: of bias

Bias

Authors’ judgement Support for judgement
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Steel 2010  (Continued)

Random sequence generation (selection

bias)

Unclear risk

Randomisation undertaken via MHRN
database, but further detail such as how
allocation  -as generated (e.g. equal sized
strata, or pe. nuted block) were not pro-

- Hed

Allocation concealment (selection bias)

Unclear risk

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

T--fficic.  detail srovided.

Nue to the design of the study, both the
pai. ‘pants and the treatment therapists
rere unable to be blinded. It was unclear
blinded and independent assessors were
used for all data collection

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk

Incomplete outcome data (attrition bias)
All outcomes

Selective reporting (reporting * sas)

Unclear risk

A proportion of assessments were under-
taken unblinded, but detail of such un-
blinding incidents (e.g. reasons leading to
unblinding, time points at which these
occurred, the number of participants af-
fected) and specific measures for managing
unblinding, if any were applied, was not re-

ported

According to the CONSORT diagram, not
all participants allocated to CBT arm re-
ceived the same number of treatment ses-
sions. Although an ITT analysis was used,
the data in Table 1 of their paper are diffi-

cult to disentangle

Unclear risk

As yet the data have not been published
openly, data reported on this study were
provided by the trialists for the current re-
view ahead of publication. Therefore, cur-
rently, it is not possible to judge the risk of

selective reporting bias

Other bias

Unclear risk

Although we were provided with unpub-
lished data for the purpose of this review,
detail required to estimate the risk of bias,
such as with regards to sequence genera-
tion, unblinding protocol, and fidelity fac-
tors regarding intervention, have not been
provided. Therefore the estimation of risk
of other bias at this time is difficult to assess

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review) 50

Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



van den Berg 2015

Methods

Allocation: randomised, stratified randomisation blocks.

Blindness: single-blind (assessor blind)

Duration: 10 weeks (eight sessions of prolonged exposure (PE) or EMDR therapy) with
a + 6 month-follow-up

Setting: out-patient services in the Netherlands

Participants

Diagnosis: a lifetime diagnosis of a psychotic disore. »or mooc disorder with psychotic
features according to the Mini-International " «c. ~osyc. atric snterview-Plus (Sheehan
1997; Sheehan 1998), and DSM-IV-tr i gnosis . A, 2000) of chronic PTSD as
assessed with CAPS (Blake 1995)

N =155

Age: mean ~ 41.2 years, SD 10. years

Sex: 71 M, 84 F

History: duration of psychosis: me.. ~ '7, years (SD 11.8 years), duration of PTSD:
mean ~ 21.0 years (SD 13.5 years)

Excluded: patients with an « tremely high acute suicide risk, or who had changes in
antipsychotic or antide; . ~sant edication regimen within two months before the as-
sessments, or with insuffic’=nt ce_apetence in the Dutch language; or with intellectual
impairment (as defince. > a1 estimated IQ of 70 or less; or not being able to travel to
the outpatient s¢ vice “including current involuntary hospitalisation)

Interventions

1. Prolonge? exp re 'VE) + TAU*: eight weekly 90-minute sessions offered within

a 10-wee!

vet. ' The PE intervention comprised development of a case formulation
including a Hierarc..y of former experiences, and then use of imaginal exposure, audio
recor " ~os ot >ssions were made and listened to for homework, in vivo exposure was
als~ includea. 4 = 53

. EN DR + TAU*: eight weekly 90-minute sessions (offered within a 10-week period);
. = tand- d eight phase protocol was used after being translated into Dutch (de Jongh
20u_, v =55
3. Waiting-list control + TAU*: in addition to usual care, participants were seen at the
ou et following randomisation and then approximately six months later at which time
they could choose their treatment of choice. N = 47

Outcomes

PTSD symptom severity: clinician-rated severity (CAPS), remission and recovery
from PTSD (CAPS), self-reported frequency PTSD symptoms (PSS-SR), self-reported
trauma-related cognition (PTCI)

Adverse events: number of severe adverse events

Leaving the study early

Notes

*Treatment as usual comprised typically care provided by multidisciplinary assertive
outreach teams, usually consisting of antipsychotic medication and treatment and/or

non-trauma focused supportive counselling

Risk: of bias

Bias

Authors’ judgement Support for judgement
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van den Berg 2015  (Continued)

Random sequence generation (selection Low risk Sequence generation was undertaken by an

bias) independent randomisation bureau, using
stratified r. ~domisation blocks with equal
strata sizes

Allocation concealment (selection bias) Low risk Trea. ~entallocaw »n was conducted by the
ji=1epenc. r bure u

Blinding of participants and personnel Low risk “ingle-blind given the study design that

(performance bias) bou. narticipants and therapists were not

All outcomes ble to be blinded to treatment they re-

:ived or delivered

Blinding of outcome assessment (detection Low risk Outcome assessments were undertaken by

bias) independent assessors who were blind to

All outcomes treatment allocation; trial authors reported
a small proportion of assessments were un-
blinded (27 occasions), however, measures
by means of implementing a further in-
dependent assessor were implemented that
minimised detection bias

Incomplete outcome data (attrition bias) ~ Low risk The study used an I'TT analysis and a flow

All outcomes

Selective reporting (reporting bias)

chart is provided to outline the sampling
frame as well as the reasons for excluding
participants and a clear description of par-
ticipants’ journey through the study

Unclear risk

Only some selected outcome data focusing
on PTSD diagnosis, PTSD symptom sever-
ity and self-report of PTSD symptoms and
trauma-related cognition were reported in
the main paper (albeit they are the study
primary outcomes); many other outcomes
as stated in the protocol (such as paranoid
thinking, verbal hallucinations, delusions,
depression, social functioning, and cost-ef-
fectiveness data) which are reported as sec-
ondary, tertiary and quaternary objectives
of the trial, were not reported. We under-
stand other publications reporting on these
other outcomes and further follow-up data,
are planned. Nonetheless, we have to rate
the reporting bias, as best, unclear

Other bias Low risk None noted; treatment therapist training
and fidelity monitoring are reported with
10% of all treatment sessions which were
videotaped, randomly selected and rated
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van den Berg 2015  (Continued)

by trained and blinded raters. Treatment
adherence to protocols of both PE and
EMDR is reported as good and excellent

respectively
BAI: Beck Anxiety Inventory (Beck 1990)
BDI-II: Beck Depression Inventory-II (Beck 1996)
BPRS: Brief Psychiatric Rating Scale (Lukoff 1986)
CAPS: Clinician Administered PTSD Scale (Blake 1995)
CBT Cognitive Behavioural Therapy
DSM-1V: Diagnostic and Statistical Manual of Mental Disorders(4th edition]
EMDR: eye movement desensitisation and reprocessing
F: Female
GAF: Global Assessment of Functioning Scale (Jones 1995)
ITT: intention-to-treat
M: Male
N: total number
N: number
QOLI Brief Quality of Life interview (Lehman 1995)
QOLS: Quality of Life Scale(Heinrichs 1984)
PANSS: Positive and Negative Syndrome Scale ( Kay 1985)
PKT - PTSD: knowledge Test (Pratt 2005)
PSYRATS: Psychotic Symptom Rating Scale (Haddock . 299)
PSS-SR: Posttraumatic Stress Symptom Scale Selt ™ ~nort (. ~a 1993)
PTCI: Posttraumatic Cognitions Inventory (Foa 1999)
PTSD: post-traumatic stress disorder
SCID: Structured Clinical Interview (First 19 4)
SD: Standard deviation
SF-12: Short Form-12 (Ware 1994)
SMI: severe mental illness
TAU: treatment as usual
WALI: Working Alliance Inventor, % srvath 1989)
Characteristics of « -luded studies /ordered by study ID]
Study 1ewon for exclusion
de Bont 2011, Allocation: not randomised but used a within-group controlled design

ISRCTN43816889  Allocation: randomised

Participants: individuals with a psychotic illness without co-morbid PTSD

Jackson 2006 Allocation: randomised

Participants: Individuals with first episode psychosis without co-morbid PTSD
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(Continued)

NCT00307216 Allocation: randomised
Participants: individuals recovering from their first episodes of psychosis but with no PTSD

PTSD - post-traumatic stress disorder

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review)
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DATA AND ANALYSES

Comparison 1. TF-CBT versus WAITING LIST/TAU

No. of No. of
Outcome or subgroup title studies participants Statistical merhod Effect size
1 PTSD symptom severity: 1. 1 13 Mean Difference (IV, Fixed, 95% ¢ ° 13.15 [-4.09, 30.39]
Clinician-rated severity -
average endpoint CAPS total
score (high = poor)
1.1 short term 1 13 Mean Differenc (IV, Fixe.  95% CI) 13.15 [-4.09, 30.39]
2 PTSD symptom severity: la. 3 Mean Differer = (IV, Rand¢ n, 95% CI) Subtotals only
Clinician-rated severity -
average endpoint CAPS total
score (high = poor) - skewed
data
2.1 short term - skewed data 2 147 Mean 1 ‘. =« (IV, Random, 95% CI) -7.44 [-29.15, 14.
27]
2.2 medium term - skewed 3 155 M-an Diie ace (IV, Random, 95% CI) -3.92 [-19.25, 11.
data 40]
3 PTSD symptom severity: 2. 3 \ can I fference (IV, Random, 95% CI) Subtotals only
Self-reported trauma-related
cognition - average endpoint
PTCI total score (high = poor)
3.1 short term 3 15u Mean Difference (IV, Random, 95% CI) -5.45 [-33.61, 22.
70]
3.2 medium term 3 13z Mean Difference (IV, Random, 95% CI) -15.25 [-29.48, -1.
02]
4 PTSD symptom severity: 3. 1 Mean Difference (IV, Fixed, 95% CI) Subtotals only
Self-reported frequency of
PTSD symptoms - average
endpoint PSS-SR total score
(high = poor) - skewed data
4.1 short term - skewer' data 1 86 Mean Difference (IV, Fixed, 95% CI) -9.51 [-13.84, -5.18]
4.2 medium term - ¢ - ved 1 85 Mean Difference (IV, Fixed, 95% CI) -7.52 [-12.06, -2.98]
data
5 PTSD symptom : verity. 2 Risk Ratio (M-H, Random, 95% CI) Subtotals only
4. Remission frc » PTSD
Sympto: s below a.. | stic
thresk «d - C£ S total score <
40
5.1 short te.. 2 113 Risk Ratio (M-H, Random, 95% CI) 1.99 [1.20, 3.30]
5.2 medium term 2 109 Risk Ratio (M-H, Random, 95% CI) 1.44 [0.57, 3.63]
6 PTSD symptom severity: 1 Risk Ratio (M-H, Fixed, 95% CI) Subtotals only
5. Recovery from PTSD:
Asymptomatic or few
symptoms - CAPS total score <
20
6.1 short term 1 100 Risk Ratio (M-H, Fixed, 95% CI) 4.43 [1.37, 14.37]
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6.2 medium term
7 Quality of life: 1. General quality
of life - average endpoint QLS
total score (high = good)
7.1 short term
7.2 medium term
8 Quality of life: 2. Overall
functioning - average endpoint
GAF total score (high = good)
8.1 short term
8.2 medium term
9 Quality of life: 3. Mental health
functioning - average endpoint
SE-12 mental component total
score (high = good)
9.1 short term
9.2 medium term
10 Quality of life: 4. Physical
functioning - average endpoint
SE-12 physical component
total score (high = good)
10.1 short term

10.2 medium term

11 Symptoms of co-morbid
psychosis: 1. Overall mental
state - average endpoint BPRS
total score (high = poor)

11.1 short term

11.2 medium term

12 Symptoms of co-morbid
psychosis: 2. Positive symptor .
- average endpoint PANSS
positive subscale total score
(high = poor)
12.1 short term
12.2 medium term
13 Symptoms of co-morbid
psychosis: 4. Ne ative
symptoms - avel e endpc nt
PANSS - :gative su. ' cotal
score ugh = or)
13.1 s, ¢ rm
13.2 mediu. ferm
14 Symptoms of co-morbid
psychosis: 3. Hallucinations
- average endpoint
PSYRATS-hallucinations
subscale total score (high =
poor) - skewed data
14.1 short term - skewed data

1

100

38
39

44

46

11

11

61
61

61
61

61

Risk Ratio (M-H, Fixed, 95% CI)
Mean Difference (IV, Fixed, 95% CI)

Mean Difference (IV, Fixed, 95% CI)
Mean Difference (IV, Fixed, 95% CI)
Mean Difference (IV, Fixed, 95% CI)

Mean Difference (IV, Fixed, 95% .
Mean Difference (IV, Fixec, 95v. )
Mean Difference (IV, Fixc  95% Cl,

Mean Differenc. TV, Fixe:', 95% CI)
Mean Difference (v, . ixed, 95% CI)
Mean Dif{ -ence (IV, Fixed, 95% CI)

Moaan Dinc ace (IV, Fixed, 95% CI)
Me 1 Difference (IV, Fixed, 95% CI)

Mcau Difference (IV, Fixed, 95% CI)

Mean Difference (IV, Fixed, 95% CI)
Mean Difference (IV, Fixed, 95% CI)

Mean Difference (IV, Fixed, 95% CI)

Mean Difference (IV, Fixed, 95% CI)
Mean Difference (IV, Fixed, 95% CI)
Mean Difference (IV, Fixed, 95% CI)

Mean Difference (IV, Fixed, 95% CI)
Mean Difference (IV, Fixed, 95% CI)
Mean Difference (IV, Fixed, 95% CI)

Mean Difference (IV, Fixed, 95% CI)

414[1.27,13.51]
Subtotals only

-3.0 [-8.26, 2.26]
-0.60 [-4.47, 3.27]
Subtotals only

0.80 [-4.61, 6.21]
2.70 [-3.32, 8.72]
Subtotals only

-9.89 [-23.35, 3.57]
1.96 [-28.15, 32.07]
Subtotals only

1.32 [-16.35, 18.99]
-2.52 [-25.64, 20.
60]

Subtotals only

1.0 [-9.96, 11.96]
-6.93 [-34.17, 20.
31]

Subtotals only

2.0 [-5.07, 1.07]
-1.40 [-4.42, 1.62]

Subtotals only

-1.40 [-4.19, 1.39]
-1.10 [-3.38, 1.18]
Subtotals only

2.80 [-3.88, 9.48]
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14.2 medium term - skewed 1 61
data

Mean Difference (IV, Fixed, 95% CI)
15 Symptoms of co-morbid 1 Mean Difference (IV, Fixed, 95% CI)
psychosis: 5. Delusions

- average endpoint

PSYRATS-delusions subscale

total score (high = poor) -

skewed data

15.1 short term - skewed data 1 61 Mean Difference (IV, Fixed, . " Cl)
15.2 medium term - skewed 1 61 Mean Difference (IV, Fixed, 95%
data
16 Anxiety symptoms: la. average 1 Mean Difference (IV, Fix =~ 95% C,,
endpoint BAI total score (high
= poor)
16.1 Short term 1 13 Mean Differer = (IV, Fixed. 5% CI)
16.2 Medium term 1 9 Mean Differenc ‘1V, Fixed 95% CI)
17 Anxiety symptoms: 1b. average 1 75 Mean Difference (v, - .aed, 95% CI)

endpoint BAI total score (high
= poor) - skewed data

17.1 Short term - skewed data 1 35 Mean s w.oonce (IV, Fixed, 95% CI)
17.2 medium term - skewed 1 40 Me-~n Dii. rence (IV, Fixed, 95% CI)
data
18 Depressive symptoms: 1. 2 Me- 1 Difference (IV, Random, 95% CI)

average endpoint BDI-II total
(high = poor) - skewed data

18.1 short term - skewed data 2 49 *ean Difference (IV, Random, 95% CI)
18.2 medium term - skewed 2 48 Mean Difference (IV, Random, 95% CI)
data
19 Adverse events - incidents of 1 Risk Ratio (M-H, Fixed, 95% CI)

unspecified severe adverse

events
19.1 Medium term " 100 Risk Ratio (M-H, Fixed, 95% CI)
20 Leaving the study early 3 Risk Ratio (M-H, Random, 95% CI)
20.1 short term 3 178 Risk Ratio (M-H, Random, 95% CI)
20.2 medium term 3 178 Risk Ratio (M-H, Random, 95% CI)

-0.30 [-7.48, 6.88]

Subtotals only

-0.70 [-4.73, 3.33]
-2.30 [-6.22, 1.62]

Subtotals only

4.20 [-7.52, 15.92]
12.57 [-5.54, 30.68]
-0.41 [-6.90, 6.09]

2.0 [-7.02, 11.02]
-1.00 [-12.36, 6.36]

Subtotals only

1.31 [-5.81, 8.44]
3.26 [-3.66, 10.18]

Subtotals only

0.44 [0.09, 2.31]
Subtotals only

0.74 [0.38, 1.44]
0.80 [0.46, 1.40]

Comparison 2. :MDa. versus WAITING LIST

No. of No. of

Outcome v -v ,group title studies participants Statistical method

Effect size

1 PTSD symptom severity: 1. 1 Mean Difference (IV, Fixed, 95% CI)
Clinician-rated severity -

average endpoint CAPS total

score (high = poor) - skewed

data

1.1 Short term - skewed data 1 83 Mean Difference (IV, Fixed, 95% CI)

Subtotals only

-15.32 [-25.99, -4.
65]
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1.2 Medium term - skewed
data
2 PTSD symptom severity: 2.
Self-reported trauma-related
cognition - average endpoint
PTCI total score (high = poor)
2.1 Short term

2.2 Medium term

3 PTSD symptom severity: 3.
Self-reported frequency of
PTSD symptoms - average
endpoint PSS-SR total score
(high = poor) - skewed data

3.1 Short term - skewed data
3.2 Medium term - skewed
data

4 PTSD symptom severity:

4. Remission from PTSD:
Symptoms below diagnostic
threshold - CAPS total score <
40

4.1 Short term

4.2 Medium term

5 PTSD symptom severity:

5. Recovery from PTSD:
Asymptomatic or few
symptoms - CAPS total score <
20

5.1 Short term

5.2 Medium term

6 Adverse events - incidents of
unspecified severe adverse
events

6.1 Short term
6.2 Medium term
7 Leaving the study early
7.1 Short term
7.2 Medium ter: .

— = e

83

83

83

83
83

1
102

10
102

102

102
102

Mean Difference (IV, Fixed, 95% CI)

Mean Difference (IV, Fixed, 95% CI)

Mean Difference (IV, Fixed, 95% CI)

Mean Difference (IV, Fixed, Y. * CI)

Mean Difference (IV, Fixec, 95v. 7I)

Mean Differenc ‘1V, Fixer' 95% CI)
Mean Difference (1v, . i1xed, 95% CI)

Risk Ratio (Iv -H, Fixed, 95% CI)

R,k Ra .0 (M-H, Fixed, 95% CI)
Kuo. _atio (M-H, Fixed, 95% CI)
.k Ratio (M-H, Fixed, 95% CI)

Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)

Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)

-12.31 [-22.72, -1.
90]
Subtotals only

-23.27 [-38.50, -8.
04]

-20.66 [-36.72, -4.
60]

Subtotals only

-8.60 [-13.03, -4.17]
-7.37 [-12.17, -2.57]

Subtotals only

2.17 [1.30, 3.61]
1.77 [1.10, 2.85]
Subtotals only

2.56 [0.74, 8.92]
2.28 [0.64, 8.10]
Subtotals only

0.0 [0.0, 0.0]
0.21 [0.02, 1.85]
Subtotals only
1.18 [0.52, 2.68]
1.46 [0.63, 3.42]

Comparison 3. TF-CBT versus EMDR
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No. of No. of
Outcome or subgroup title studies participants Statistical method Effect size
1 PTSD symptom severity: 1. 1 Mean Difference (IV, Fixed, 95% CI) Subtotals only
Clinician-rated severity -
average endpoint CAPS total
score (high = poor) - skewed
data
1.1 Short term - skewed data 1 91 Mean Difference (IV, Fixed, 9. * CI) -2.94 [-13.13, 7.25]
1.2 Medium term - skewed 1 88 Mean Difference (IV, Fixed, 95% C.. -1.69 [-12.61, 9.23]
data
2 PTSD symptom severity: 2. 1 Mean Difference (IV, Fixc. 95% Cl) Subtotals only
Self-reported trauma-related
cognition - average endpoint
PTCI total score (high = poor)
2.1 Short term 1 91 Mean Difference "V, Fixe , 95% CI) -3.38 [-21.17, 14.
41]
2.2 Medium term (7-9 1 88 Mean Difi. =nce (IV, Fixed, 95% CI) 2.05 [-16.69, 20.79]
months)
3 PTSD symptom severity: 3. 1 Mean L terc... {IV, Fixed, 95% CI) Subtotals only
Self-reported frequency of
PTSD symptoms - average
endpoint PSS-SR total score
(high = poor) - skewed data
3.1 Short term - skewed data 1 91 Mean Difference (IV, Fixed, 95% CI) -0.91 [-5.18, 3.36]
3.2 Medium term - skewed 1 88 v an Difference (IV, Fixed, 95% CI) -0.15 [-5.49, 5.19]
data
4 PTSD symptom severity: 1 Risk Ratio (M-H, Fixed, 95% CI) Subtotals only
4. Remission from PTSD:
Symptoms below diagnostic
threshold - CAPS total score <
40
4.1 Short term 1 108 Risk Ratio (M-H, Fixed, 95% CI) 0.94 [0.69, 1.30]
4.2 Medium term 1 108 Risk Ratio (M-H, Fixed, 95% CI) 1.04 [0.75, 1.44]
5 PTSD symptom severity: 1 Risk Ratio (M-H, Fixed, 95% CI) Subtotals only
5. Recovery from PTSD:
Asymptomatic or few
symptoms - CAPS tot ' core <
20
5.1 Short term 1 108 Risk Ratio (M-H, Fixed, 95% CI) 1.73 [0.83, 3.61]
1 108 Risk Ratio (M-H, Fixed, 95% CI) 1.82[0.83, 3.97]

5.2 Medi~m te. 1
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Comparison 4. Individual TF-CBT versus brief PTSD psychoeducation

No. of No. of
Outcome or subgroup title studies participants Statistical method Effect size
1 PTSD symptom severity: la. 1 106 Mean Difference (IV, Fixed, 95% CI) -0.71 [-10.58, 9.16]
Clinician-rated severity -
average endpoint CAPS total
score (high = poor)
1.1 Short term 1 54 Mean Difference (IV, Fixe( , 95%¢ ~T) -1.45 [-14.63, 11.
73]
1.2 Medium term 1 52 Mean Difference ., . ~d, Y. '~ CI) 0.23 [-14.66, 15.12]
2 PTSD symptom severity: 1b. 1 48 Mean Differen : (IV, Fixec. 95% CI) -2.13 [-19.45, 15.
Clinician-rated severity - 19]
average endpoint CAPS total
score (high = poor) - skewed
data
2.1 Long term - skewed data 1 48 Mean Differe. ~e (IV, Fixed, 95% CI) -2.13 [-19.45, 15.
19]
3 PTSD symptom severity: 2. 1 Mo Dific -ence (IV, Fixed, 95% CI) Subtotals only
Self-reported trauma-related
cognition - average endpoint
PTCI total score (high = poor)
3.1 Short term 1 53 Meau Difference (IV, Fixed, 95% CI) 1.64 [-24.40, 27.68]
3.2 Medium term 1 51 1+ an Difference (IV, Fixed, 95% CI) 7.68 [-18.64, 34.00]
3.3 Long term 1 49 Mean Difference (IV, Fixed, 95% CI) 16.19 [-10.45, 42.
83]
4 PTSD symptom severity: 1 Risk Ratio (M-H, Fixed, 95% CI) Subtotals only
4. Remission from PTSD:
Symptoms below diagnostic
threshold - CAPS total score <
40
4.1 Short term | 54 Risk Ratio (M-H, Fixed, 95% CI) 1.04 [0.47, 2.30]
4.2 Medium term 1 52 Risk Ratio (M-H, Fixed, 95% CI) 2.0 [0.79, 5.05]
4.3 Long term 1 48 Risk Ratio (M-H, Fixed, 95% CI) 1.14 [0.49, 2.65]
5 PTSD symptom severity 5. 1 Risk Ratio (M-H, Fixed, 95% CI) Subtotals only
Remission from severd * TSD:
Loss of severe PTSD diag,. -is
- CAPS total sco - < 6>
5.1 Shorr ferm 1 54 Risk Ratio (M-H, Fixed, 95% CI) 1.21 [0.64, 2.26]
5.2 Me um term 1 52 Risk Ratio (M-H, Fixed, 95% CI) 1.56 [0.82, 2.94]
5.31 ng terr 1 48 Risk Ratio (M-H, Fixed, 95% CI) 1.3 [0.71, 2.37]
6 Quality 0. % 1. General quality 1 Mean Difference (IV, Fixed, 95% CI) Subtotals only
of life - avera, ~ndpoint QoLlI
total score (high = good)
6.1 Short term 1 54 Mean Difference (IV, Fixed, 95% CI) -0.58 [-1.35, 0.19]
6.2 Medium term 1 52 Mean Difference (IV, Fixed, 95% CI) -0.29 [-1.03, 0.45]
6.3 Long term 1 49 Mean Difference (IV, Fixed, 95% CI) 0.11 [-0.74, 0.96]
7 Quality of life: 2. Overall 1 Mean Difference (IV, Fixed, 95% CI) Subtotals only

functioning - average endpoint

GAF total score (high = good)

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review)

Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

60



7.1 Short term 1 49 Mean Difference (IV, Fixed, 95% CI) -0.86 [-6.48, 4.76]
7.2 Medium term 1 50 Mean Difference (IV, Fixed, 95% CI) 0.60 [-4.92, 6.12]
7.3 Long term 1 48 Mean Difference (IV, Fixed, 95% CI) 1.88 [-4.93, 8.69]
8 Quality of life: 3. Social 1 Mean Difference (IV, Fixed, 95% CI) Subtotals only
functioning - average endpoint
CAPS social functioning
subscale total score (high =
poor) - skewed data
8.1 Short term - skewed data 1 54 Mean Difference (IV, Fixed, Y. ~ CI) -0.29 [-0.86, 0.28]
8.2 Medium term - skewed 1 52 Mean Difference (IV, Fixed, 95% . -0.61 [-1.28, 0.06]
data
8.3 Long term - skewed data 1 48 Mean Difference (IV, Fix.  95% Cu, 0.19 [-0.46, 0.84]

Analysis I.1. Comparison | TF-CBT versus WAITH .~ LI. T/TAU, Outcome | PTSD symptom severity: |.
Clinician-rated severity - average < ..., »int CAPS total score (high = poor).

~

Review: Psychological interventions for post-traumatic stress dic. ~der (P In pec Ie with severe mental illness
Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: | PTSD symptom severity: |. Clinician-rated severity - ave ge endpoint CAPS total score (high = poor)

Mean Mean
Study or subgroup  Individual TF-CBT Us' . care vaitlist Difference Weight Difference
N Mean( D) N Mean(SD) IV,Fixed,95% ClI IV,Fixed,95% Cl

| short term
Mueser 2008 60.75  0.77) 5 476 (10.83) 100.0 % 13.15[-4.09, 30.39 ]
Total (95% CI) 5 100.0 % 13.15 [ -4.09, 30.39 ]

Heterogeneity: not applicable
Test for overall effect: Z = 1.49 (P = 0.13)
Test for subgroup differences: N 't applicable

-100  -50 0 50 100

Favours individual TF-CBT Favours usual care
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Analysis 1.2. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 2 PTSD symptom severity: la.
Clinician-rated severity - average endpoint CAPS total score (high = poor) - skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison:

Outcome:

| TF-CBT versus WAITING LIST/TAU

2 PTSD symptom severity: |a. Clinician-rated severity - average endpoint CAPS total score (high = poor) - ske' ~d data

Mean Mean
Study or subgroup TF-CBT WAITLIST/TAU Difference Weight Difference
N Mean(SD) N Mean(SD) IV;Random,95% ¢ IV;Random,95% Cl
| short term - skewed data L
Steel 2010 30 417 (22.3) 31 37.8 (25.9) 48.8 % 390[-822, 1602 ]
van den Berg 2015 47 3679 (23.74) 39 5505 (23.88) L 512% -1826[-2837,-8.15]
Subtotal (95% CI) 77 70 100.0 % -7.44 [-29.15, 14.27 ]
Heterogeneity: Tau? = 213.12; Chi? = 7.57,df = | (P = 001); I> =87%
Test for overall effect: Z = 0.67 (P = 0.50)
2 medium term - skewed data
Mueser 2008 7 59.28 (2445) 2 495 (304! - 9.4 % 9.78 [ -36.09, 55.65 ]
Steel 2010 30 344 (24.4) 31 304 4) & 43.6 % 400 [-8.15 16.15]
van den Berg 2015 45 36.8 (26.34) 40 50 o ) L 47.0 % -14.00 [ -24.38,-3.62 ]
Subtotal (95% CI) 82 73 - 100.0 % -3.92[-19.25,11.40 ]
Heterogeneity: Tau? = 101.89; Chi? = 534, df = 2 (P = 0.07); I> =63¢
Test for overall effect: Z = 0.50 (P = 0.62)
Test for subgroup differences: Chi? = 0.07, df = | (P = 0.80), I> =0.0%
2100 50 0 50 100
Favours TF-CBT Favours WAITLIST/TAU
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Analysis 1.3. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 3 PTSD symptom severity: 2.
Self-reported trauma-related cognition - average endpoint PTCI total score (high = poor).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU
Outcome: 3 PTSD symptom severity: 2. Self-reported trauma-related cognition - average endpoint PTCI total score (high poor)
0 Mean
Study or subgroup  Individual TF-CBT Usual care/waitlist Difference Vo ight Difference
N Mean(SD) N Mean(SD) IVRandor 5% Cli IV.Random,95% Cl
| short term \
Mueser 2008 8 102.88 (23.26) 6 855 (2637) W N 319 % 1738 [-9.17,4393 ]
Steel 2010 18 140.1 (42.9) 18 1423 (49.8) . u 293 % -220[-3257,28.17]
\
van den Berg 2015 47 11594 (45.87) 39 14259 (29.79) & 388 % -26.65 [ -42.76,-10.54 ]
Subtotal (95% CI) 73 63 - 100.0 % -5.45 [ -33.61,22.70 ]
Heterogeneity: Tau? = 463.90; Chi? = 827, df = 2 (P = 0.02); I> =76%
Test for overall effect: Z = 0.38 (P = 0.70)
2 medium term
Mueser 2008 7 100 (18.8) 21045 ((°76) 24 % -4.50 [ -96.70, 87.70 ]
Steel 2010 20 1277 (49.7) 1325 (4/.2) — 219 % -4.80 [ -35.21,25.61]
van den Berg 2015 45 12031 (45.97) 401389 (30.11) - 757 % -18.61 [ -34.96,-2.26]
Subtotal (95% CI) 72 61 - 100.0 % -15.25 [ -29.48, -1.02 ]
Heterogeneity: Tau? = 0.0; Chi> = 0.67, df = 2 (P = 0.72); I> =0.0%
Test for overall effect: Z = 2.10 (P = 0.036)
Test for subgroup differences: Chi? = 0.37, df = | (P = 0.54), I> =U.u.c
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Analysis 1.4. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 4 PTSD symptom severity: 3.
Self-reported frequency of PTSD symptoms - average endpoint PSS-SR total score (high = poor) - skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness
Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: 4 PTSD symptom severity: 3. Self-reported frequency of PTSD symptoms - average endpoint PSS-SR total scor ‘high = poor) - skewed data

Mea. Mean
Study or subgroup  Individual TF-CBT Usual care/waitlist Difference Wei, t Difference
N Mean(SD) N Mean(SD) IV,Fixed 957" 71 IV,Fixed,95% Cl
| short term - skewed data |
van den Berg 2015 47 1523 (10.31) 39 24.74 (10.11) ‘ 100.0 % 951 [-13.84,-5.18]
Subtotal (95% CI) 47 39 . 100.0 % -9.51 [ -13.84, -5.18 ]
Heterogeneity: not applicable
Test for overall effect: Z = 4.30 (P = 0.000017)
2 medium term - skewed data H
van den Berg 2015 45 16.18 (12.36) 40 237 (8 100.0 % -7.52[-12.06,-298]
Subtotal (95% CI) 45 40 ¢ 100.0 % -7.52 [ -12.06, -2.98 ]
Heterogeneity: not applicable
Test for overall effect: Z = 325 (P = 0.0012)
Test for subgroup differences: Chi? = 0.39, df = | (P = 0.53), I> =0.0%

-100 -50 0 50 100
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Analysis 1.5. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 5 PTSD symptom severity: 4.
Remission from PTSD: Symptoms below diagnostic threshold - CAPS total score < 40.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome:

5 PTSD symptom severity: 4. Remission from PTSD: Symptoms below diagnostic threshold - CAPS total score © 40

Study or subgroup Individual TF-CBT Usual care/waitlist Risk Ratio ot Risk Ratio
HRandom 95% HRandom 95%
n/N n/N Cl Cl

I short term

Mueser 2008 2/8 1/5 I e 56% 1.25[0.15, 1046 ]

van den Berg 2015 30/53 13/47 o 944 % 205[1.22,344]
Subtotal (95% CI) 61 52 - 100.0 % 1.99 [ 1.20, 3.30 ]
Total events: 32 (Individual TF-CBT), 14 (Usual care/waitlist)
Heterogeneity: Tau? = 0.0; Chi? = 0.20, df = | (P = 0.66); I> =0.0%
Test for overall effect: Z = 2.68 (P = 0.0074)
2 medium term

Mueser 2008 207 12 Ry 20.7 % 0571009, 351]

van den Berg 2015 31/53 15/47 | 793 % 1.83[ 1.14,295]
Subtotal (95% CI) 60 4 nul 100.0 % 1.44 [ 0.57, 3.63 ]
Total events: 33 (Individual TF-CBT), 16 (Usual care/waitlist)
Heterogeneity: Tau? = 0.22; Chi? = .49, df = | (P = 022); I> =33%
Test for overall effect: Z = 0.77 (P = 0.44)
Test for subgroup differences: Chi? = 0.36, df = | (P = 0.55), I> =0.0%

00l 0.1 10 100
Favours usual care Favours individual TF-CBT
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Analysis 1.6. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 6 PTSD symptom severity: 5.
Recovery from PTSD: Asymptomatic or few symptoms - CAPS total score < 20.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness
Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: 6 PTSD symptom severity: 5. Recovery from PTSD: Asymptomatic or few symptoms - CAPS total score < 20

Study or subgroup Individual TF-CBT Usual care/waitlist Risk Ratio i Risk Ratio
n/N n/N M-H,Fixed,95% Cl M-HFixed,95% ClI

| short term
van den Berg 2015 15/53 3/47 H 0.0 % 443137, 1437]
Subtotal (95% CI) 53 47 - 100.0 % 4.43 [ 1.37, 14.37 ]

Total events: |5 (Individual TF-CBT), 3 (Usual care/waitlist) ‘
Heterogeneity: not applicable
Test for overall effect: Z = 2.48 (P = 0.013)

2 medium term
van den Berg 2015 14/53 3/47 L] 100.0 % 4141127, 1351]
——

Subtotal (95% CI) 53 47 100.0 % 4.14[1.27,13.51]
Total events: 14 (Individual TF-CBT), 3 (Usual care/waitlist)
Heterogeneity: not applicable

Test for overall effect: Z = 2.35 (P = 0.019)

Test for subgroup differences: Chi2 = 0.01, df = | (P = 0.94), I> =0.0%

0.0l 0.1 | 10 100
Favours waitlist Favours individual TF-CBT
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Analysis 1.7. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 7 Quality of life: 1. General
quality of life - average endpoint QLS total score (high = good).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: 7 Quality of life: . General quality of life - average endpoint QLS total score (high = good)

Me. Mean
Study or subgroup Individual TF-CBT Usual care/waitlist Difference Wei it Difference
N Mean(SD) N Mean(SD) IV,Fixed 95% 7l IV,Fixed,95% Cl
| short term
Steel 2010 19 23 (9.8) 19 26 (64) * 100.0 % -3.00[-826,226]
Subtotal (95% CI) 19 19 N 100.0 % -3.00 [ -8.26, 2.26 ]
Heterogeneity: not applicable
Test for overall effect: Z = 1.12 (P = 0.26)
2 medium term
Steel 2010 20 254(72) 19 26 /5) i 100.0 % -0.60[-447,327]
Subtotal (95% CI) 20 19 1 100.0 % -0.60 [ -4.47, 3.27 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.30 (P = 0.76)
Test for subgroup differences: Chi? = 0.52, df = | (P = 0.47), I> =0.0%
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Analysis 1.8. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 8 Quality of life: 2. Overall

functioning - average endpoint GAF total score (high = good).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison:

Outcome:

| TF-CBT versus WAITING LIST/TAU

8 Quality of life: 2. Overall functioning - average endpoint GAF total score (high = good)

Me. Mean

Study or subgroup Individual TF-CBT Usual care/waitlist Difference We ht Difference

N Mean(SD) N Mean(SD) IV,Fixed 95% Cl IV,Fixed,95% Cl
| short term ‘

Steel 2010 23 61.6 (10) 21 60.8 (8.3) } 100.0 % 080[-461,621]
Subtotal (95% CI) 23 21 100.0 % 0.80 [ -4.61, 6.21 |
Heterogeneity: not applicable
Test for overall effect: Z = 029 (P = 0.77)

2 medium term

Steel 2010 23 61.3(98) 23 586 (1) i 100.0 % 270[-332,872]
Subtotal (95% CI) 23 23 * 100.0 % 2.70 [ -3.32, 8.72 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.88 (P = 0.38)

Test for subgroup differences: Chi2 = 0.21, df = | (P = 0.65), I> =0.0%
-100 50 0 50 100
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Analysis 1.9. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 9 Quality of life: 3. Mental
health functioning - average endpoint SF-12 mental component total score (high = good).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: 9 Quality of life: 3. Mental health functioning - average endpoint SF-12 mental component total score (high = g¢ d)

Mean
Study or subgroup TF-CBT usual care Difference
N Mean(SD) N Mean(SD) IV,Fixed,95% Cl
| short term J
Mueser 2008 6 3096 (7.55) 5 4085 (13.72)
Subtotal (95% CI) 6 5 -
Heterogeneity: not applicable
Test for overall effect: Z = 1.44 (P = 0.15)
2 medium term
Mueser 2008 7 33.85(7.85) 2 31.89(2132)
Subtotal (95% CI) 7 2 ——

Heterogeneity: not applicable
Test for overall effect: Z = 0.13 (P = 0.90)

Test for subgroup differences: Chi? = 0.50, df = | (P = 0.48), I> =0.0%

Weight

Mean
Difference

IVFixed,95% ClI

100.0 %

100.0 %

100.0 %

100.0 %

-9.89 [ -23.35,357 ]

-9.89 [ -23.35, 3.57 ]

196 [ -28.15,32.07 ]

1.96 [ -28.15, 32.07 ]

20 -50

Favours usual care

0 50 100
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Analysis 1.10. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 10 Quality of life: 4. Physical
functioning - average endpoint SF-12 physical component total score (high = good).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: 10 Quality of life: 4. Physical functioning - average endpoint SF-12 physical component total score (high = good)

Mean
Difference

IV,Fixed,95% Cl

Mea.
Study or subgroup  Individual TF-CBT Usual care/waitlist Difference Welg
N Mean(SD) N Mean(SD) IV,Fixed,95% I
| short term
Mueser 2008 6 4031 (15) 5 3899 (14.8) ‘F 100.0 %
Subtotal (95% CI) 6

Heterogeneity: not applicable
Test for overall effect: Z = 0.15 (P = 0.88)
2 medium term
Mueser 2008 7 4007 (16.7)

Subtotal (95% CI) 7

Heterogeneity: not applicable

Test for overall effect: Z = 021 (P = 0.83)

Test for subgroup differences: Chi? = 0.07, df = | (P = 0.80), I> =0.0%

5 I 100.0 %

2 4259 (14.07) i 100.0 %

2 —

— 100.0 %

1.32[-16.35, 1899 ]

1.32 [ -16.35, 18.99 |

-2.52 [ -25.64,20.60 ]

-2.52 [ -25.64, 20.60 ]
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Analysis 1.11. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome || Symptoms of co-morbid

psychosis: I. Overall mental state - average endpoint BPRS total score (high = poor).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: || Symptoms of co-morbid psychosis: |. Overall mental state - average endpoint BPRS total score (high = poo
Mea Mean
Study or subgroup  Individual TF-CBT Usual care/waitlist Difference Weig Difference
N Mean(SD) N Mean(SD) IV,Fixed95% 1 IV,Fixed,95% ClI
I short term ‘

Mueser 2008 8 44 (13.14) 5 43 (6.96) h 100.0 % 1.00[-9.96, 11.96]
Subtotal (95% CI) 8 5 100.0 % 1.00 [ -9.96, 11.96 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.18 (P = 0.86)

2 medium term

Mueser 2008 7 4357 (8.77) 2 505 (19.00 i 100.0 % -693[-34.17,2031 ]
Subtotal (95% CI) 7 2 ——— 100.0 % -6.93 [ -34.17, 20.31 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.50 (P = 0.62)

Test for subgroup differences: Chi? = 0.28, df = | (P = 0.60), I> =0.0%
-100 -50 0 50 100
Favours individual TF-CBT Favours usual care
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Analysis 1.12. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome |12 Symptoms of co-morbid
psychosis: 2. Positive symptoms - average endpoint PANSS positive subscale total score (high = poor).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: 12 Symptoms of co-morbid psychosis: 2. Positive symptoms - average endpoint PANSS positive subscale total s¢ e (high = poor)

Me. Mean
Study or subgroup Individual TF-CBT Usual care/waitlist Difference Wei it Difference
N Mean(SD) N Mean(SD) IV,Fixed 95% 7l IV,Fixed 95% Cl
| short term
Steel 2010 30 178 (5.6) 31 19.8 (6.6) * 100.0 % -2.00 [ -5.07, 1.07 ]
Subtotal (95% CI) 30 31 , 100.0 % -2.00 [ -5.07, 1.07 ]
Heterogeneity: not applicable
Test for overall effect: Z = 1.28 (P = 0.20)
2 medium term
Steel 2010 30 17 (5.6) 31 184 (64 i 100.0 % -140 [ 442, 1.62]
Subtotal (95% CI) 30 31 1 100.0 % -1.40 [ -4.42,1.62]
Heterogeneity: not applicable
Test for overall effect: Z =091 (P = 0.36)
Test for subgroup differences: Chi2 = 0.07, df = | (P = 0.78), I> =0.0%
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Analysis 1.13. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome |13 Symptoms of co-morbid
psychosis: 4. Negative symptoms - average endpoint PANSS negative subscale total score (high = poor).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: |3 Symptoms of co-morbid psychosis: 4. Negative symptoms - average endpoint PANSS negative subscale total -ore (high = poor)

Me. Mean
Study or subgroup Individual TF-CBT Usual care/waitlist Difference Wei 1t Difference
N Mean(SD) N Mean(SD) IV,Fixed 95% 7l IV,Fixed,95% Cl
| short term
Steel 2010 30 15 (5.7) 31 164 (5.4) F 100.0 % -140 [ -4.19, 1.39]
Subtotal (95% CI) 30 31 100.0 % -1.40 [ -4.19, 1.39 ]
Heterogeneity: not applicable
Test for overall effect: Z = 098 (P = 0.33)
2 medium term
Steel 2010 30 15 (4.6) 31 6.1 (45) i 100.0 % -1.10[-338,1.18]
Subtotal (95% CI) 30 31 100.0 % -1.10 [ -3.38, 1.18 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.94 (P = 0.35)
Test for subgroup differences: Chi? = 0.03, df = | (P = 0.87), I> =0.0%
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Analysis 1.14. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome |14 Symptoms of co-morbid
psychosis: 3. Hallucinations - average endpoint PSYRATS-hallucinations subscale total score (high = poor) -

skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome:

14 Symptoms of co-morbid psychosis: 3. Hallucinations - average endpoint PSYRATS-hallucinations subscale total . ore (high = poor) - skewed data

Mean Mean

Study or subgroup Individual TF-CBT Usual care/waitlist Difference Weig - Difference

N Mean(SD) N Mean(SD) IVFixed' 5% Ci IV,Fixed,95% Cl
| short term - skewed data *

Steel 2010 30 168 (134) 31 14 (13.2) 100.0 % 280 [-3.88 948 ]
Subtotal (95% CI) 30 31 100.0 % 2.80 [ -3.88,9.48 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.82 (P = 0.41)

2 medium term - skewed data

Steel 2010 30 137(138) 31 14 (14, 100.0 % -0.30[-7.48, 6.88 ]

Subtotal (95% CI) 30 31 100.0 % -0.30 [ -7.48, 6.88 ]

Heterogeneity: not applicable
Test for overall effect: Z = 0.08 (P = 0.93)
Test for subgroup differences: Chi? = 0.38, df = | (P = 0.54), I> =0.0%
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Analysis 1.15. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome |15 Symptoms of co-morbid
psychosis: 5. Delusions - average endpoint PSYRATS-delusions subscale total score (high = poor) - skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: |5 Symptoms of co-morbid psychosis: 5. Delusions - average endpoint PSYRATS-delusions subscale total score igh = poor) - skewed data

Study or subgroup Individual TF-CBT Usual care/waitlist
N Mean(SD) N

| short term - skewed data

Steel 2010 30 10 (8.5) 31
Subtotal (95% CI) 30 31
Heterogeneity: not applicable
Test for overall effect: Z = 0.34 (P = 0.73)
2 medium term - skewed data

Steel 2010 30 85 (8) 31
Subtotal (95% CI) 30 31

Heterogeneity: not applicable
Test for overall effect: Z = 1.15 (P = 0.25)
Test for subgroup differences: Chi2 = 0.31, df = | (P = 0.58), I> =0.0%

Favours individual TF-CBT

Me. Mean
Difference Wei ot Difference
Mean(SD) IV,Fixed, 95 I IV,Fixed,95% Cl
107 (7.5) F 100.0 % -0.70[-4.73,333]
Y 100.0 % -0.70 [ -4.73, 3.33 ]
10.8 (7:4) i 100.0 % -230[-622,1.62]
4 100.0 % -2.30 [ -6.22, 1.62 ]
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Analysis 1.16. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 16 Anxiety symptoms: la.
average endpoint BAI total score (high = poor).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness
Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: 16 Anxiety symptoms: |a. average endpoint BAI total score (high = poor)

Mea. Mean

Study or subgroup  Individual TF-CBT Usual care/waitlist Difference Welg Difference

N Mean(SD) N Mean(SD) IV,Fixed 95 7 IV,Fixed,95% Cl
I Short term ‘

Mueser 2008 8 43.25(833) 5 39.05 (11.64) # 100.0 % 420[-752,1592]
Subtotal (95% CI) 8 5 N 100.0 % 4.20 [-7.52, 15.92 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.70 (P = 0.48)

2 Medium term

Mueser 2008 7 4657 (55) 2 34127 h 100.0 % 1257 [ -5.54, 30.68 ]
Subtotal (95% CI) 7 2 gl 100.0 % 12.57 [ -5.54, 30.68 ]
Heterogeneity: not applicable
Test for overall effect: Z = 1.36 (P = 0.17)

Test for subgroup differences: Chi? = 0.58, df = | (P = 0.45), I> =0.0%
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Analysis 1.17. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 17 Anxiety symptoms: |b.

average endpoint BAI total score (high = poor) - skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness
Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: |7 Anxiety symptoms: |b. average endpoint BAI total score (high = poor) - skewed data

Mean
Difference

IVFixed,95% ClI

Mean
Study or subgroup TF-CBT WAITLIST/TAU Difference Weight
N Mean(SD) N Mean(SD) IV,Fixed,95% C!

| Short term - skewed data L

Steel 2010 18 218 (152) 17 19.8 (11.9) 519 %
Subtotal (95% CI) 18 17 51.9 %
Heterogeneity: not applicable
Test for overall effect: Z = 0.43 (P = 0.66)
2 medium term - skewed data

Steel 2010 20 19.4 (14.6) 20 224 (15.6) 48.1 %
Subtotal (95% CI) 20 20 48.1 %

Heterogeneity: not applicable

Test for overall effect: Z = 0.63 (P = 0.53)

Total (95% CI) 38 37 100.0 %
Heterogeneity: Chi? = 0.57, df = | (P = 0.45); I =0.0%

Test for overall effect: Z = 0.12 (P = 0.90)

Test for subgroup differences: Chi2 = 0.57, df = | (P = 045), I> =0.0%

200[-702, 11.02]

2.00 [-7.02, 11.02 |

300[-1236,636]

-3.00 [ -12.36, 6.36 ]

-0.41 [ -6.90, 6.09 ]
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Analysis 1.18. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome |8 Depressive symptoms: |I.
average endpoint BDI-II total (high = poor) - skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: 18 Depressive symptoms: |. average endpoint BDI-Il total (high = poor) - skewed data

Mea. Mean
Study or subgroup Individual TF-CBT Usual care/waitlist Difference Welg t Difference
N Mean(SD) N Mean(SD) IV,Random, 95 ClI IV,Random,95% ClI
| short term - skewed data ‘
Mueser 2008 8 21 (9.26) 5 242 (14.17) f 260 % -320[-17.18,10.78 ]
Steel 2010 19 243 (142) 17 214 (111 74.0 % 290[-538, 11.18]
Subtotal (95% CI) 27 22 100.0 % 1.31[-5.81, 8.44 ]
Heterogeneity: Tau? = 0.0; Chi? = 0.54, df = | (P = 0.46); I> =0.0%
Test for overall effect: Z = 0.36 (P = 0.72)
2 medium term - skewed data
Mueser 2008 7 25(11.15) 2 2250192) T 48 % 2.50[-2898, 3398 ]
Steel 2010 20 219 (11.3) 19 186 (1 3) [ | 95.2 % 3.30[-3.80, 1040 ]
Subtotal (95% CI) 27 21 - 100.0 % 3.26 [ -3.66, 10.18 |
Heterogeneity: Tau? = 0.0; Chi?> = 0.00, df = | (P = 0.96); I> =0.0%
Test for overall effect: Z = 092 (P = 0.36)
Test for subgroup differences: Chi? = 0.15, df = | (P = 0.70), > =0.0%
-100 -50 0 50 100
Favours individual TF-CBT Favours usual care
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Analysis 1.19. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome |19 Adverse events - incidents

of unspecified severe adverse events.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness
Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: |9 Adverse events - incidents of unspecified severe adverse events

Study or subgroup Individual TF-CBT Usual care/waitlist Risk Ratio i Risk Ratio
n/N n/N M-H,Fixed,95% ClI M-HFixed,95% Cl

| Medium term
van den Berg 2015 2/53 4/47 B 100.0 % 044009, 231]
Subtotal (95% CI) 53 47 ——— 100.0 % 0.44 [ 0.09, 2.31]

Total events: 2 (Individual TF-CBT), 4 (Usual care/waitlist)
Heterogeneity: not applicable

Test for overall effect: Z = 0.97 (P = 0.33)

Test for subgroup differences: Not applicable
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Analysis 1.20. Comparison | TF-CBT versus WAITING LIST/TAU, Outcome 20 Leaving the study early.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: | TF-CBT versus WAITING LIST/TAU

Outcome: 20 Leaving the study early

Study or subgroup Individual TF-CBT Usual care/waitlist Risk Ratio We ht Risk Ratio
HRandom 95% HRandom 95%
n/N n/N Cl Cl
| short term
Mueser 2008 2/10 217 e 153 % 0.70[0.13,385]
Steel 2010 5/30 6/31 ! 385 % 086029, 252]
van den Berg 2015 6/53 8/47 y 1’ 46.1 % 0671025 1.78]
Subtotal (95% CI) 93 85 100.0 % 0.74 [ 0.38, 1.44 ]
Total events: |3 (Individual TF-CBT), 16 (Usual care/waitlist)
Heterogeneity: Tau? = 0.0; Chi? = 0.13, df = 2 (P = 0.94); I> =0.0%
Test for overall effect: Z = 0.88 (P = 0.38)
2 medium term
Mueser 2008 3/10 517 = 279 % 042[0.15 121]
Steel 2010 7130 7131 367 % 1.03[041,259]
van den Berg 2015 8/53 7/ 355% 1.01 [ 040, 258 ]
Subtotal (95% CI) 93 85 - 100.0 % 0.80 [ 0.46, 1.40 ]
Total events: |8 (Individual TF-CBT), 19 (Usual care/waitlist)
Heterogeneity: Tau? = 0.00; Chi? = 2.02, df = 2 (P = 0.37); 1> =1%
Test for overall effect: Z = 0.79 (P = 043)
Test for subgroup differences: Chi? = 0.03,df = | (P=0£, = =0.0%
0.1 | 10 100

Favours individual TF-CBT

Favours usual care
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Analysis 2.1.

Comparison 2 EMDR versus WAITING LIST, Outcome | PTSD symptom severity: |.

Clinician-rated severity - average endpoint CAPS total score (high = poor) - skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Mean
Difference

IVFixed,95% ClI

Comparison: 2 EMDR versus WAITING LIST
Outcome: | PTSD symptom severity: |. Clinician-rated severity - average endpoint CAPS total score (high = poor) - skew 1 data
Mean
Study or subgroup EMDR Waitlist Difference Weight
N Mean(SD) N Mean(SD) IV Fixed,95% ClI

| Short term - skewed data

van den Berg 2015 44 3973 (25.72) 39 5505 (23.88) | 100.0 %
Subtotal (95% CI) 44 39 e 100.0 %
Heterogeneity: not applicable
Test for overall effect: Z = 2.81 (P = 0.0049)
2 Medium term - skewed data

van den Berg 2015 43 3849 (2591) 40 50.8 (2247) | 100.0 %
Subtotal (95% CI) 43 40 -> 100.0 %

Heterogeneity: not applicable
Test for overall effect: Z = 2.32 (P = 0.021)

Test for subgroup differences: Chi? = 0.16, df = | (P = 0.69), I> =0.0%

-1532 [ 2599, 465 ]

-15.32 [ -25.99, -4.65 ]

-12.31 [-2272,-190]

-12.31 [ -22.72,-1.90 ]

-y 50 0 50 100

Favours EMDR Favours waitlist
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Analysis 2.2. Comparison 2 EMDR versus WAITING LIST, Outcome 2 PTSD symptom severity: 2. Self-
reported trauma-related cognition - average endpoint PTCI total score (high = poor).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 2 EMDR versus WAITING LIST
Outcome: 2 PTSD symptom severity: 2. Self-reported trauma-related cognition - average endpoint PTCI total score (high poor)
Mean Mean
Study or subgroup EMDR Waitlist Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Fixed,95% ClI IV Fixed,95% ClI
| Short term
van den Berg 2015 44 119.32 (40.67) 39 14259 (29.79) : 3 100.0 % -2327 [ -3850, -804 ]
Subtotal (95% CI) 44 39 y 100.0 % -23.27 [ -38.50, -8.04 ]
Heterogeneity: not applicable
Test for overall effect: Z = 3.00 (P = 0.0027)
2 Medium term
van den Berg 2015 43 11826 (43.74) 40 13892 (30.11) . 5 100.0 % -20.66 [ -36.72, -4.60 ]
Subtotal (95% CI) 43 40 gl 100.0 % -20.66 [ -36.72, -4.60 ]
Heterogeneity: not applicable
Test for overall effect: Z = 2.52 (P = 0.012)
Test for subgroup differences: Chi? = 0.05, df = | (P = 0.82), I> =0.0%
_— 1 L 1 1
-leo 50 0 50 100
Favours EMDR Favours waitlist
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Analysis 2.3. Comparison 2 EMDR versus WAITING LIST, Outcome 3 PTSD symptom severity: 3. Self-
reported frequency of PTSD symptoms - average endpoint PSS-SR total score (high = poor) - skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 2 EMDR versus WAITING LIST

Outcome: 3 PTSD symptom severity: 3. Self-reported frequency of PTSD symptoms - average endpoint PSS-SR total scor ‘high = poor) - skewed data

Mean
Study or subgroup EMDR Waitlist Difference
N Mean(SD) N Mean(SD) IV Fixed,95% ClI

| Short term - skewed data

van den Berg 2015 44 16.14 (1046) 39 2474 (10.11)
Subtotal (95% CI) 44 39 ¢
Heterogeneity: not applicable
Test for overall effect: Z = 3.81 (P = 0.00014)
2 Medium term - skewed data

van den Berg 2015 43 1633 (13.14) 40 23.7 (8.88) i
Subtotal (95% CI) 43 40 *

Heterogeneity: not applicable
Test for overall effect: Z = 3.01 (P = 0.0026)

Test for subgroup differences: Chi2 = 0.14, df = | (P = 0.71), > =0.0%

Weight

Mean
Difference

IVFixed,95% ClI

100.0 %

100.0 %

100.0 %

100.0 %

860 [-13.03,-4.17 ]

-8.60 [ -13.03, -4.17 ]

737 [-1217,-257 ]

-7.37 [-12.17,-2.57 ]

J  -50
Favours EMDR

0 50 100

Favours waitlist
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Analysis 2.4. Comparison 2 EMDR versus WAITING LIST, Outcome 4 PTSD symptom severity: 4.
Remission from PTSD: Symptoms below diagnostic threshold - CAPS total score < 40.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 2 EMDR versus WAITING LIST

Outcome: 4 PTSD symptom severity: 4. Remission from PTSD: Symptoms below diagnostic threshold - CAPS total score © 40

Study or subgroup EMDR Waitlist Risk Ratio _ Risk Ratio

n/N n/N M-HFixed,95% Cl M-HFixed,95% ClI

| Short term

van den Berg 2015 33/55 13/47 B e 9% 217 [1.30,3.61]
Subtotal (95% CI) 55 47 - *00.0 % 2.17 [ 1.30, 3.61 ]
Total events: 33 (EMDR), 13 (Waitlist)
Heterogeneity: not applicable
Test for overall effect: Z = 2.97 (P = 0.0029)
2 Medium term

van den Berg 2015 31/55 15/47 ) | 100.0 % .77 [ 1.10,285]
Subtotal (95% CI) 55 47 -> 100.0 % 1.77 [ 1.10, 2.85 ]

Total events: 31 (EMDR), 15 (Waitlist)

Heterogeneity: not applicable

Test for overall effect: Z = 2.33 (P = 0.020)

Test for subgroup differences: Chi? = 0.33, df = | (P = 0.56), I> =0.0%

—_— -
! 0.1

Favour - waitlist

10 100
Favours EMDR
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Analysis 2.5. Comparison 2 EMDR versus WAITING LIST, Outcome 5 PTSD symptom severity: 5.
Recovery from PTSD: Asymptomatic or few symptoms - CAPS total score < 20.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness
Comparison: 2 EMDR versus WAITING LIST

Outcome: 5 PTSD symptom severity: 5. Recovery from PTSD: Asymptomatic or few symptoms - CAPS total score < 20

Study or subgroup EMDR Waitlist Risk Ratio L Risk Ratio
n/N n/N M-HFixed,95% ClI M-HFixed,95% ClI

| Short term
van den Berg 2015 9/55 3/47 - e 9% 256[0.74,892]
Subtotal (95% CI) 55 47 el 100.0 % 2.56 [ 0.74, 8.92 ]

Total events: 9 (EMDR), 3 (Waitlist)
Heterogeneity: not applicable
Test for overall effect: Z = 1.48 (P = 0.14)

2 Medium term
van den Berg 2015 8/55 3/47 4 F 100.0 % 228064, 8.10]

Subtotal (95% CI) 55 47 J‘ : 100.0 % 2.28 [ 0.64, 8.10 ]
Total events: 8 (EMDR), 3 (Waitlist)
Heterogeneity: not applicable |
Test for overall effect: Z = 1.27 (P = 0.20)

Test for subgroup differences: Chi? = 0.02, df = | (P = 0.90), I> =0.0%

—— ~ L L

! 0.1 | 10 100

Favour - waitlist Favours EMDR
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Analysis 2.6. Comparison 2 EMDR versus WAITING LIST, Outcome 6 Adverse events - incidents of
unspecified severe adverse events.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 2 EMDR versus WAITING LIST

Outcome: 6 Adverse events - incidents of unspecified severe adverse events

Study or subgroup EMDR Waitlist Risk Ratio . Risk Ratio
n/N n/N M-H Fixed,95% Cl M-H Fixed,95% CI

| Short term
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (EMDR), O (Waitlist)
Heterogeneity: not applicable
Test for overall effect: not applicable
2 Medium term

van den Berg 2015 1/55 4/47 —il— 100.0 % 0217002 1.85]
Subtotal (95% CI) 55 47 —— 100.0 % 0.21 [ 0.02, 1.85 ]

Total events: | (EMDR), 4 (Waitlist)
Heterogeneity: not applicable

Test for overall effect: Z = 1.40 (P = 0.16)
Test for subgroup differences: Not applicable

0. 0.1

“avours . .oR

10 100

Favours waitlist
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Analysis 2.7. Comparison 2 EMDR versus WAITING LIST, Outcome 7 Leaving the study early.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 2 EMDR versus WAITING LIST

Outcome: 7 Leaving the study early

Study or subgroup EMDR Waitlist Risk Ratio Weight Risk Ratio
n/N n/N M-HFixed,95% ClI M-HFixed,95% Cl

| Short term

van den Berg 2015 |'1/55 8/47 100.u 1.18 052, 268]
Subtotal (95% CI) 55 47 100.v % 1.18 [ 0.52, 2.68 |
Total events: |1 (EMDR), 8 (Waitlist)
Heterogeneity: not applicable
Test for overall effect: Z = 0.38 (P = 0.70)
2 Medium term

van den Berg 2015 12/55 7147 100.0 % 146 [ 0.63,342]
Subtotal (95% CI) 55 47 100.0 % 1.46 [ 0.63, 3.42 ]

Total events: 12 (EMDR), 7 (Waitlist)
Heterogeneity: not applicable
Test for overall effect: Z = 0.88 (P = 0.38)

Test for subgroup differences: Chi? = 0.13, df = | (P = 0.71), I> =0.0%

oN

0.0. 0.1 |
~urs EMDR

10 100

Favours waitlist
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Analysis 3.1. Comparison 3 TF-CBT versus EMDR, Outcome | PTSD symptom severity: |. Clinician-rated
severity - average endpoint CAPS total score (high = poor) - skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 3 TF-CBT versus EMDR

Outcome: | PTSD symptom severity: |. Clinician-rated severity - average endpoint CAPS total score (high = poor) - skew 1 data

Mean
Difference

IVFixed,95% ClI

Mean
Study or subgroup Individual TF-CBT EMDR Difference Weight
N Mean(SD) N Mean(SD) IV Fixed,95% C!

| Short term - skewed data J

van den Berg 2015 47 3679 (23.74) 44 3973 (2572) 100.0 %
Subtotal (95% CI) 47 44 100.0 %
Heterogeneity: not applicable
Test for overall effect: Z = 0.57 (P = 0.57)
2 Medium term - skewed data

van den Berg 2015 45 368 (2634) 43 3849 (2591) 100.0 %
Subtotal (95% CI) 45 43 100.0 %

Heterogeneity: not applicable
Test for overall effect: Z = 0.30 (P = 0.76)

Test for subgroup differences: Chi? = 0.03, df = | (P = 0.87), I> =0.0%

294[-13.13,725]

-2.94 [ -13.13,7.25 ]

-169[-1261,9.23]

-1.69 [ -12.61, 9.23 ]

-100 -50 0 50 100
Favours individual TF-CBT Favours EMDR
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Analysis 3.2. Comparison 3 TF-CBT versus EMDR, Outcome 2 PTSD symptom severity: 2. Self-reported
trauma-related cognition - average endpoint PTCI total score (high = poor).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 3 TF-CBT versus EMDR

Outcome: 2 PTSD symptom severity: 2. Self-reported trauma-related cognition - average endpoint PTCI total score (high poor)

Mean Mean
Study or subgroup Individual TF-CBT EMDR Difference Weight Difference
N Mean(SD) N Mean(SD) IV Fixed,95% C! IV Fixed,95% ClI
I Short term
van den Berg 2015 47 11594 (45.87) 44 119.32 (40.67) 100.0 % -338[-21.17, 1441 ]
Subtotal (95% CI) 47 44 100.0 % -3.38 [ -21.17, 14.41 ]
Heterogeneity: not applicable
Test for overall effect: Z = 037 (P = 0.71)
2 Medium term (7-9 months)
van den Berg 2015 45 12031 (4597) 43 11826 (43.74) 100.0 % 205[-16.69,2079 ]
Subtotal (95% CI) 45 43 100.0 % 2.05 [-16.69, 20.79 ]
Heterogeneity: not applicable
Test for overall effect: Z = 021 (P = 0.83)
Test for subgroup differences: Chi2 = 0.17, df = | (P = 0.68), I> =0.0%
-100 -50 0 50 100

Favours individual TF-CBT

Favours EMDR
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Analysis 3.3. Comparison 3 TF-CBT versus EMDR, Outcome 3 PTSD symptom severity: 3. Self-reported
frequency of PTSD symptoms - average endpoint PSS-SR total score (high = poor) - skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 3 TF-CBT versus EMDR

Outcome: 3 PTSD symptom severity: 3. Self-reported frequency of PTSD symptoms - average endpoint PSS-SR total scor ‘high = poor) - skewed data

Mean
Study or subgroup Individual TF-CBT EMDR Difference
N Mean(SD) N Mean(SD) IV,Fixed 95%
| Short term - skewed data ‘
van den Berg 2015 47 1523 (1031) 44 16.14 (1046)
Subtotal (95% CI) 47 44 1

Heterogeneity: not applicable
Test for overall effect: Z = 0.42 (P = 0.68)
2 Medium term - skewed data
van den Berg 2015 45 16.18 (12.36) 43 1633 (13.14)

Subtotal (95% CI) 45 43
Heterogeneity: not applicable

Test for overall effect: Z = 0.06 (P = 0.96)

Test for subgroup differences: Chi? = 0.05, df = | (P = 0.83), I> =0.0%

Mean

Weig Difference
IV,Fixed,95% Cl

100.0 % -091[-5.18,336]
100.0 % -0.91 [-5.18, 3.36 ]
100.0 % -0.15[-549,5.19 ]
100.0 % -0.15 [ -5.49, 5.19 ]

-100 -50
Favours individual TF-CBT

50 100
Favours EMDR
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Analysis 3.4. Comparison 3 TF-CBT versus EMDR, Outcome 4 PTSD symptom severity: 4. Remission from

PTSD: Symptoms below diagnostic threshold - CAPS total score < 40.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness
Comparison: 3 TF-CBT versus EMDR

Outcome: 4 PTSD symptom severity: 4. Remission from PTSD: Symptoms below diagnostic threshold - CAPS total score © 40

Study or subgroup Individual TF-CBT EMDR Risk Ratio Tkt Risk Ratio
n/N n/N M-H,Fixed,95% Cl M-HFixed,95% ClI

| Short term
van den Berg 2015 30/53 33/55 .0 % 094069, 1.30]
Subtotal (95% CI) 53 55 100.0 % 0.94 [ 0.69, 1.30 ]

Total events: 30 (Individual TF-CBT), 33 (EMDR)
Heterogeneity: not applicable
Test for overall effect: Z = 0.36 (P = 0.72)
2 Medium term
van den Berg 2015 31/53 31/55 100.0 %

Subtotal (95% CI) 53 55 1 100.0 %
Total events: 31 (Individual TF-CBT), 31 (EMDR)

Heterogeneity: not applicable

Test for overall effect: Z = 022 (P = 0.82)

Test for subgroup differences: Chi? = 0.17, df = | (P = 0.68), I> =0.0%

104075, 1.44]

1.04 [ 0.75, 1.44 ]

0.0l 0.1 | 10 100
Fa ours EMDR Favours individual TF-CBT
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Analysis 3.5. Comparison 3 TF-CBT versus EMDR, Outcome 5 PTSD symptom severity: 5. Recovery from

PTSD: Asymptomatic or few symptoms - CAPS total score < 20.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness
Comparison: 3 TF-CBT versus EMDR

Outcome: 5 PTSD symptom severity: 5. Recovery from PTSD: Asymptomatic or few symptoms - CAPS total score < 20

Study or subgroup Individual TF-CBT EMDR Risk Ratio ekt Risk Ratio
n/N n/N M-H,Fixed,95% Cl M-HFixed,95% Cl

| Short term
van den Berg 2015 15/53 9155 .0 % 173083, 361 ]
Subtotal (95% CI) 53 55 100.0 % 1.73 [ 0.83, 3.61 ]

Total events: 15 (Individual TF-CBT), 9 (EMDR)
Heterogeneity: not applicable
Test for overall effect: Z = 1.46 (P = 0.14)
2 Medium term
van den Berg 2015 14/53 8/55 100.0 %

Subtotal (95% CI) 53 55 ‘ 100.0 %
Total events: 14 (Individual TF-CBT), 8 (EMDR)

Heterogeneity: not applicable

Test for overall effect: Z = 1.49 (P = 0.14)

Test for subgroup differences: Chi? = 0.01, df = | (P = 093), I> =0.0%

!

182[0.83,397]

1.82[0.83,3.97 |

0.0l 0.1 | 10 100
Fa ours EMDR Favours individual TF-CBT
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Analysis 4.1. Comparison 4 Individual TF-CBT versus brief PTSD psychoeducation, Outcome | PTSD
symptom severity: la. Clinician-rated severity - average endpoint CAPS total score (high = poor).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 4 Individual TF-CBT versus brief PTSD psychoeducation

Outcome: | PTSD symptom severity: |a. Clinician-rated severity - average endpoint CAPS total score (high = poor)

Brief PTSD
psychoeduca- Mean Mean
Study or subgroup Individual TF-CBT tio Difference Weight Difference
N Mean(SD) N Mean(SD) IVFixed 95% _ IV,Fixed,95% Cl
| Short term l
Mueser 2015 28 65.82 (2391) 26 6727 (25.39) 56.1 % -1A5 [-14.63, 1173 ]
Subtotal (95% CI) 28 26 56.1 % -1.45 [ -14.63, 11.73 ]
Heterogeneity: not applicable
Test for overall effect: Z = 022 (P = 0.83)
2 Medium term
Mueser 2015 26 67.27 (32.99) 26 67.04 (20.29) 439 % 023 [-14.66, 15.12]
Subtotal (95% CI) 26 26 43.9 % 0.23 [ -14.66, 15.12 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.03 (P = 0.98)
Total (95% CI) 54 52 100.0 % -0.71 [-10.58, 9.16 ]
Heterogeneity: Chi? = 0.03, df = | (P = 0.87); 1> =0.0%
Test for overall effect: Z = 0.14 (P = 0.89)
Test for subgroup differences: Chi? = 0.03, df = | (P = 0.87), I> =0/ %
-100 -50 0 50 100
Favours individual TF-CBT Favours psychoeducation
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Analysis 4.2. Comparison 4 Individual TF-CBT versus brief PTSD psychoeducation, Outcome 2 PTSD

symptom severity: |b. Clinician-rated severity - average endpoint CAPS total score (high = poor) - skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 4 Individual TF-CBT versus brief PTSD psychoeducation
Outcome: 2 PTSD symptom severity: |b. Clinician-rated severity - average endpoint CAPS total score (high = poor) - ske' >d data
brief
PTSD Mean Mean
Study or subgroup  Individual TF-CBT psychoed Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Fixed,95% C IV Fixed,95% ClI
| Long term - skewed data
Mueser 2015 24 6275 (32.08) 24 64.88 (29.08) 100.0 % 2213 [-1945,15.19]
Total (95% CI) 24 24 100.0 % -2.13 [-19.45, 15.19 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.24 (P = 0.81)
Test for subgroup differences: Not applicable 1
" -0 0 50 100

Fav

irs TF-CoT Favours brief PTSD psychoed
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Analysis 4.3. Comparison 4 Individual TF-CBT versus brief PTSD psychoeducation, Outcome 3 PTSD
symptom severity: 2. Self-reported trauma-related cognition - average endpoint PTCI total score (high = poor).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 4 Individual TF-CBT versus brief PTSD psychoeducation
Outcome: 3 PTSD symptom severity: 2. Self-reported trauma-related cognition - average endpoint PTCI total score (high poor)
PTSD
psychoedu- Mean Mean
Study or subgroup  Individual TF-CBT cation Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Fixed 95% _, IV,Fixed,95% Cl
| Short term
Mueser 2015 27 14041 (5143) 26 13877 (45.2) - 100.0 % 1.64 [ -24.40, 27.68 ]
Subtotal (95% CI) 27 26 100.0 % 1.64 [ -24.40, 27.68 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.12 (P = 0.90)
2 Medium term
Mueser 2015 25 13523 (5445) 26 127.55 (40.08) 100.0 % 7.68[-1864,3400]
Subtotal (95% CI) 25 26 — 100.0 % 7.68 [ -18.64, 34.00 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.57 (P = 0.57)
3 Long term
Mueser 2015 24 14245 (489) 25262 (46.1 ) - 100.0 % 16.19 [ -1045,42.83 ]
Subtotal (95% CI) 24 [ T-_— 100.0 % 16.19 [ -10.45, 42.83 ]
Heterogeneity: not applicable
Test for overall effect: Z = 1.19 (P = 0.23)
Test for subgroup differences: Chi? = 0.59, df = 2 (P = 0.74), I- -«
-100 -50 0 50 100
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Analysis 4.4. Comparison 4 Individual TF-CBT versus brief PTSD psychoeducation, Outcome 4 PTSD
symptom severity: 4. Remission from PTSD: Symptoms below diagnostic threshold - CAPS total score < 40.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 4 Individual TF-CBT versus brief PTSD psychoeducation

Outcome: 4 PTSD symptom severity: 4. Remission from PTSD: Symptoms below diagnostic threshold - CAPS total score = 40

PTSD
psychoedu-
Study or subgroup Individual TF-CBT cation Risk Ratio Weight Risk Ratio
n/N n/N M-H Fixed,95% ClI M-H Fixed,95% Cl

| Short term

Mueser 2015 9/28 8/26 100.0 % 1.04 [047,2.30]
Subtotal (95% CI) 28 26 w 100.0 % 1.04 [ 0.47,2.30 ]
Total events: 9 (Individual TF-CBT), 8 (PTSD psychoeducation)
Heterogeneity: not applicable
Test for overall effect: Z=0.11 (P =091)
2 Medium term

Mueser 2015 10726 5/26 “ 100.0 % 200[0.79, 505 ]
Subtotal (95% CI) 26 26 i 100.0 % 2.00 [ 0.79, 5.05 ]
Total events: 10 (Individual TF-CBT), 5 (PTSD psychoeducation)
Heterogeneity: not applicable
Test for overall effect: Z = 1.47 (P = 0.14)
3 Long term

Mueser 2015 8/24 24 E 5 100.0 % [.141049,265]
Subtotal (95% CI) 24 2. - 100.0 % 1.14 [ 0.49, 2.65 ]
Total events: 8 (Individual TF-CBT), 7 (PTSD psychoeducation)
Heterogeneity: not applicable
Test for overall effect: Z = 031 (P = 0.76)
Test for subgroup differences: Chi2 = 122, df =2 ( =05, 7= 0%

00l 0.1 | 10 100

Favours psychoeducation

Favours individual TF-CBT
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Analysis 4.5. Comparison 4 Individual TF-CBT versus brief PTSD psychoeducation, Outcome 5 PTSD
symptom severity: 5. Remission from severe PTSD: Loss of severe PTSD diagnosis - CAPS total score < 65.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 4 Individual TF-CBT versus brief PTSD psychoeducation

Outcome: 5 PTSD symptom severity: 5. Remission from severe PTSD: Loss of severe PTSD diagnosis - CAPS total score < 45

PTSD
psychoedu-
Study or subgroup Individual TF-CBT cation Risk Ratio Weight Risk Ratio
n/N n/N M-H Fixed,95% ClI M-H Fixed,95% ClI

| Short term

Mueser 2015 13/28 10726 100.0 % 121 [0.64,226]
Subtotal (95% CI) 28 26 < - 100.0 % 1.21 [ 0.64, 2.26 |
Total events: |3 (Individual TF-CBT), 10 (PTSD psychoeducation)
Heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.56)
2 Medium term

Mueser 2015 14/26 9126 ‘ 100.0 % 1.56 [ 0.82,2.94 ]
Subtotal (95% CI) 26 26 1~ 100.0 % 1.56 [ 0.82,2.94 |
Total events: 14 (Individual TF-CBT), 9 (PTSD psychoeducation)
Heterogeneity: not applicable
Test for overall effect: Z = 1.36 (P = 0.17)
3 Long term

Mueser 2015 13/24 .4 | 100.0 % 1.30[0.71,237]
Subtotal (95% CI) 24 2. - 100.0 % 1.30 [ 0.71, 2.37 |
Total events: |3 (Individual TF-CBT), 10 (PTSD psychoeducation)
Heterogeneity: not applicable
Test for overall effect: Z = 0.86 (P = 0.39)
Test for subgroup differences: Chi? =0.33,df =2 ( = 0b., 7= 0%

Favours psychoeducation

00l

0.1

10 100
Favours individual TF-CBT
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Analysis 4.6. Comparison 4 Individual TF-CBT versus brief PTSD psychoeducation, Outcome 6 Quality of
life: 1. General quality of life - average endpoint QoLl total score (high = good).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison:

Outcome:

4 Individual TF-CBT versus brief PTSD psychoeducation

6 Quality of life: |. General quality of life - average endpoint QoL total score (high = good)

PTSD
psychoedu- Mean Mean
Study or subgroup Individual TF-CBT cation Difference Weigt Difference
N Mean(SD) N Mean(SD) IVFixed 957 IV,Fixed,95% Cl
| Short term l

Mueser 2015 28 398 (1.34) 26 456 (1.54) - 100.0 % -0.58[-1.350.19]
Subtotal (95% CI) 28 26 100.0 % -0.58 [ -1.35, 0.19 ]
Heterogeneity: not applicable
Test for overall effect: Z = 1.47 (P = 0.14)

2 Medium term ‘

Mueser 2015 26 413 (143) 26 442(129) 100.0 % -029[-1.03,045]
Subtotal (95% CI) 26 26 100.0 % -0.29 [ -1.03, 0.45 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.77 (P = 0.44)

3 Long term

Mueser 2015 24 435(1.23) 25 24 (109) [ | 100.0 % 0.11 [-0.74,096]
Subtotal (95% CI) 24 - 100.0 % 0.11 [ -0.74, 0.96 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.25 (P = 0.80)

Test for subgroup differences: Chi? = 1.39, df = 2 (P = 0.50). I> =0.U%

-100  -50

Favours psychoeducation

0 50 100
Favours individual TF-CBT
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Analysis 4.7. Comparison 4 Individual TF-CBT versus brief PTSD psychoeducation, Outcome 7 Quality of
life: 2. Overall functioning - average endpoint GAF total score (high = good).

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison:

Outcome:

4 Individual TF-CBT versus brief PTSD psychoeducation

7 Quality of life: 2. Overall functioning - average endpoint GAF total score (high = good)

PTSD
psychoedu- Mean Mean
Study or subgroup Individual TF-CBT cation Difference Weigl Difference
N Mean(SD) N Mean(SD) IVFixed 95 . . IV,Fixed,95% Cl
| Short term L

Mueser 2015 24 5454 (10.45) 25 554 (9.59) . 100.0 % -0.86 [ -6.48,4.76 ]
Subtotal (95% CI) 24 25 100.0 % -0.86 [ -6.48, 4.76 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.30 (P = 0.76)

2 Medium term ‘

Mueser 2015 24 5375 (10.05) 26 53.15(9.83) 100.0 % 0.60[-492 6.12]
Subtotal (95% CI) 24 26 + 100.0 % 0.60 [ -4.92, 6.12 ]
Heterogeneity: not applicable
Test for overall effect: Z =021 (P = 0.83)

3 Long term

Mueser 2015 24 5596 (9.75) 24 54,8 (13 4) = 100.0 % 1.88 [ -4.93, 8.69 ]
Subtotal (95% CI) 24 - * 100.0 % 1.88 [ -4.93, 8.69 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.54 (P = 0.59)

Test for subgroup differences: Chi? = 0.38, df = 2 (P = 0.83). 1> =0.U%
-100 -50 0 50 100

Favours psycheoducation

Favours individual TF-CBT
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Analysis 4.8. Comparison 4 Individual TF-CBT versus brief PTSD psychoeducation, Outcome 8 Quality of
life: 3. Social functioning - average endpoint CAPS social functioning subscale total score (high = poor) -
skewed data.

Review: Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental illness

Comparison: 4 Individual TF-CBT versus brief PTSD psychoeducation
Outcome: 8 Quality of life: 3. Social functioning - average endpoint CAPS social functioning subscale total score (high = pooi - skewed data
PTSD
psychoedu- Mean Mean
Study or subgroup Individual TF-CBT cation Differenc Weig! . Difference
N Mean(SD) N Mean(SD) IVFixed9: % Cl IV,Fixed,95% Cl
| Short term - skewed data
Mueser 2015 28 1.71 (1.05) 26 2(1.09) - 100.0 % -029 [-0.86,0.28 ]
Subtotal (95% CI) 28 26 100.0 % -0.29 [ -0.86, 0.28 |
Heterogeneity: not applicable
Test for overall effect: Z = 0.99 (P = 0.32)
2 Medium term - skewed data
Mueser 2015 26 1.56(129) 26 217(0'4 [ | 100.0 % -0.61 [-1.28,0061]
Subtotal (95% CI) 26 26 100.0 % -0.61 [ -1.28, 0.06 ]
Heterogeneity: not applicable
Test for overall effect: Z = 1.79 (P = 0.073)
3 Long term - skewed data
Mueser 2015 24 1.75(1.15) 04 4 [ | 100.0 % 0.19[-046,0.84 ]
Subtotal (95% CI) 24 24 100.0 % 0.19 [ -0.46, 0.84 |
Heterogeneity: not applicable
Test for overall effect: Z = 0.57 (P = 0.57)
Test for subgroup differences: Chi? =290, df=2 (P =0 .3), - 31%
-100 -50 0 50 100

ADDITIONAL

~ABLES

Table 1. Suggeste design »r future studies

Favours individual TF-CBT

Favours psychoeducation

Methoa.

location: randomised, full explicit description of methods of randomisation and allocation concealment

Participants

N = 450*

Age: adolescents and adults

Sex: both

Dicgnosis: Individuals with schizophrenia or psychosis (ICD or DSM) and co-morbid PTSD (DSM)

Psychological interventions for post-traumatic stress disorder (PTSD) in people with severe mental iliness (Review)
Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

100



Table 1. Suggested design for future studies  (Continued)

Inteventions

1. Trauma-focused cogpnitive behavioural therapy (modality and format to be specified), n = 150

2. Eye movement desensitisation and reprocessing (or another well-defined trauma-focused therapy as a comparative

treatment), n = 150
3. Standard care/waiting list, n = 150

Outcomes 1. PTSD symptoms

2. Quality of life or well-being
3. Psychotic symptoms

4. Depressive symptoms

5. Anxiety symptoms

6. Adverse events

7. Health economic outcomes

Notes
certainty

*Powered to be able to identify a difference of 20% between groups tor primary outcome with adequate degree of

ICD: International Classification of Diseases
DSM: Diagnostic and Statistical Manual of Mental Disorders
PTSD: post-traumatic stress disorder

Table 2. Differences between protocol and review

Protocol stated comparisons as:

The current review states comparisons as:

We will conduct separate analyses focusing  n e .n ¢ tegory of
active psychological interventions based o~ as.  ed m' dality and
format of delivery (i.e. TF-CBT - inc"~idual o1 group based,
EMDR, or any psychological inte=  <ion1c PTSD), comparing
them to all the control condit’ sns po ed togecher. If there are
sufficient data extracted from. ~lude  studies, we will then pro-
ceed to analyse each category of ac = psychological intervention
targeting PTSD comparing each moa. ‘ty and format of active
intervention against: 1) ac .ve control conditions (i.e. non-PTSD
focused intervention/s); a,. ?) usual care/treatment as usual/wait-

ing list, for primary ¢ ~mes
g P y

We conducted separate analyses focusing on each category of active
psychological interventions based on a shared modality and for-
mat of delivery (i.e. TF-CBT - individual or group based, EMDR,
or any psychological intervention for PTSD), comparing them to
all the control conditions pooled together. Whenever there were
sufficient data extracted from included studies, we then proceeded
to analyse each category of active psychological intervention tar-
geting PTSD comparing each modality and format of active in-
tervention against: 1) active control conditions (i.e. non-PTSD
focused intervention/s); 2) usual care/treatment as usual/waiting
list; and 3) other modality and format of active intervention, for

primary outcomes

EMDR: eye noveme. ese sitisation and reprocessing
PTSD: pe -traunr dc stress disorder
TF-CBT: . = -focused cognitive behavioural therapy
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