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ABSTRACT

INTRODUCTION: Post-traumatic stress disorder (PTSD) may affect 10% of women and 5% of men at some stage, and symptoms may
persist for several years. Risk factors include major trauma, lack of social support, peritraumatic dissociation, and previous psychiatric his-
tory or personality factors. METHODS AND OUTCOMES: We conducted a systematic review and aimed to answer the following clinical
questions: What are the effects of interventions to prevent PTSD? What are the effects of interventions to treat PTSD? We searched: Medline,
Embase, The Cochrane Library, and other important databases up to March 2009 (Clinical Evidence reviews are updated periodically; please
check our website for the most up-to-date version of this review). We included harms alerts from relevant organisations such as the US
Food and Drug Administration (FDA) and the UK Medicines and Healthcare products Regulatory Agency (MHRA). RESULTS: We found
46 systematic reviews, RCTSs, or observational studies that met our inclusion criteria. We performed a GRADE evaluation of the quality of
evidence for interventions. CONCLUSIONS: In this systematic review we present information relating to the effectiveness and safety of the
following interventions: affect management; antiepileptic drugs; antihypertensive drugs; benzodiazepines; brofaromine; CBT; drama therapy;
eye movement desensitisation and reprocessing; fluoxetine; group therapy; hydrocortisone; hypnotherapy; inpatient treatment programmes;
Internet-based psychotherapy; mirtazapine; multiple-session CBT; multiple-session collaborative trauma support; multiple-session education;
nefazodone; olanzapine; paroxetine; phenelzine; psychodynamic psychotherapy; risperidone; SSRIs (versus other antidepressants); sertraline;
single-session group debriefing; single-session individual debriefing; supportive psychotherapy; supportive counselling; temazepam; tricyclic
antidepressants; and venlafaxine.
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Key points

« Post-traumatic stress disorder (PTSD) is characterised by disabling symptoms of re-experiencing a traumatic event,
avoidance behaviour, and hyperarousal (e.g., irritability or hypervigilance), lasting at least 1 month.

PTSD may affect 10% of women and 5% of men at some stage, and symptoms may persist for several years.

Risk factors include major trauma, lack of social support, peritraumatic dissociation, and previous psychiatric or
personality factors.

» Multiple-session trauma-focused CBT may be effective at preventing development of PTSD in people with psycho-
logical distress after a traumatic event.

However, we don't know whether multiple-session trauma-focused CBT is beneficial for people who have expe-
rienced a traumatic event but have not been diagnosed with psychological distress.

« We don't know whether antiepileptic drugs, antihypertensive drugs, hydrocortisone, multiple-session collaborative
trauma support, multiple-session education, single-session group debriefing, or temazepam are beneficial in pre-

venting PTSD.

Single-session individual debriefing may increase the rate of PTSD after a traumatic event compared with no
debriefing, and supportive counselling may be less effective than multiple-session CBT at preventing onset of

PTSD.

« In people with PTSD, trauma-focused CBT improves PTSD symptoms compared with no treatment or with other
psychological interventions, including stress management and present-centred therapy. Eye movement desensiti-
sation and reprocessing seems as effective as trauma-focused CBT in the treatment of chronic PTSD.

We don't know whether other psychological treatments (affect management, drama therapy, group therapy,
hypnotherapy, inpatient treatment regimens, Internet-based psychotherapy, psychodynamic psychotherapy, or
supportive psychotherapy) are beneficial in people with PTSD.

» Paroxetine may improve symptoms in people with PTSD. However, venlafaxine does not seem effective at improving
symptoms, and the benefits of fluoxetine are unclear.

We found insufficient good evidence to assess the effects of sertraline, tricyclic antidepressants, or benzodi-

azepines.

We found limited evidence that sertraline and nefazodone may be equally effective at improving symptoms of
PTSD, but we don't know how other antidepressants compare with each other in the treatment of PTSD.

We don't know whether antiepileptic drugs, antihypertensive drugs, brofaromine, nefazodone, olanzapine,
phenelzine, mirtazapine, or risperidone are beneficial in people with PTSD.

DEFINITION

Post-traumatic stress disorder (PTSD) can occur after any major traumatic event. Symptoms
include upsetting thoughts and nightmares about the traumatic event, avoidance behaviour,
numbing of general responsiveness, increased irritability, and hypervigilance. M To fulfil the Diag-
nostic and Statistical Manual-IV (DSM-1V) criteria for PTSD, an individual must have been exposed
to a traumatic event; have at least one re-experiencing, three avoidance, and two hyperarousal
phenomena; have had the symptoms for at least 1 month; and the symptoms must cause clinically
important distress or reduced day-to-day functioning. It is labelled as acute for the first 3 months
and chronic if it lasts beyond 3 months. (m People with subsyndromal PTSD have all the criteria
for PTSD except one of the re-experiencing, avoidance, or hyperarousal phenomena. Acute stress
disorder occurs within the first month after a major traumatic event and requires the presence of
symptoms for at least 2 days. It is similar to PTSD, but dissociative symptoms are required to make
the diagnosis. Treatments for PTSD may have similar effects, regardless of the traumatic event
that precipitated PTSD. However, great caution should be applied when generalising from one type
of trauma to another.

INCIDENCE/
PREVALENCE

One large cross-sectional study in the USA found that 1/10 (10%) women and 1/20 (5%) men ex-
perience PTSD at some stage in their lives. g

AETIOLOGY/
RISK FACTORS

Risk factors include major trauma, such as: rape; a history of psychiatric disorders; acute distress
and depression after the trauma; lack of social support; and personality factors. 3l

PROGNOSIS

One large cross-sectional study in the USA found that over a third of people with previous PTSD
continued to satisfy the criteria for PTSD 6 years after initial diagnosis. *l However, cross-sectional
studies provide weak evidence about prognosis.

AIMS OF
INTERVENTION

To reduce initial distress after a traumatic event; to prevent PTSD and other psychiatric disorders;
to reduce levels of distress in the long term; to improve function and quality of life; with minimal
adverse effects.
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OUTCOMES Prevention: incidence of PTSD; symptoms that may lead to a diagnosis of PTSD (anxiety,
depression, avoidance, intrusive symptoms). Treatment: incidence of PTSD, and symptom
severity assessed by continuous measures. Continuous measures for assessing changes in
symptoms include Impact of Event Scale (range 0-75), Post-traumatic Stress Diagnostic Scale
(range 0-51), Clinician Administered PTSD Scale (0—136), Trauma Symptom Checklist 40 (range
0-160), Post-traumatic Stress Disorder Checklist (17 items graded from 1 = not at all to 5 = ex-
tremely), and Clinical Global Impression Scale (a composite measure of symptoms and everyday
functioning; range very much worse—very much improved). Symptoms assessed include anxiety,
depression, intrusion, and avoidance. Changes in continuous measures are often expressed as
effect sizes. It is difficult to interpret effect sizes in terms of clinical importance. Some categorise
effect sizes of less than 0.5 as small, 0.5-0.8 as medium, and greater than 0.8 as large. Prevention
and treatment: Adverse effects of treatment.

METHODS Clinical Evidence search and appraisal March 2009. The following databases were used to identify
studies for this systematic review: Medline 1966 to March 2009, Embase 1980 to March 2009, and
The Cochrane Database of Systematic Reviews and Cochrane Central Register of Controlled
Clinical Trials 2009, Issue 1 (1966 to date of issue). An additional search was carried out for the
Database of Abstracts of Reviews of Effects (DARE) and Health Technology Assessment (HTA).
We also searched for retractions of studies included in the review. Abstracts of the studies retrieved
from the initial search were assessed by an information specialist. Selected studies were then sent
to the contributor for additional assessment, using predetermined criteria to identify relevant studies.
Study design criteria for inclusion in this review were: published systematic reviews of RCTs and
RCTs in any language, at least single blinded, and containing more than 20 individuals of whom
more than 80% were followed up. There was no minimum length of follow-up required to include
studies. We excluded all studies described as “open”, “open label”, or not blinded unless blinding
was impossible. We included systematic reviews of RCTs and RCTs where harms of an included
intervention were studied applying the same study design criteria for inclusion as we did for benefits.
In addition, we use a regular surveillance protocol to capture harms alerts from organisations such
as the FDA and the UK Medicines and Healthcare products Regulatory Agency (MHRA), which
are added to the reviews as required. To aid readability of the numerical data in our reviews, we
round many percentages to the nearest whole number. Readers should be aware of this when re-
lating percentages to summary statistics such as relative risks (RRs) and odds ratios (ORs). We
have performed a GRADE evaluation of the quality of evidence for interventions included in this
review (see table, p 59 ). The categorisation of the quality of the evidence (high, moderate, low,
or very low) reflects the quality of evidence available for our chosen outcomes in our defined pop-
ulations of interest. These categorisations are not necessarily a reflection of the overall method-
ological quality of any individual study, because the Clinical Evidence population and outcome of
choice may represent only a small subset of the total outcomes reported, and population included,
in any individual trial. For further details of how we perform the GRADE evaluation and the scoring
system we use, please see our website (www.clinicalevidence.com).

(olSI=S3[e]NIll \What are the effects of interventions to prevent post-traumatic stress disorder?

OPTION ANTIEPILEPTIC DRUGS TO PREVENT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

* We don't know whether antiepileptic drugs are beneficial in preventing PTSD.

Benefits and harms

Antiepileptics versus placebo:

We found [r)‘]o systematic review on the effects of antiepileptics in the prevention of PTSD. We found one small three-
arm RCT.

Incidence of PTSD

Gabapentin compared with placebo We don't know whether gabapentin is more effective than placebo at reducing
the proportion of people diagnosed with PTSD in people who have experienced a severe injury (very low-quality
evidence).
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Ref
Population

(type)
Proportion of people with PTSD

Outcome, Interventions

Results and statistical
EQEWAIS

[4]

48 people admitted

to a surgical trau-
RCT ma centre with se-
3-armed vere injuries

trial The third arm as-

sessed the effects
of propranolol

Proportion of people diag-
nosed with PTSD (assessed
using various scales) , 4
months

2/10 (20%) with gabapentin (ini-
tially 300 mg three times daily in-
creasing to 400 mg three times
daily over 2 days)

4/16 (25%) with placebo

31 people in this analysis (14 in
gabapentin group and 17 in
placebo group)

Gabapentin was administered
within 48 hours of severe physical
injury: treatment was given for 14
days

Significance not assessed

People with and without risk fac-
tors for PTSD after injury were
enrolled in the RCT

The RCT may have been under-
powered to detect clinically
meaningful differences between
groups

Adverse effects

Ref
Population

(type)

Adverse effects

Outcome, Interventions

Results and statistical
EREWAIS

“ 48 people admitted

to a surgical trau-
ma centre with se-
vere injuries

RCT

3-armed

trial The third arm as-

sessed the effects
of propranolol

Adverse effects , 4 months

with gabapentin (initially 300 mg
three times daily increasing to
400 mg three times daily over 2
days)

with placebo
Absolute results not reported

The RCT gave no information on
adverse effects but reported that
gabapentin was well tolerated

31 people in this analysis (14 in
gabapentin group and 17 in
placebo group)

Further information on studies

Comment: None.
OPTION ANTIHYPERTENSIVE DRUGS TO PREVENT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

* We don't know whether antihypertensive drugs are beneficial in preventing PTSD.
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Benefits and harms

Antihypertensive drugs versus placebo:

We found no systematic review assessing the effects of antihypertensives in the prevention of PTSD. We found two
RCTSs assessing the effects of propranolol. !

Incidence of PTSD

Compared with placebo We don't know whether propranolol is more effective than placebo at reducing the proportion
of people diagnosed with PTSD at 3 to 4 months in people who have experienced a traumatic event or severe injury
(very low-quality evidence).

Ref Results and statistical Effect

Population Outcome, Interventions EREWAS size Favours

(type)

Proportion of people with PTSD

] 41 people with ear-

ly symptoms of
PTSD 6 hours after
a traumatic event

RCT

Proportion of people with
PTSD (measured by Clinician
Administered Post-traumatic
Stress Disorder Scale) , 1
month

2/11 (18%) with propranolol
40 mg four times daily for 10 days

6/20 (30%) with placebo

RR 0.52
95% C10.09 to 3.16

The follow-up of the RCT is 75%,
which is slightly below our report-
ing criteria of 80%. However, be-
cause of the paucity of data on
the effects of propranolol in the
prevention of PTSD, we have
decided to include this RCT

Not significant

(51 41 people with ear-

ly symptoms of
PTSD 6 hours after
a traumatic event

RCT

Proportion of people with
PTSD (measured by Clinician
Administered Post-traumatic
Stress Disorder Scale) , 3
months

1/11 (9%) with propranolol 40 mg
four times daily for 10 days

2/15 (13%) with placebo

RR 0.65
95% C10.05 to 8.23

The follow-up of the RCT is 75%,
which is slightly below our report-
ing criteria of 80%. However, be-
cause of the paucity of data on
the effects of propranolol in the
prevention of PTSD, we have
decided to include this RCT

Not significant

4 48 people admitted

to a surgical trau-
ma centre with se-
vere injuries

RCT

3-armed

trial The third arm as-

sessed the effects
of gabapentin

Proportion of people diag-
nosed with PTSD (assessed
using various scales) , 4
months

3/12 (25%) with propranolol (ini-
tially 20 mg three times daily in-
creasing to 40 mg three times
daily)

4/16 (25%) with placebo

34 people in this analysis (17 in
propranolol group and 17 in
placebo group)

Propranolol was administered
within 48 hours of severe physical
injury: treatment was given for 14
days

Significance not assessed

People with and without risk fac-
tors for PTSD after injury were
enrolled in the RCT

The RCT may have been under-
powered to detect clinically
meaningful differences between
groups

Adverse effects

No data from the following reference on this outcome.

5]

Further information on studies
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Comment: Clinical guide:
There is no evidence from RCTs to support the use of propranolol at present.

OPTION HYDROCORTISONE TO PREVENT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

* We don't know whether hydrocortisone is beneficial in preventing PTSD.

Benefits and harms

Hydrocortisone versus saline:

We found no systematic review but found one small RCT comparing intravenous hydrocortisone versus saline. tel

Incidence of PTSD
Hydrocortisone compared with saline Hydrocortisone may be more effective at reducing the proportion of people
diagnosed with PTSD at 31 months in people with septic shock-induced PTSD (low-quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions analysis Favours

Proportion of people with PTSD

(61 20 people in an in- | Proportion of people with RR 0.07
tensive care unit PTSD (assessed by Structured o

RCT with septic shock | Clinical Interview using DSM- 95% C10.01t0 0.80

IV criteria for PTSD) , 31 The results of this RCT may not :
; ; t hydro-

months be generalisable to people with | @ @ @ Lr:):z\sli:gus ydro
1/9 (11%) with intravenous hydro- trsunlla not induced by septic
cortisone shoc

7/11 (64%) with saline

Adverse effects

No data from the following reference on this outcome. tl

Further information on studies

Comment: Clinical guide:
More research is required before hydrocortisone can be recommended for routine clinical use but
these results suggest that further work is indicated.

OPTION MULTIPLE-SESSION CBTTO PREVENT PTSD IN PEOPLEWITH ACUTE STRESS DISORDER

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

* Multiple-session trauma-focused CBT may be effective at preventing development of PTSD in people with psy-
chological distress after a traumatic event.
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Benefits and harms

Multiple-session CBT versus supportive counselling (people with acute stress disorder):
We found three RCTs. "1 1 I

Incidence of PTSD

Multiple-session CBT compared with supportive counselling Multiple-session CBT may be more effective at reducing
rate of PTSD in people with acute stress disorder, but we don't know whether CBT plus hypnosis is more effective
than supportive counselling at reducing rate of PTSD (low-quality evidence).

Ref Results and statistical Effect
(type) Population Outcome, Interventions EREWAS size Favours
Proportion of people with PTSD
71 24 people with Proportion of people who ful- | P <0.001
RCT acute stress disor- | filled diagnostic criteria for
der two weeks af- | PTSD ,immediately after treat-
ter a road traffic ment
accident (RTA) or N . CBT
industrial accident 8% with five sessions of CBT
83% with five sessions of support-
ive counselling
Absolute numbers not reported
71 24 people with Proportion of people who ful- | P <0.05
RCT acute stress disor- | filled diagnostic criteria for
der two weeks af- | PTSD , 6 months
ter RTA or industri- _ )
al accident 17% with five sessions of CBT CBT
67% with five sessions of support-
ive counselling
Absolute numbers not reported
(8l 45 people with Proportion of people with P <0.05
RCT acute stress disor- | PTSD (measured by Clinician
der two weeks af- | Administered PTSD Scale) ,
3-armed ter an RTA or non- | immediately after treatment
trial sexual assault 2/14 (14%) with prolonged expo-
The third arm as- | sure (five 90-minute sessions) CBT
sessed the effects . )
of prolonged expo- 9/:II.I(_5 (56%) with supportive coun-
sure therapy plus selling
anxiety manage- | 30 people in this analysis
ment
(8] 45 people with Proportion of people with P <0.05
RCT acute stress disor- | PTSD (measured by Clinician
der two weeks af- | Administered PTSD Scale) ,
3-armed ter an RTA or non- | immediately after treatment
trial sexual assault 3/15 (20%) with prolonged expo-
The third arm as- | sure (five 90-minute sessions) CBT
sessed the effects | plus anxiety management
of prolonged expo- . .
sure therapy alone 9/1(_5 (56%) with supportive coun-
selling
31 people in this analysis
(8] 45 people with Proportion of people with P <0.05
RCT acute stress disor- | PTSD (measured by Clinician
der two weeks af- | Administered PTSD Scale) , 6
3-armed ter an RTA or non- | months
trial sexual assault 2/13 (15%) with prolonged expo-
The third arm as- | sure (five 90-minute sessions) CBT
sessed the effects . )
of prolonged expo- 10/15 (ﬁ?%) with supportive
sure therapy plus counselling
anxiety manage- 30 people in this analysis
ment

© BMJ Publishing Group Ltd 2010. All rights reserved.




Ref

Results and statistical

(type) Population Outcome, Interventions EQEWAIS Favours
(8l 45 people with Proportion of people with P <0.05
RCT acute stress disor- | PTSD (measured by Clinician
der two weeks af- | Administered PTSD Scale) , 6
3-armed ter an RTA or non- | months
i | It .
trial sexuaassau 3/13 (23%) with prolonged expo-
The third arm as- | sure (five 90-minute sessions) CBT
sessed the effects | plus anxiety management
of prolonged expo- . .
sure therapy alone 10/15 (6_7%) with supportive
counselling
31 people in this analysis
) 87 people with Proportion of people with Reported as not significant (reduc-
RCT acute stress disor- | PTSD (measured by Clinician | tion in numeric scores was
der after an RTA or | Administered PTSD Scale) , greater in the CBT group)
- - | It]i iately af leti
3 _armed non-sexual assault | immediately after completion P value not reported
trial . of treatment
The third arm as- _ . _ Not significant
sessed the effects | 36% with CBT (five 90-minute
of CBT plus hypno- | sessions)
SIS 50% with supportive counselling
Absolute numbers not reported
1 87 people with Proportion of people with Reported as not significant (reduc-
RCT acute stress disor- | PTSD (measured by Clinician | tion in numeric scores was
der after an RTA or | Administered PTSD Scale) , greater in the CBT plus hypnosis
3-armed non-sexual assault | immediately after completion | group)
i . f treat t
trial The third arm as- ottreatmen P value not reported Not significant
sessed the effects | 30% with CBT (five 90-minute
of CBT alone sessions) plus hypnosis
50% with supportive counselling
Absolute numbers not reported
(9] 87 people with Proportion of people with Reported as not significant (reduc-
RCT acute stress disor- | PTSD (measured by Clinician | tion in numeric scores was
der afteran RTA or | Administered PTSD Scale) , 6 | greater in the CBT group)
t3._ar|med non-sexual assault | months P value not reported o
ra The third arm as- | 42% with CBT (five 90-minute Not significant
sessed the effects | sessions)
f CBT plus h - ) ) )
;S piuS hypno 58% with supportive counselling
Absolute numbers not reported
1 87 people with Proportion of people with Reported as not significant (reduc-
RCT acute stress disor- | PTSD (measured by Clinician | tion in numeric scores was
der afteran RTA or | Administered PTSD Scale), 6 | greater in the CBT plus hypnosis
3-armed non-sexual assault | months group)
trial The third arm as- | 40% with CBT (five 90-minute | P value not reported Not significant
sessed the effects | sessions) plus hypnosis
f CBT al . . .
© alone 58% with supportive counselling
Absolute numbers not reported

Adverse effects

No data from the following reference on this outcome.

[7]

Further information on studies

© BMJ Publishing Group Ltd 2010. All rights reserved.
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1 (8]

Comment: The overall quality of RCTs was poor. 7 Bl problems included failure to state loss to follow-
up, and lack of intention-to-treat analysis despite high withdrawal rates. It is not possible to blind
people treated with this type of intervention, but the lack of blinding may affect results.

OPTION MULTIPLE-SESSION CBT TO PREVENT PTSD IN ALL PEOPLE EXPOSED TO A TRAUMATIC

EVENT

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

¢ We don't know whether multiple-session trauma-focused CBT is beneficial for people who have experienced a
traumatic event but have not been diagnosed with psychological distress.

Benefits and harms

Multiple-session CBT versus no treatment or standard care (all people exposed to a traumatic event):
We found no systematic review, but we found two RCTs. % 14

Incidence of PTSD

Multiple-session CBT compared with no treatment or standard care We don't know whether multiple sessions of
CBT are more effective than no treatment or standard care at reducing the proportion of people who meet diagnostic
criteria for PTSD at 13 months and in people exposed to a traumatic event (low-quality evidence).

Ref

(type) Population

Outcome, Interventions

Proportion of people developing PTSD

Results and statistical

EQEWAIS

Favours

(24 152 people with

psychological dis-
tress after physical
injury, 116 followed
up at 13 months
(per protocol analy-
sis)

RCT

Proportion of people meeting
DSM-IV criteria for PTSD , 13
months

10/61 (16%) with CBT (4 ses-
sions between 5 and 10 weeks
after the injury)

15/55 (27%) with no psychologi-
cal intervention

RR 0.6
95% Cl10.3t0 1.5

Not significant

Symptoms that may lead to a diagnosis of PTSD

(11 132 bus drivers

who had been at-

Improvement in measures of
anxiety (assessed using

Significance not assessed

tacked in the previ-
ous few days

score from baseline) , 6
months

from 3.6 to 3.2 with CBT (1to 6
sessions)

from 3.6 to 3.3 with standard care

RCT tacked in the previ- | Horowitz scale; change in
ous few days mean score from baseline) , 6
months
from 7.4 to0 6.2 with CBT (1 to 6
sessions)
from 7 to 6.9 with standard care
(201 132 bus drivers Improvement in intrusive Significance not assessed
RCT who had been at- | symptoms (change in mean
tacked in the previ- | score from baseline) , 6
ous few days months
from 10.9 to 7.7 with CBT (1to 6
sessions)
from 7.2 to 4.7 with standard care
(2ol 132 bus drivers Improvement in measures of | Significance not assessed
RCT who had been at- | depression (change in mean

© BMJ Publishing Group Ltd 2010. All rights reserved.




Ref

Population

(type)

[10]

132 bus drivers
who had been at-

Outcome, Interventions

Improvement in avoidance
symptoms (change in mean

Results and statistical
EQEWAIS

Significance not assessed

Favours

tress after physical
injury, 116 followed
up at 13 months

sessed using the Impact of
Event Scale) , 13 months

20.7 with CBT (4 sessions be-
tween 5 and 10 weeks after the
injury)

11.2 with no psychological inter-
vention

RCT tacked in the previ- | score from baseline) , 6
ous few days months
from 11 to 9.5 with CBT (1 to 6
sessions)
from 8.4 to 7.3 with standard care
(11 152 people with Mean reduction in severity of | Adjusted mean difference 8.4
RCT psychological dis- | PTSD symptom score (as- 95% CI 2.4 10 14.4

CBT

Adverse effects

No data from the following reference on this outcome.

CBT plus education versus no treatment:
We found one RCT comparing three to six sessions of CBT plus educational techniques versus no psychological

intervention.

Incidence of PTSD

[10]

[11]

Multiple-session CBT plus education compared with no treatment We don't know whether multiple sessions of CBT
plus education is more effective than no treatment at reducing rates of PTSD at 6 months in people who have expe-
rienced a traumatic event (very low-quality evidence).

Ref
Population

(type)
Proportion of people who developed PTSD

Outcome, Interventions

Results and statistical
EREWAIS

Favours

(12 151 people who

had been involved
in a road traffic ac-
cident in the past
month

RCT

Rate of PTSD , 6 months

with CBT (three to six sessions)
plus educational techniques

with no psychological intervention
Absolute results not reported

The treatment group included
multiple types of intervention
(help, information, support, and
reality testing/confrontation)

P =0.39

The RCT found that people in the
treatment group had a significant-
ly higher baseline risk of PTSD
compared with the no-interven-
tion group, which makes the re-
sults difficult to interpret

Not significant

Adverse effects

No data from the following reference on this outcome.

[12]

© BMJ Publishing Group Ltd 2010. All rights reserved.

10




Further information on studies

Comment: The overall quality of RCTs was poor.

[10]

[11]

21 problems included failure to state loss to follow-

up, and lack of intention-to-treat analysis despite high withdrawal rates. It is not possible to blind
people treated with this type of intervention, but the lack of blinding may affect results.

Clinical guide:
There is some evidence that the provision of trauma-focused CBT for individuals with marked
traumatic stress symptoms can be beneficial.

OPTION MULTIPLE-SESSION COLLABORATIVE TRAUMA SUPPORT TO PREVENT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

¢ We don't know whether multiple-session collaborative trauma support is beneficial in preventing PTSD.

Benefits and harms

Multiple-session collaborative trauma support versus no treatment/usual care/immediate review:

We found no systematic review but found three RCTSs.

Incidence of PTSD

[13]

[14] [15]

Multiple-session collaborative trauma support compared with no treatment or usual care We don't know whether
multiple-session collaborative trauma support is more effective than no treatment or usual care at reducing risk of
developing PTSD, reducing poor outcome, or improving PTSD symptoms at 3 to 12 months (very low-quality evidence).

Ref

(type) Population

Outcome, Interventions

Proportion of people who developed PTSD

Results and statistical

Favours

© BMJ Publishing Group Ltd 2010. All rights reserved.

(131 70 people who had | Proportion of people with poor | ARR 57%
been admitted to | outcome (based on traumatic
RCT hospital after a neurosis symptoms) P <0.001
- d traffi i- . . )
3_armed road traftic :acu 9/30 (30%) with multiple-session
trial dent (RTA) in the .
past week collaborative trauma-support multiple-session
(emotional, practical, and social collaborative trau-
The third arm as- | support for 2-10 hours in the first ma support
sessed the effects | 3 months)
of immediate re- . . .
0,
view (a single de- 26/30 (87%) with no intervention
briefing interven-
tion)
(13] 70 people who had | Proportion of people with poor | P <0.05
RCT been admitted to | outcome (based on traumatic
hospital after a neurosis symptoms)
3-armed road traffic acci- o . . .
trial dent (RTA) in the 9/30 (30 /°.) with multiple-session multiple-session
collaborative trauma-support )
past week . ] . collaborative trau-
(emotional, practical, and social ma supnort
The third arm as- | support for 2-10 hours in the first pp
sessed the effects | 3 months)
f int ti . . .
ot no intervention 6/10 (60%) with immediate review
(single-session debriefing)
(1] 120 injured sur- Difference in rate of PTSD from | P = 0.02
RCT vivors of various baseline (changes in symp-
physical traumas | toms assessed using the Post-
occurring 24 hours | traumatic Stress Disorder multiple-session
before assessment | Checklist) , 12 months collaborative trau-
for eligibility for in- ) . . -
C?L;ﬂbl ity forin —0.07% with multiple-session ma-support
collaborative trauma-support
+6% with usual care
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Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

Absolute numbers not reported

Collaborative care incorporated
emotional, practical, and social
support from a trauma-support
specialist with motivational inter-
views targeting alcohol
abuse/dependence and evi-
dence-based pharmacotherapy
or CBT (for people with persistent
PTSD 3 months after injury)

(14 34 survivors of Proportion of people who devel- | P >0.1

RTAs or assaultin | oped PTSD (assessed by the .
the past 24 hours | Post-traumatic Stress Disorder The RCT might ha\_/e_ Iacke_d
power to detect a clinically impor-

Checklist) , 4 months tant difference in outcomes

RCT

17% with multiple-session collab-

orative trauma-support (emotion- — Not significant
al, practical, and social support
from a trauma support specialist
for 4 months)

43% with no intervention

Absolute numbers not reported

Adverse effects

No data from the following reference on this outcome. na 4 e

Further information on studies

The overall quality of RCTs was poor. ™ ™ 3 proplems included failure to state loss to follow-up and lack

of intention-to-treat analysis despite high withdrawal rates. It is not possible to blind people treated with this
type of intervention, but the lack of blinding may affect results. The third RCT carried out a subgroup analysis
of the effects of collaborative care on alcohol misuse. ™ It found that collaborative care significantly decreased
the rate of alcohol abuse compared with usual care after 12 months (P = 0.48). However, these results should
be interpreted with caution because of the methodological problems outlined above.

Comment: Clinical guide:
There is some weak evidence that multiple-session collaborative trauma support may be beneficial.
However, more work is required before it can be recommended for routine use.

OPTION MULTIPLE-SESSION EDUCATION TO PREVENT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
*  We don't know whether multiple-session education is beneficial in preventing PTSD.

* We found no direct information from RCTs about multiple-session education alone compared with no active
treatment in people exposed to a traumatic event.

Benefits and harms

Multiple-session education alone:
We found no systematic review or RCTSs.

© BMJ Publishing Group Ltd 2010. All rights reserved. 12



Multiple-session education plus CBT versus no treatment:
See option on multiple-session CBT (all people exposed to a traumatic event), p 9 .

Further information on studies

Comment: Clinical guide:
There is no evidence from RCTs for the use of multiple-session education alone at present.

SINGLE-SESSION GROUP DEBRIEFING TO PREVENT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
* We don't know whether single-session group debriefing is beneficial in preventing PTSD.

* We found no direct information from RCTs about single-session group debriefing compared with no active
treatment in people exposed to a traumatic event.

Benefits and harms

Group debriefing versus no debriefing:
We found one systematic review (search date 2004). ' The review identified no RCTs assessing the effects of
single-session group debriefing versus no debriefing. el

Early versus delayed group debriefing:

We found one systematic review (search date 2004). " The review identified one RCT comparing early group de-
briefing (within 10 hours) versus delayed group debriefing (after 48 hours). '

Symptom severity

Early single-session group debriefing compared with delayed single-session group debriefing Early group debriefing
(within 10 hours of the traumatic event) may be more effective at reducing the symptoms of PTSD at 2 weeks (low-
quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions analysis size Favours

Symptoms of PTSD
[16]

77 people Severity of PTSD symptoms P <0.001

(mean score on the Post-trau-

matic Stress Diagnostic Scale;

lower score favourable) , 2

weeks o g o= | €@rly group debrief-
e ing

Systematic | Data from 1 RCT
review

6.94 with early group debriefing
(within 10 hours)

33.10 with delayed group debrief-
ing (after 48 hours)

Adverse effects

No data from the following reference on this outcome. el

© BMJ Publishing Group Ltd 2010. All rights reserved. 13



Further information on studies

Comment: See comment on single-session individual debriefing, p 14 .
OPTION SINGLE-SESSION INDIVIDUAL DEBRIEFING TO PREVENT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

¢ Single-session individual debriefing may increase the rate of PTSD after a traumatic event compared with no
debriefing.

Benefits and harms

Individual debriefing versus no debriefing:

We found one systematic review (search date 2004, 5 RCTs, 356 people). (el

Incidence of PTSD

Individual debriefing compared with no debriefing Single-session individual psychological debriefing seems no more
effective than no debriefing at reducing rate of PTSD in the shorter term (3—6 months) and may be less effective at
reducing rate of PTSD at 13 months (moderate-quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

Rate of PTSD
[16]

238 people Rate of PTSD, 3to 6 months | RR 1.2
Systematic | 2 RCTs in this with single-session individual 95% C10.84t0 1.71
review analysis psychological debriefing —> Not significant

with no debriefing

Absolute results not reported

(16] 133 people Rate of PTSD , 13 months RR 1.87,95% Cl 1.12 to 3.12

Systematic | Data from 1 RCT | with single-session individual
review psychological debriefing ® OO | no debriefing

with no debriefing

Absolute results not reported

Adverse effects

Ref Results and statistical Effect

(type) Population Outcome, Interventions analysis size Favours

Adverse effects
[16]

Adverse effects

Systematic with single-session individual
review psychological debriefing

with no debriefing

Two RCTs included in the system-
atic review found an increased
risk of subsequent psychological
problems in people receiving the
intervention. However, initial

© BMJ Publishing Group Ltd 2010. All rights reserved. 14



Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

traumatic exposure had been
higher in these people

Further information on studies

Comment: The overall quality of RCTs was moderate. Methodological problems included failure to state loss
to follow-up, lack of intention-to-treat analysis, and high withdrawal rates. It is not possible to blind
people treated with this type of intervention, but the lack of blinding may affect results.

Clinical guide:
It seems that single-session debriefing is not beneficial in preventing PTSD.

SUPPORTIVE COUNSELLING TO PREVENT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
e Supportive counselling may be less effective than multiple-session CBT at preventing onset of PTSD.

* We found no direct information from RCTs about supportive counselling compared with no active treatment in
people exposed to a traumatic event.

Benefits and harms

Supportive counselling versus no treatment:
We found no systematic review or RCTs comparing supportive counselling versus no treatment.

Supportive counselling versus multiple-session CBT:
See option on multiple-session CBT in people with acute stress disorder, p 6 .

Further information on studies

Comment: Clinical guide:
There is currently no evidence from RCTs for the use of supportive counselling.

OPTION TEMAZEPAM TO PREVENT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

¢ We don't know whether temazepam is beneficial in preventing PTSD.

Benefits and harms

Temazepam versus placebo:

We found no systematic review, but found one RCT comparing temazepam versus placebo. (7l
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Incidence of PTSD

Temazepam compared with placebo We don't know whether temazepam is more effective than placebo at reducing
the proportion of people with PTSD at 6 weeks in people with acute stress disorder or early symptoms of PTSD (low-
quality evidence).

Effect

Ref
Population

(type)
Proportion of people who developed PTSD

Outcome, Interventions

Results and statistical
EQEWAIS

size Favours

(11 22 people with

PTSD symptoms
and sleep-initiation
difficulties a mean

RCT

Proportion of people with

PTSD (assessed by Structured
Clinical Interview using DSM-
IV criteria for PTSD) , 6 weeks

P value not reported

The RCT is likely to have been
underpowered to detect clinically

14 days after a important differences in outcomes

road traffic acci-
dent, industrial acci-
dent, or non-sexual
assault, seven with
acute stress disor-
der

6/11 (54%) with temazepam
(30 mg daily for 5 days followed
by 15 mg daily for 2 days)

3/11 (27%) with placebo

See further informa-
tion on studies for
effects of
temazepam on
sleep patterns

Adverse effects

No data from the following reference on this outcome. ™!

Further information on studies

I The RCT found that temazepam significantly improved sleep after one night compared with placebo (P <0.04),

but found similar total sleep patterns after 1 week (P value not reported).

[17]

Comment: The RCT was published as a letter to the editor.

Clinical guide:
There is no evidence from RCTs to support the use of temazepam at present.

(elU]=SN[e]\Il \What are the effects of interventions to treat post-traumatic stress disorder?

OPTION AFFECT MANAGEMENT TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

« We don't know whether affect management is beneficial in people with PTSD.

Benefits and harms

Affect management versus waiting list control:
We found no systematic review, but found one RCT comparing 15 weeks of versus waiting list control. nel

Symptom severity
Affect management compared with waiting list control Affect management plus drug treatment may be more effective
at reducing symptom severity of PTSD at 15 weeks (low-quality evidence).

© BMJ Publishing Group Ltd 2010. All rights reserved. 16



Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

PTSD symptoms
18]

48 women with Improvement in PTSD symp- | P =0.02
RCT PTSD related to toms (assessed by the David-
childhood sexual | son Trauma Scale; mean
abuse change from baseline) , 15
k
weexs affect management
45.8 with affect management
treatment (in addition to drug
treatment) for 15 weeks
73.1 with waiting list control
Dissociative symptoms
18] 48 women with Improvement in dissociative P =0.02
RCT PTSD related to symptoms (assessed by the
childhood sexual | Dissociative Experiences
abuse Scale; mean change from
baseline) , 15 weeks affect management
11.9 with affect management
treatment (in addition to drug
treatment) for 15 weeks
25.2 with waiting list control

Incidence of PTSD

No data from the following reference on this outcome. 8]

Adverse effects

No data from the following reference on this outcome. el

Further information on studies

Comment: Clinical guide:
There is some evidence for the use of affect management, but further studies are needed.

OPTION ANTIEPILEPTIC DRUGS TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

« We don't know whether antiepileptic drugs are beneficial in people with PTSD.

Benefits and harms

Antiepileptic drugs versus placebo:

We found no systematic review but found two RCTs. % 9]
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Symptom severity
Antiepileptic drugs compared with placebo Antiepileptic drugs (topiramate and tiagabine) seem no more effective
than placebo at reducing the severity of symptoms of PTSD at 12 weeks in people with non-combat-related traumatic

events (moderate-quality evidence).

Ref
Population

(type)

Outcome, Interventions

Results and statistical
EQEWAIS

Effect

size Favours

PTSD symptoms
(29 38 people with Change in PTSD symptoms P=0.23
RCT chronic PTSD re- | (mean change in Clinician Ad-
sulting from vari- | ministered PTSD Scale) , 12
ous non-combat- | weeks (end of treatment) 3 -
related traumatic . . . Not significant
events —52.7 with topiramate (flexible
dose: 25-400 mg/day)
—42.0 with placebo
201 232 people with Change in PTSD symptoms P=0.85
RCT PTSD resulting (mean change in Clinician Ad-
from various non- | ministered PTSD Scale) , 12
combat-related weeks (end of treatment) 3 -
traumatic events o ) . Not significant
—30.7 with tiagabine (flexible
dose: 4-16 mg/day)
—30.2 with placebo

Incidence of PTSD

No data from the following reference on this outcome.

Adverse effects

[19]

[20]

Ref Results and statistical Effect
(type) Population Outcome, Interventions analysis Favours
Adverse effects
(291 38 people with Proportion of people withdraw- | Significance not assessed
RCT chronic PTSD re- | ing owing to adverse effects
sulting from vari- 4/19 (21%) with topiramate (flexi-
ous non-combat- ble dose: 25-400 ma/d
related traumatic e dose: 25-400 mg/day)
events 3/19 (16%) with placebo
(29 38 people with Proportion of people with Significance not assessed
RCT chronic PTSD re- | headache
sulting from vari- | 2, o (37%) with topiramate (flexi-
ous non-combat- ble dose: 25-400 ma/d
related traumatic € dose: 2o g/day)
events 5/19 (26%) with placebo
Headache was one of most com-
mon adverse effects associated
with topiramate
(19l 38 people with Proportion of people with si- | Significance not assessed
RCT chronic PTSD re- | nusitis
sulting from vari- . . .
5/19 (26%) with topiramate (flexi-
ous non-combat- ble dose: 25-400 ma/d
related traumatic € dose: 2o mg/day)
events 2/19 (11%) with placebo
Sinusitis was one of most com-
mon adverse effects associated
with topiramate

© BMJ Publishing Group Ltd 2010. All rights reserved.
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Ref

(type)

Population

Outcome, Interventions

Results and statistical
EQEWAIS

Effect
size

Favours

[19]

38 people with
chronic PTSD re-

Proportion of people with taste
perversion

Significance not assessed

from various non-
combat-related
traumatic events

20% with tiagabine (flexible dose:
4-16 mg/day)

10% with placebo
Absolute numbers not reported

The RCT reported that tiagabine
was generally well tolerated

Somnolence was one of the most
common adverse effects associ-
ated with tiagabine

RCT - :
Iting f - . ) )
sutting from varl 5/19 (26%) with topiramate (flexi-
ous non-combat- ble dose: 25-400 ma/d
related traumatic e dose: 25-400 mg/day)
events 0/19 (0%) with placebo
Taste perversion was one of most
common adverse effects associ-
ated with topiramate
201 232 people with Proportion of people with Significance not assessed
R e N
combat-related : 106WI /c;aga ine (flexible dose:
traumatic events 16 mg/day)
13% with placebo
Absolute numbers not reported
The RCT reported that tiagabine
was generally well tolerated
Dizziness was one of the most
common adverse effects associ-
ated with tiagabine
201 232 people with Proportion of people with Significance not assessed
PTSD resulting headache
RCT from various non- 2504 with tiagabine (flexible dose:
combat-related 2 106WI /c;aga ine (flexible dose:
traumatic events 16 mg/day)
27% with placebo
Absolute numbers not reported
The RCT reported that tiagabine
was generally well tolerated
Headache was one of the most
common adverse effects associ-
ated with tiagabine
201 232 people with Proportion of people with Significance not assessed
RCT PTSD resulting somnolence

Further information on studies

Comment:

None.

OPTION ANTIHYPERTENSIVE DRUGS TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

« We don't know whether antihypertensive drugs are beneficial in people with PTSD.

© BMJ Publishing Group Ltd 2010. All rights reserved.




* We found no clinically important results from RCTs about the effects of antihypertensive drugs as treatments in
people with PTSD.

Benefits and harms

Antihypertensive drugs:
We found no systematic review or RCTs of antihypertensive drugs as treatments in people with PTSD.

Further information on studies

Comment: None.
OPTION BENZODIAZEPINES TO TREAT PTSD

« For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
* We found insufficient good evidence to assess the effects of benzodiazepines.

* We found no clinically important results from RCTs about the effects of benzodiazepines in people with PTSD.

Benefits and harms

Benzodiazepines:

We found one systematic review (search date 2004), which identified no RCTs of sufficient quality on the effects of
benzodiazepines in people with PTSD. 21

Further information on studies

Comment: Clinical guide:
There is no evidence from RCTs to support the use of benzodiazepines at present.

OPTION BROFAROMINE TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
« We don't know whether brofaromine is beneficial in people with PTSD.

« MAOIs may require dietary restriction and can precipitate a hypertensive crisis.

Benefits and harms

Brofaromine versus placebo:
We found one systematic review (search date 2004, 1 RCT, 45 people). 1*°

Symptom severity
Brofaromine compared with placebo We don't know whether brofaromine (a monoamine oxidase inhibitor [MAOI])
is more effective at reducing the severity of symptoms of PTSD (low-quality evidence).
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Ref Results and statistical

(type) Population Outcome, Interventions EQEWAIS Favours

PTSD symptoms
[16]

45 people Severity of self-reported PTSD | SMD —-0.58

Systematic | Data from 1 RCT | SYMPtoms . 8 weeks 95% CI —1.18 to +0.02
review with brofaromine — Not significant

with placebo

Absolute results not reported

Incidence of PTSD

No data from the following reference on this outcome. 6]

Adverse effects

Ref Results and statistical Effect

(type) Population Outcome, Interventions analysis Favours

Adverse effects
[16]

66 people Proportion of people withdraw- | RR 1.44

Systematic | Data from 1 RCT ing from RCT , 12 weeks 95% CI 0.69 to 3.01

review with brofaromine . .
No other information on adverse

with placebo effects given
Absolute results not reported

Known adverse effects of “—>
monoamine oxidase inhibitors
(MAQIs) include possible hyper-
tensive crisis. MAOIs may require
dietary restriction (see harms of
prescription antidepressant drugs
in review on depression in adults
[drug and other physical treat-
ments])

Not significant

Further information on studies

Comment: Brofaromine, an MAOI, has not been marketed in the UK.

OPTION CBT TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

¢ In people with PTSD, trauma-focused CBT improves PTSD symptoms compared with no treatment or with other
psychological interventions, including stress management and present-centred therapy.

Benefits and harms

CBT versus no treatment or usual care:

We found one systematic review (search date 2004, 24 RCTSs, total number of people not reported
subsequent RCTs, P2 231 P4 291 6] 271 28] 1291 (301

) ¢ and nine
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Symptom severity
Individual CBT compared with no treatment Individual CBT is more effective at reducing the severity of PTSD
symptoms after 1-14 sessions (moderate-quality evidence).

Effect
EQEWAIS size

Ref Results and statistical

Population Outcome, Interventions Favours

(type)

PTSD symptoms

[22]

(12 bi-weekly sessions)
with no treatment

Absolute results not reported

59 people with Change in Clinician Adminis- | P <0.001
RCT PTSD after an tered PTSD Scale (mean score
earthquake at baseline and at follow-up) ,
6 weeks
from 67.8 to 44.4 with CBT (sin- CBT
gle 60-minute session)
from 60.5 to 54.7 with no treat-
ment
(23] 74 women with Change in Clinician Adminis- | Significance not assessed
RCT PTSD related to tered PTSD Scale (mean score
childhood sexual | at baseline and after therapy)
3-armed abuse , 14 weeks
trial The third arm as- | from 69.9 to 53.1 with CBT (14
sessed the effects | sessions lasting 90-120 minutes)
of present-centred from 72.0 to 65.5 with no treat-
therapy
ment
52 women in this analysis (29 in
the CBT group and 23 in the
waiting list control group)
(241 171 female sur- Change in PTSD symptom P <0.001
RCT vivors of assault scale interview score (mean
and who had score at baseline and after
3-armed PTSD treatment)
trial The third arm as- | from 35.1 to 19.0 with prolonged CBT
sessed the effects | exposure (9-12 sessions of
of prolonged expo- | 90-120 minutes' duration)
sure/cognitive re- )
structuring from 35.5 to 29.4 with no treat-
ment
241 171 female sur- Change in PTSD symptom P <0.001
RCT vivors of assault scale interview (mean score at
and who had baseline and after treatment)
- PTSD .
t3_ar|med from 30.0 to 17.1 with prolonged
ra The third arm as- | exposure/cognitive restructuring CBT
sessed the effects | (9-12 sessions of 90-120 min-
of prolonged expo- | utes' duration)
sure alone from 35.5 to 29.4 with no treat-
ment
(251 40 Cambodian Change in Clinician Adminis- | P <0.001
RCT refugees with tered PTSD scale (mean score
treatment-resistant | at baseline and after treatment)
Crossover | PTSD and panic , cessation of treatment
design | attacks from 74.9 to 39.3 with CBT (12 CBT
weekly sessions)
from 75.9 to 73.1 with no treat-
ment
[26] 60 US veterans Change in Clinician Adminis- | Regression analysis for reduction
with chronic mili- tered PTSD scale , 10 weeks in Clinician administered PTSD
RCT
tary-related PTSD . - . scale
with cognitive processing therapy
P <0.01 CBT

© BMJ Publishing Group Ltd 2010. All rights reserved.
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Ref

Results and statistical

(type) Population Outcome, Interventions EQEWAIS Favours
27] 42 people with Change in Clinician Adminis- | P <0.001
RCT chronic (20 people) | tered PTSD scale (mean score
or severe (22 peo- | at baseline and follow-up) , 12
ple) subsyndromal | weeks after cessation of treat-
PTSD after amotor | ment
vehicle accident from 47.6 to 18.3 with cognitive CBT
processing therapy (8-12 ses-
sions)
from 41.8 to 35.2 with no treat-
ment
(28] 31 people with Change in Clinician Adminis- | P <0.01
RCT chronic PTSD after | tered PTSD scale (mean score
an earthquake at baseline and follow-up) , 8
weeks after cessation of treat-
ment
from 63.1 to 30.2 with single- CBT
session of CBT (exposure to
simulated earth tremors supple-
mented with instructions on self-
exposure)
from 62.3 to 49.1 with no treat-
ment
29 58 people with Self-reported Post-Traumatic | Mean difference between groups
RCT chronic PTSD relat- | Stress Diagnostic Scale , 12 9.6
dto t i d k d of treat t
iivnoc:r:;?gtsm and | weeks (end of treatment) 95% CI 3.6 10 15.6
with CBT (up to 12 sessions) CBT
with no treatment
Absolute results not reported
(201 28 people with Change in frequency compo- | P <0.0005
PTSD related to nent of the Clinician Adminis- N
RCT discrete traumatic | tered PTSD scale (mean score Z:fe RCT r_ept())rtedl.a sgr'nf}c'ant
events in adult- at baseline and at end of treat- Alder_ep(;e md ;_Is_gge I|n|C|an
hood ment) , end of treatment ministere scale scores
between the two groups (reported CBT
from 42.0 to 16.0 with CBT (up | as significant; P value not report-
to 12 sessions of cognitive thera- | ed)
py)
from 31.6 to 35.5 with no treat-
ment
(=01 28 people with Changein intensity component | P <0.0005
PTSD related to of the Clinician Administered N
RCT discrete traumatic | PTSD scale (mean score at g.:fe RCT r_e-ptc)) rtec:.a sgn |f|gant
events in adult- baseline and at end of treat- A'der.ef“;e md s_ls_gg]e I|n|C|an
hood ment) , end of treatment ministere scale scores
between the two groups (reported CBT
from 36.5 to 13.7 with CBT (up | as significant; P value not report-
to 12 sessions of cognitive thera- | ed)
py)
from 29.0 to 30.9 with no treat-
ment

Incidence of PTSD

Individual CBT compared with no treatment Individual CBT is more effective at reducing the proportion of people
meeting diagnostic criteria for PTSD after 1-14 sessions (high-quality evidence).
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Ref
Population

(type)

Outcome, Interventions

Proportion of people with PTSD

Results and statistical
EQEWAIS

Effect
size

Favours

(16l 716 people Proportion of people meeting | RR 0.47
Systematic | 14 RCTsinthis | d2gnostic criteriafor PTSD | o000 ) 6 5716 0.50
review analysis 186/435 (43%) with trauma-fo-
cused CBT
249/281 (89%) with waiting list trauma-focused
control and usual care L L 1@ CBT
Usual treatment may include no
formal intervention, medication,
psychological treatment, or both
medication and psychological
treatment
(301 28 people with Proportion of people no longer | P <0.005
PTSD related to meeting diagnostic criteria for N
RCT discrete traumatic | PTSD , end of treatment The RCT r'eported.a 5|gp|f|9ant
events in adult- difference in baseline Clinician
hood 10/14 (71%) with CBT (up to 12 | Administered PTSD scale scores CBT
sessions of cognitive therapy) between the two groups (reported
0/14 (0%) with no treatment :Z)s'gn'f'ca”t? P value not report-

No data from the following reference on this outcome.

Adverse effects

[22]

[23] [24] [25] [26] [27] [28] [29]

Ref
Population

(type)

Adverse effects

Outcome, Interventions

Results and statistical
EQEWAIS

Effect
size

Favours

(26l 814 people

14 RCTs in this
analysis

Systematic
review

Proportion of people withdraw-
ing for any reason

107/483 (22%) with trauma-fo-
cused CBT

50/331 (15%) with waiting list
control and usual care

Usual treatment may include no
formal intervention, medication,
psychological treatment, or both
medication and psychological
treatment

RR 1.47
95% C11.07 to 2.02

L_Jole

usual care or wait-
ing list control

23] 74 women with

PTSD related to

RCT childhood sexual
3-armed abuse
trial

The third arm as-
sessed the effects
of present-centred
therapy

Proportion of people withdraw-
ing (no details given on rea-
sons for withdrawal) , 14 weeks

12/29 (41%) with CBT (14 ses-
sions lasting 90—120 minutes)

3/23 (13%) with no treatment

52 women in this analysis (29 in
the CBT group and 23 in the
waiting list control group)

Significance not assessed

No data from the following reference on this outcome.

[22]

CBT versus present-centred therapy:

We found two RCTs.

[23] [31]
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Symptom severity

CBT compared with present-centred therapy We don't know whether CBT is more effective than present-centred

therapy at reducing the severity of PTSD symptoms in women with PTSD related to childhood sexual abuse or to
military active service (low-quality evidence)

Ref
Population

(type)

PTSD symptoms

Outcome, Interventions

Results and statistical

EQEWAIS

Effect

size Favours

23] 74 women with Change in Clinician Adminis- | Significance not assessed
RCT PTSD related to tered PTSD Scale (mean score
childhood sexual | before and after treatment) , 14
3-armed abuse weeks
trial The third arm as- | from 69.9 to 53.1 with CBT (14
sessed the effects | sessions lasting 90—120 minutes)
of no treatment from 67.7 to 47.2 with present-
centred therapy (14 sessions
lasting 90—120 minutes)
51 women in this analysis (29 in
the CBT group and 22 in present-
centred therapy group)
= 284 women with Change in Clinician Adminis- | P <0.05
RCT PTSD; 277 veter- | tered PTSD Scale (mean score
ans and 7 active- | before and after treatment) ,
service personnel | immediately after treatment
from 77.6 to 52.9 with CBT (10
. CBT
weekly sessions of prolonged
exposure lasting 90 minutes)
from 77.9 to 60.1 with present-
centred therapy (10 weekly ses-
sions lasting 90 minutes)
= 284 women with | Change in Clinician Adminis- | P <0.05
RCT PTSD; 277 veter- | tered PTSD Scale (mean score
ans and 7 active- | before and after treatment) , 3
service personnel | months
from 77.6 to 49.7 with CBT (10
. CBT
weekly sessions of prolonged
exposure lasting 90 minutes)
from 77.9 to 56.0 with present-
centred therapy (10 weekly ses-
sions lasting 90 minutes)
=1 284 women with Change in Clinician Adminis- | Reported as not significant
RCT PTSD; 277 veter- | tered PTSD Scale (mean score P val t ted
ans and 7 active- | before and after treatment) , 6 value not reporte
service personnel | months
from 77.6 to 50.4 with CBT (10 e 3 R
weekly sessions of prolonged Not significant
exposure lasting 90 minutes)
from 77.9 to 54.5 with present-
centred therapy (10 weekly ses-
sions lasting 90 minutes)

Incidence of PTSD

CBT compared with present-centred therapy CBT is more effective at reducing the proportion of women meeting

diagnostic criteria for PTSD in women with PTSD related to military active service (high-quality evidence).

© BMJ Publishing Group Ltd 2010. All rights reserved.
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Ref

(type)
Proportion of people with PTSD

Population

Results and statistical

Outcome, Interventions EQEWAIS

Favours

[31]

RCT

284 women with

PTSD; 277 veter-
ans and 7 active-
service personnel

Proportion of women no longer | P = 0.002
meeting diagnostic criteria for
PTSD ,immediately after treat-

ment

55/141 (39%) with CBT (10
weekly sessions of prolonged
exposure lasting 90 minutes)

29/143 (20%) with present-cen-
tred therapy (10 weekly sessions
lasting 90 minutes)

CBT

No data from the following reference on this outcome.

Adverse effects

[23]

Ref

(type)

Adverse effects

Population

Results and statistical

Outcome, Interventions EREWAS

Effect

size Favours

[23]

74 women with
PTSD related to

Proportion of people withdraw- | Significance not assessed
ing (no details given on rea-

ans and 7 active-
service personnel

RCT childhood sexual | sons for withdrawal)
f‘.arlmed abuse 12/29 (41%) with CBT (14 ses-
na The third arm as- | sions lasting 90—120 minutes)
sessed the effects 2/22 (9%) with present-centred
of no treatment ; -
therapy (14 sessions lasting
90-120 minutes)
51 women in this analysis (29 in
the CBT group and 22 in present-
centred therapy group)
= 284 women with Proportion of people withdraw- | P = 0.002
RCT PTSD; 277 veter- | ing (no details given on rea-

sons for withdrawal)

53/141 (38%) with CBT (10
weekly sessions of prolonged
exposure lasting 90 minutes)

30/143 (21%) with present-cen-
tred therapy (10 weekly sessions
lasting 90 minutes)

present-centred
therapy

CBT versus stress management:
We found one systematic review (search date 2004, 24 RCTs, total number of people not reported). (el

Incidence of PTSD

CBT compared with stress management CBT is more effective at reducing the proportion of people meeting diagnostic
criteria for PTSD (high-quality evidence).
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Ref Results and statistical

(type) Population Outcome, Interventions EQEWAIS Favours

Proportion of people with PTSD
[16]

284 people Proportion of people with adi- | RR 0.78

agnosis of PTSD

Systematic | 6 RCTs in this 95% CI 0.61 to 0.99

review analysis 81/180 (45%) with trauma-fo- 'Yele trauma-focused
cused CBT CBT
62/104 (60%) with stress manage-
ment

Symptom severity

No data from the following reference on this outcome. el

Adverse effects

Ref Results and statistical

(type) Population Outcome, Interventions analysis Favours

Adverse effects
[16]

284 people Proportion of people withdraw- | RR 1.17

Systematic | 6 RCTs in this ing (any reason)

review analysis 32/180 (18%) with trauma-fo- -
cused CBT €—> | Not significant

95% C1 0.69 to 2.00

17/104 (16%) with stress manage-
ment

CBT versus supportive psychotherapy, psychodynamic psychotherapy, or hypnotherapy:

We found one systematic review (search date 2004, 24 RCTSs, total number of people not reported). (el

Incidence of PTSD

CBT compared with supportive psychotherapy, psychodynamic psychotherapy, or hypnotherapy CBT seems more
effective at reducing the rate of PTSD (moderate-quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS Favours

Proportion of people with PTSD
[16]

286 people Proportion of people with a di- | RR 0.71

Systematic | 5 RCTs in this agnosis of PTSD 95% CI 0.56 to 0.89
review analysis 59/136 (43%) with trauma-fo-
cused CBT "Yele trauma-focused

88/150 (59%) with supportive CBT

psychotherapy, psychodynamic
psychotherapy, and hypnothera-
py (combined analysis)

Symptom severity

No data from the following reference on this outcome. (el
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Adverse effects

Ref Results and statistical

(type) Population Outcome, Interventions EQEWAIS

Effect
size Favours

Adverse effects (any)

(16l 290 people Proportion of people withdraw- | RR 1.14, 95% CI 0.68 to 1.90

Systematic | 5 RCTs in this ing (any reason)

review analysis 28/138 (20%) with trauma-fo-
cused CBT

24/152 (16%) with supportive
psychotherapy, psychodynamic
psychotherapy, and hypnothera-
py (combined analysis)

— Not significant

CBT versus supportive psychotherapy alone:
See option on supportive psychotherapy, p 52 .

CBT versus eye movement desensitisation and reprocessing:
See option on eye movement desensitisation and reprocessing, p 29 .

Further information on studies

Comment: Clinical guide:

The higher rate of withdrawal in the CBT group (compared with no treatment) noted by the review

[16]

raises questions regarding tolerability that require further investigation, not least because there
have been case reports of worsening symptoms in some people receiving imaginal flooding.

[32]

There is good evidence from RCTs for the use of individual trauma-focused CBT as a first-line

treatment for PTSD.

OPTION DRAMA THERAPY TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

¢ We don't know whether drama therapy is beneficial in people with PTSD.

« We found no clinically important results from RCTs about the effects of drama therapy in improving symptoms

of PTSD.

Benefits and harms

Drama therapy:
We found no systematic review or RCTs on drama therapy in people with PTSD.

Further information on studies

© BMJ Publishing Group Ltd 2010. All rights reserved.
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Comment: Clinical guide:
There is no evidence from RCTs for the use of drama therapy at present.
OPTION EYE MOVEMENT DESENSITISATION AND REPROCESSING TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

* Eye movement desensitisation and reprocessing seems as effective as trauma-focused CBT in the treatment of

chronic PTSD.

Benefits and harms

Eye movement desensitisation and reprocessing (EMDR) versus no treatment or usual care:

We found one systematic review (search date 2004, 11 RCTSs, total number of people not reported), [ and one

subsequent RCT. #*

Incidence of PTSD

Eye movement desensitisation and reprocessing (EMDR) compared with no treatment or usual care EMDR may
be more effective at reducing the rate of PTSD (low-quality evidence).

Ref
Population

(type)

Outcome, Interventions

Proportion of people with PTSD

Results and statistical
analysis

Effect

Favours

(261 169 people Proportion of people with diag- | RR 0.51
. . . nosis of PTSD
Systematic | 5 RCTS in this osis of PTS 95% C1 0.28 t0 0.95
review analysis 47/87 (54%) with EMDR
79/82 (96%) with waiting list con-
trol or usual care (combined @O 0O [EMDR
analysis)
Usual treatment may include
medication, psychological treat-
ment, or both
(331 24 public transport | Proportion of people no longer | P = 0.02
RCT workers with work- | meeting diagnostic criteria for
related chronic PTSD
PTSD; peope 2l | 6112 (679) with EMDR (five ses- EMDR
work or had experi- sions of 90 minutes' duration
enced a person- during a 2-month period)
under-a-train acci- | 1/9 (11%) with waiting list control
dent

Symptom severity

No data from the following reference on this outcome.

Adverse effects

[16]

[33]

Ref
Population

(type)

Adverse effects

Outcome, Interventions

Results and statistical
analysis

Effect

Favours

(261 168 people

Systematic | 5 RCTs in this
review analysis

Proportion of people withdraw-
ing for any reason

17/88 (19%) with EMDR

© BMJ Publishing Group Ltd 2010. All rights reserved.

RR 1.28
95% CI1 0.64 to 2.56

—

Not significant
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Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

11/80 (14%) with waiting list con-
trol or usual care (combined
analysis)

Usual treatment may include
medication, psychological treat-
ment, or both

No data from the following reference on this outcome. (s3]

EMDR versus stress management:

We found one systematic review (search date 2004, 11 RCTSs, total number of people not reported). el

Incidence of PTSD
EMDR compared with stress management EMDR and stress management seem equally effective at reducing the
proportion of people with PTSD (moderate-quality evidence).

Ref Results and statistical

(type) Population Outcome, Interventions EQEWAIS Favours

Proportion of people with PTSD
[16]

84 people Proportion of people with diag- | RR 0.69, 95% CI 0.46 to 1.04

Systematic | 3 RCTs in this nosis of PTSD

review analysis 19/41 (46%) with EMDR —> Not significant

29/43 (67%) with stress manage-
ment

Symptom severity

No data from the following reference on this outcome. (el

Adverse effects

Ref Results and statistical Effect

(type) Population Outcome, Interventions analysis size Favours

Adverse effects
[16]

84 people Proportion of people withdraw- | RR 1.03

Systematic | 3 RCTs in this ing for any reason 95% CI 0.37 to 2.88
review analysis 6/41 (15%) with EMDR «—> Not significant

6/43 (14%) with stress manage-
ment

EMDR versus CBT:
We found one systematic review (search date 2004, 11 RCTs, total number of people not reported). (el

Incidence of PTSD
EMDR compared with CBT EMDR and CBT are equally effective at reducing the rate of PTSD (high-quality evidence).
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Ref
Population

(type)
Proportion of people with PTSD

Outcome, Interventions

Results and statistical
EQEWAIS

Favours

[16]

220 people
Systematic | 6 RCTs in this
review analysis

Proportion of people with diag-
nosis of PTSD

56/109 (51%) with EMDR

60/111 (54%) with trauma-fo-
cused CBT

RR 1.03, 95% CI1 0.64 to 1.66

Not significant

Symptom severity

No data from the following reference on this outcome.

Adverse effects

[16]

Ref
Population

(type)

Adverse effects

Outcome, Interventions

Results and statistical
EQEWAIS

Effect

size Favours

[16]

240 people
Systematic | 7 RCTs in this
review analysis

Proportion of people withdraw-
ing for any reason

29/119 (24%) with EMDR

35/121 (29%) with trauma-fo-
cused CBT

RR 0.83
95% C10.54 to 1.27

Not significant

EMDR versus fluoxetine:

We found one RCT comparing three interventions: EMDR, fluoxetine 10-60 mg/day, or placebo over 8 weeks.

Symptom severity

[34]

EMDR compared with fluoxetine We don't know whether EMDR is more effective than fluoxetine at reducing
severity of symptoms of PTSD (symptom score and cure rate) at 8 weeks. However, EMDR may be more effective
than fluoxetine at maintaining any improvement in symptoms (symptom score) at 6 months (very low-quality evidence).

Ref
Population

(type)
PTSD symptoms

Outcome, Interventions

Results and statistical
EQEWAIS

Effect

size Favours

(4] 88 people with

chronic PTSD re-
sulting from vari-
ous traumatic
events

RCT

3-armed
trial

The third arm as-
sessed the effects
of placebo

Change in Clinician Adminis-

tered PTSD Scale (mean score
before and after treatment) , 8
weeks (end of treatment)

from 69.4 to 32.55 with EMDR

from 73.7 to 42.67 with fluoxetine
10-60 mg/day

59 people in this analysis (29

people in the EMDR group and
30 people in the fluoxetine group)

P=0.13

The RCT reported that all people
randomised had intense expo-
sure treatment (2 personalised
trauma manuscripts), which may
have contributed to the improve-
ments seen in both groups

Not significant

(341 88 people with

chronic PTSD re-
sulting from vari-
ous traumatic
events

RCT

3-armed
trial

Change in Clinician Adminis-

tered PTSD Scale (mean score
before and after treatment) , 6
months

© BMJ Publishing Group Ltd 2010. All rights reserved.

P =0.005

The RCT reported that all people
randomised had intense expo-
sure treatment (2 personalised
trauma manuscripts), which may

EMDR
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Ref
Population

(type)

The third arm as-
sessed the effects
of placebo

Outcome, Interventions

from 71.7 to 25.79 with EMDR

from 75.9 to 42.12 with fluoxetine
10-60 mg/day

59 people in this analysis (29
people in the EMDR group and
30 people in the fluoxetine group)

Results and statistical
EQEWAIS

have contributed to the improve-
ments seen in both groups

Effect

size Favours

Incidence of PTSD

EMDR compared with fluoxetine EMDR and fluoxetine may be equally effective at reducing the proportion of people
with a diagnosis of PTSD at 8 weeks and 6 months (very low-quality evidence).

Ref
Population

(type)
Proportion of people with PTSD

Outcome, Interventions

Results and statistical
EQEWAIS

Effect

size Favours

(4] 88 people with

chronic PTSD re-

Proportion of people no longer
meeting diagnostic criteria for

P =0.82

sessed the effects
of placebo

10-60 mg/day
Absolute numbers not reported

59 people in this analysis (29
people in the EMDR group and
30 people in the fluoxetine group)

RCT sulting from vari- | PTSD , 8 weeks (end of treat- ThedRC_T r«(ajpr?r:je_d E[hat all people
3-armed ous traumatic ment) randomised had intense expo-
trial events sure treatment (2 personalised
76% with EMDR trauma manuscripts), which may
The third arm as- . . have contributed to the improve- N
0, H
sessed the effects Zg %‘g'th f/I(;Joxetlne ments seen in both groups Not significant
of placebo —60 mgiday
Absolute numbers not reported
59 people in this analysis (29
people in the EMDR group and
30 people in the fluoxetine group)
(34 88 people with Proportion of people no longer | P =0.20
chronic PTSD re- | meeting diagnostic criteria for
RCT sulting from vari- PTSD, 6 months The RC.T reporteq that all people
3-armed oUS traumatic randomised had intense expo-
trial events 88% with EMDR sure treatment (2 personalised
a . . trauma manuscripts), which may
: 73% with fluoxetine : : -
The third arm as- have contributed to the improve- — Not significant

ments seen in both groups

No data from the following reference on this outcome.

Adverse effects

[34]

No data from the following reference on this outcome.

Further information on studies

Comment:

Clinical guide:

[34]

There is good evidence from RCTs for the use of EMDR as a first-line treatment for PTSD.
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FLUOXETINE (SELECTIVE SEROTONIN REUPTAKE INHIBITOR) TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

* The benefits of fluoxetine are unclear.

¢ SSRIs cause adverse effects including nausea and headache, and have been associated with an increased risk

of self-harm in adults.

Benefits and harms

Fluoxetine versus placebo:

We found one systematic review (search date 2004, 5 RCTSs, total number of people not reported) [ and two sub-

sequent RCTs. M Bl

Symptom severity

Fluoxetine compared with placebo We don't know whether fluoxetine is more effective at reducing symptom severity
of PTSD (symptom score and cure rate) at 8 to 12 weeks (very low-quality evidence).

Ref Results and statistical
(type) Population Outcome, Interventions EQEWAIS Favours
PTSD symptoms
(26l 301 people Severity of clinician-rated SMD -0.28
Systematic | Data from 1 RCT | 715D SYmptoms , 12weeks | oo00 o 0 54 16 0.02
review with fluoxetine fluoxetine
with placebo
Absolute results not reported
(4 88 people with Change in Clinician Adminis- | P =0.61
chronic PTSD re- | tered PTSD Scale (mean score
RCT sulting from vari- | before and after treatment) , 8 ThedRC_T rzpr?r:je_d E[hat all people
3-armed ous traumatic weeks (end of treatment) randomised had Intense expo-
trial events sure treatment (2 personalised
from 73.7 to 42.67 with fluoxetine | trauma manuscripts), which may
The third arm as- | 10-60 mg/day have contributed to the improve- Not significant
sessed the effects . ments seen in both groups
of EMDR from 70.3 to 43.55 with placebo
59 people in this analysis (30
people in the fluoxetine group
and 29 people in the placebo
group)
35] 411 people with Mean change in Clinician Ad- | P =0.151
RCT chronic PTSD re- | ministered PTSD Scale , 12 P value f .
sulting from vari- | weeks (end of treatment) value for con}parl_so_n among
3-armed ous traumatic all three groups; statistical assess-
. —42.9 with fluoxetine 20 mg daily | ments for between-group compar-
trial events . X N
(fixed dose) isons of fluoxetine versus placebo
—42.8 with fluoxetine 40 mg/daily | MOt €aMed out Not sianificant
(fixed dose) The number of people who with- 9
—36.6 with placebo drew from the RCT is unclear
Randomisation was 2:2:1 for flu-
oxetine 20 mg daily (163 people):
fluoxetine 40 mg daily (160 peo-
ple): placebo (88 people)

Incidence of PTSD

fluoxetine compared with placebo We don't know whether fluoxetine is more effective at reducing proportion of

people no longer meeting diagnostic criteria for PTSD at 8 weeks (very low-quality evidence).
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Ref

(type)
Proportion of people with PTSD

Population

Outcome, Interventions

Results and statistical
EQEWAIS

Favours

[34]

RCT

3-armed
trial

88 people with
chronic PTSD re-
sulting from vari-
ous traumatic
events

The third arm as-
sessed the effects
of EMDR

Proportion of people no longer
meeting diagnostic criteria for
PTSD, 8 weeks (end of treat-
ment)

73% with fluoxetine

10-60 mg/day

59% with placebo

Absolute numbers not reported

59 people in this analysis (30
people in the fluoxetine group
and 29 people in the placebo
group)

P=0.23

The RCT reported that all people
randomised had intense expo-
sure treatment (2 personalised
trauma manuscripts), which may
have contributed to the improve-
ments seen in both groups

Not significant

No data from the following reference on this outcome.

Adverse effects

[16]

[35]

Ref
(type)

Population

Adverse effects

Outcome, Interventions

Results and statistical
EQEWAIS

Favours

[16]

RCT

3-armed
trial

411 people with
chronic PTSD re-
sulting from vari-
ous traumatic
events

Proportion of people withdraw-
ing due to adverse effects , 12
weeks (end of treatment)

4% with fluoxetine 20 mg daily
(fixed dose)

13% with fluoxetine 40 mg daily
(fixed dose)

8% with placebo
Absolute numbers not reported

Randomisation was 2:2:1 for flu-
oxetine 20 mg daily (163 people):
fluoxetine 40 mg daily (160 peo-
ple): placebo (88 people)

P greater than 0.20 for both
comparisons of fluoxetine versus
placebo

The number of people who with-
drew from the RCT is unclear

66 people Proportion of people withdraw- | RR 0.60
Systematic | 2 RCTs in this ing (any reason) 95% CI 0.28 to 1.30 Not sianificant
review analysis 7133 (21%) with fluoxetine 9
12/33 (36%) with placebo
6l 65 people Nausea P <0.05
RCT In review ¢! with fluoxetine
placebo
with placebo
Absolute results not reported
61 65 people Diarrhoea P <0.05
RCT In review [ with fluoxetine
placebo
with placebo
Absolute results not reported
6l 65 people Thirst P <0.05
RCT In review [ with fluoxetine
placebo
with placebo
Absolute results not reported
[35]

Not significant
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No data from the following reference on this outcome. (3]

Fluoxetine versus eye movement desensitisation and reprocessing (EMDR):
See option on EMDR, p 29.

Further information on studies

Comment: All antidepressants have been associated with increased risk of suicidal thinking and behaviour in
young adults aged 18 to 24 years (see harms of prescription antidepressant drugs in review on
depression in adults [drug and other physical treatments]). There is limited robust evidence available
to examine the link between SSRIs and increased risk of self-harm or suicide in adults and, in light
of this, practitioners should be guided by the recommendations and warnings issued by their na-
tional drug regulatory authorities with respect to the prescribing of antidepressants, particularly in
children and adolescents (see review on depression in children and adolescents).

We found one RCT (62 people treated for PTSD for 6 months) assessing the effects of fluoxetine
on relapse rates. B The RCT found that fluoxetine for 6 months resulted in significantly fewer re-
lapses than placebo for 6 months (22% with fluoxetine v 50% with placebo; P = 0.02). It has been
noted that the placebo response in RCTs in PTSD can be high, which is likely to affect interpretation
of the results.

OPTION GROUP THERAPY TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

« We don't know whether group therapy is beneficial in people with PTSD.

Benefits and harms

Group CBT versus no treatment or usual care:
We found one systematic review (search date 2004, 4 RCTs, total number of people not reported). (el

Incidence of PTSD
CBT compared with waiting list control We don't know whether group CBT is more effective than waiting list control
and usual care at reducing the rate of PTSD (low-quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions EREWAS size Favours

Proportion of people with PTSD
[16]

48 people Proportion of people meeting | RR 0.56

Systematic | Data from 1 RCT | d12gnostic criteriafor PTSD | o006 31 161 01

review 9/24 (38%) with group CBT

16/24 (67%) with waiting list con- -
trol and usual care (combined €&—> | Not significant
analysis)

Usual treatment may include
medication, psychological treat-
ment, or both

Symptom severity

© BMJ Publishing Group Ltd 2010. All rights reserved. 35



No data from the following reference on this outcome. (el

Adverse effects

No data from the following reference on this outcome. (el

Group CBT versus present-centred therapy:
We found one systematic review (search date 2004, 4 RCTs, total number of people not reported).

Incidence of PTSD
Group CBT compared with present-centred group therapy Trauma-focused group therapy and present-focused group
therapy are equally effective at reducing the rate of PTSD (high-quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions EREWAS size Favours

Proportion of people with PTSD
[16]

360 people Proportion of people meeting | RR 0.98

Systematic | Data from 1 RcT | d12gnostic criteriafor PTSD | oo0/ oy 53161 16
review 110/180 (61%) with trauma-fo- 3
cused group therapy

112/180 (62%) with present-fo-
cused group therapy

Not significant

Symptom severity

No data from the following reference on this outcome. *°!

Adverse effects

No data from the following reference on this outcome. el

Group CBT plus individual CBT versus no treatment:
We found one RCT. ¥

Symptom severity
Group plus individual CBT compared with no treatment Group plus individual CBT seems more effective at reducing
severity of symptoms of PTSD (moderate-quality evidence).

© BMJ Publishing Group Ltd 2010. All rights reserved. 36



Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

PTSD symptoms
38]

71 women with Change in Clinician Adminis- | P <0.001
PTSD after sexual | tered PTSD Scale (mean score
abuse before and after treatment) ,
frame

RCT

from 65.5 to 9 with group CBT
plus individual CBT group CBT plus in-

dividual CBT

from 68.3 to 63 with no treatment

Therapy consisted of 17 group
sessions (session duration 90
minutes) combined with 10 indi-
vidual sessions of CBT (session
duration 60 minutes)

Incidence of PTSD

No data from the following reference on this outcome. (s8]

Adverse effects

No data from the following reference on this outcome. (s8]

Further information on studies

Comment: Clinical guide:
There is limited evidence for the use of group therapy alone at present. It was found to be more
effective when combined with individual CBT, but it is not clear how much the group therapy con-
tributed to the overall effect.

OPTION HYPNOTHERAPY TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

« We don't know whether hypnotherapy is beneficial in people with PTSD.

Benefits and harms

Hypnotherapy versus waiting list control:

We found one systematic review (search date 2004), el

which identified one four-arm RCT, £

Symptom severity
Hypnotherapy compared with waiting list control Hypnotherapy may be more effective at reducing PTSD symptom
severity (intrusion/avoidance) at 4 months (low-quality evidence).
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Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

Intrusion/avoidance symptoms

[39]

112 people Improvement in intrusion and | P <0.05
8] avoidance symptom score
RCT In review (change from baseline) , 4
4-armed The third and months
trial fourth arms as-

19.1 with hypnotherapy hypnotherapy

sessed the effects
of psychodynamic | 4.6 with waiting list control
psychotherapy and
trauma desensitisa-
tion

Incidence of PTSD

No data from the following reference on this outcome. (3]

Adverse effects

No data from the following reference on this outcome. el

Further information on studies

Comment: Clinical guide:
There is no good evidence from RCTs for the use of hypnotherapy at present.

OPTION INPATIENT TREATMENT PROGRAMMES TO TREAT PTSD

¢ For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
« We don't know whether inpatient treatment regimens are beneficial in people with PTSD.

¢ We found no clinically important results from RCTs about the effects of inpatient treatment programmes in im-
proving symptoms of PTSD.

Benefits and harms

Inpatient treatment programmes:
We found no systematic review or RCTs on inpatient treatment programmes in people with PTSD.

Further information on studies

Comment: Clinical guide:
There is no evidence from RCTs for the use of inpatient treatment programmes at present.
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INTERNET-BASED PSYCHOTHERAPY TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

* We don't know whether Internet-based psychotherapy is beneficial in people with PTSD.

Benefits and harms

Internet-based psychotherapy versus waiting list control:

We found no systematic review but found one RCT that compared Internet-based psychotherapy versus waiting list
control for 5 weeks. *”

Symptom severity

Internet-based psychotherapy compared with waiting list control Internet-based psychotherapy may be more effective
at reducing PTSD symptom severity (intrusion/avoidance) at 5 weeks (low-quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

Intrusion/avoidance symptoms
[40]

25 people Mean reduction in intrusive P <0.04
symptom score (change from

RCT baseline) , 5 weeks

Internet-based
psychotherapy

11.0 with Internet-based psy-
chotherapy

3.6 with waiting list control

401 25 people Mean reduction in avoidance | P <0.03

symptom score (change from

RCT baseline) , 5 weeks

Internet-based
psychotherapy

9.6 with Internet-based psy-
chotherapy

2.9 with waiting list control

Incidence of PTSD

No data from the following reference on this outcome. 40l

Adverse effects

No data from the following reference on this outcome. 140l

Further information on studies

Comment: Clinical guide:
There is some evidence from one small RCT that Internet-based psychotherapy may be effective.
More studies are required.
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MIRTAZAPINE TO TREAT PTSD

« For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
* We don't know whether mirtazapine is beneficial in people with PTSD.

¢ SSRIs cause adverse effects including nausea and headache, and have been associated with an increased risk
of self-harm in adults.

Benefits and harms

Mirtazapine versus placebo:

We found one systematic review (search date 2004, 1 RCT, 29 people). el

Symptom severity

Compared with placebo Mirtazapine may be more effective at reducing the severity of symptoms of PTSD (very low-
quality evidence).

Ref Results and statistical Effect
(type) Population Outcome, Interventions EQEWAIS Favours

PTSD symptoms
[16]

29 people Severity of clinician-rated SMD -1.89
PTSD symptoms 95% CI -3.00 to ~0.78

The results of this RCT should be
with placebo interpreted with caution, as peo-
ple allocated to mirtazapine had
less-severe symptoms at base-
21 people in this analysis line, and the withdrawal rate was
31%

Systematic | Data from 1 RCT
review with mirtazapine

mirtazapine

Absolute results not reported

Incidence of PTSD

No data from the following reference on this outcome. re]

Adverse effects

Ref Results and statistical Effect

(type) Population Outcome, Interventions EREWAIS size Favours

Adverse effects
[16]

29 people Proportion of people withdraw- | RR 1.20
Systematic | Data from 1RCT |9 95% CI 0.29 to 2.82
review with mirtazapine —> Not significant
with placebo

Absolute results not reported

[41]

29 people Proportion of people withdraw-
RCT In review ¢! "9
with
with

Absolute results not reported

Three people taking mirtazapine
withdrew because of adverse ef-
fects, including sedation, panic
attacks, and increased anxiety
and irritability
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Ref Results and statistical

(type) Population Outcome, Interventions EQEWAIS Favours

Three people taking placebo
withdrew because of pain or lack
of efficacy
1] 26 people Proportion of people with palpi- | P =0.03
RCT In review [16] tations mirtazanine
0/17 (0%) with mirtazapine P
3/9 (33%) with placebo
1] 26 people Proportion of people with in- | P value not reported
RCT In review 116 creased appetite
6/17 (35%) with mirtazapine
1/9 (11%) with placebo
(41 26 people Proportion of people with P value not reported
RCT In review ¢! weight gain
3/17 (18%) with mirtazapine
1/9 (11%) with placebo
Further information on studies
Comment: All antidepressants have been associated with increased risk of suicidal thinking and behaviour in

young adults ages 18 to 24 years (see harms of prescription antidepressant drugs in review on
depression in adults [drug and other physical treatments]).

Clinical guide:
There is limited evidence for the use of mirtazapine.

OPTION NEFAZODONE TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
¢ We don't know whether nefazodone is beneficial in people with PTSD.

« We found limited evidence that sertraline and nefazodone may be equally effective at improving symptoms of
PTSD, but we don't know how other antidepressants compare with each other in the treatment of PTSD.

¢ We found no clinically important results from RCTs about the effects of nefazodone compared with placebo in
improving symptoms of PTSD.

Benefits and harms

Nefazodone versus placebo:
We found no systematic review or RCTs

Nefazodone versus sertraline:
See option on SSRIs versus other antidepressants, p 50 .
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Further information on studies

Comment: All antidepressants have been associated with increased risk of suicidal thinking and behaviour in
young adults ages 18 to 24 years (see harms of prescription antidepressant drugs in review on
depression in adults [drug and other physical treatments]).

OPTION OLANZAPINE TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

¢ We don't know whether olanzapine is beneficial in people with PTSD.

Benefits and harms

Olanzapine versus placebo:

We found one systematic review (search date 2004, 2 RCTSs). ¢ The first RCT (15 people with PTSD, of whom 4
withdrew) did not meet Clinical Evidence reporting criteria because of small sample size and loss to follow-up. 12

Symptom severity

Olanzapine compared with placebo We don't know whether olanzapine is more effective than placebo at reducing
the severity of symptoms of PTSD in people taking SSRIs but not responding in the first 12 weeks (low-quality evi-
dence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions EREWAS size Favours

PTSD symptoms
[16]

19 people receiv- | Clinician-rated PTSD symp- SMD -0.92

ing SSRIs but not | toms , 10 weeks o

responding within _ _ 95% CI —-1.88 to +0.04
the first 12 weeks with olanzapine «—> Not significant
of SSRI treatment | with placebo

Systematic
review

Data from 1 RCT | Absolute results not reported

Incidence of PTSD

No data from the following reference on this outcome. el

Adverse effects

No data from the following reference on this outcome. el

Further information on studies

Comment: Clinical guide:
There is insufficient evidence for the use of olanzapine at present.
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PAROXETINE (SELECTIVE SEROTONIN REUPTAKE INHIBITOR) TO TREAT PTSD:

« For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
* Paroxetine may improve symptoms in people with PTSD.

¢ SSRIs cause adverse effects including nausea and headache, and have been associated with an increased risk
of self-harm in adults.

Benefits and harms

Paroxetine versus placebo:

We found one systematic review (search date 2004, 4 RCTs, 1086 people). el

Symptom severity

Paroxetine compared with placebo Paroxetine is more effective at reducing severity of symptoms of PTSD (high-
quality evidence).

Ref Results and statistical
(type) Population Outcome, Interventions EQEWAIS i Favours

PTSD symptoms
[16]

1070 people Severity of clinician-rated SMD -0.42

Systematic | 3 RCTs in this PTSD symptoms 95% CI —0.55 to —0.30

review analysis with paroxetine

paroxetine
with placebo

Absolute results not reported

Incidence of PTSD

No data from the following reference on this outcome. (el

Adverse effects

Ref Results and statistical Effect

(type) Population Outcome, Interventions EREWAS size Favours

Adverse effects
[16]

1196 people Proportion of people withdraw- | RR 0.95
) S ing
Systematic | 3 RCTs in this 95% CI 0.79 to 1.15 — A
review analysis 188/692 (27%) with paroxetine Not significant

129/504 (26%) with placebo

4] 307 people Proportion of people with nau-

RCT In review [ sea

19% with paroxetine
8% with placebo
Absolute numbers not reported

Adverse effects reported by RCT
occurred in at least 10% of peo-
ple and were at least twice as
common with paroxetine com-
pared with placebo

431 307 people Proportion of people with

RCT In review (¢ somnolence

17% with paroxetine
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Population

Outcome, Interventions

Results and statistical Effect
EQEWAIS size Favours

4% with placebo
Absolute numbers not reported

Adverse effects reported by RCT
occurred in at least 10% of peo-
ple and were at least twice as
common with paroxetine com-
pared with placebo

[43]

RCT

307 people

In review ¢

Proportion of people with dry
mouth

14% with paroxetine
5% with placebo
Absolute numbers not reported

Adverse effects reported by RCT
occurred in at least 10% of peo-
ple and were at least twice as
common with paroxetine com-
pared with placebo

[43]

RCT

307 people

In review (26]

Proportion of people with asthe-
nia

13% with paroxetine
5% with placebo
Absolute numbers not reported

Adverse effects reported by RCT
occurred in at least 10% of peo-
ple and were at least twice as
common with paroxetine com-
pared with placebo

[43]

RCT

307 people

In review [26]

Proportion of people with ab-
normal ejaculation

12% with paroxetine
4% with placebo
Absolute numbers not reported

Adverse effects reported by RCT
occurred in at least 10% of peo-
ple and were at least twice as
common with paroxetine com-
pared with placebo

Further information on studies

Comment:

All antidepressants have been associated with increased risk of suicidal thinking and behaviour in
young adults aged 18 to 24 years (see harms of prescription antidepressant drugs in review on
depression in adults [drug and other physical treatments]). There is limited robust evidence available
to examine the link between SSRIs and increased risk of self-harm or suicide in adults and, in light
of this, practitioners should be guided by the recommendations and warnings issued by their na-
tional drug regulatory authorities with respect to the prescribing of antidepressants, particularly in
children and adolescents (see review on depression in children and adolescents).

Clinical guide:
There is limited evidence for the use of paroxetine.
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PHENELZINE TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
* We don't know whether phenelzine is beneficial in people with PTSD.

* Monoamine oxidase inhibitors (MAOIS) may require dietary restriction and can precipitate a hypertensive crisis.

Benefits and harms

Phenelzine versus placebo:
We found one systematic review (search date 2004, 1 RCT, 37 people). el

Symptom severity

Phenelzine compared with placebo Phenelzine seems more effective at reducing the severity of symptoms of PTSD
at 8 weeks (moderate-quality evidence).

Ref Results and statistical
(type) Population Outcome, Interventions EQEWAIS i Favours

PTSD symptoms

(el 37 people Self-reported PTSD symptoms | SMD -1.06

Systematic | Data from 1 RCT |+ 8 WeeKS 95% CI —1.75 to —0.36

review with phenelzine phenelzine
with placebo
Absolute results not reported

Incidence of PTSD

No data from the following reference on this outcome. *°!

Adverse effects

Ref Results and statistical Effect

(type) Population Outcome, Interventions EREWAS size Favours

Adverse effects
[16]

37 people Withdrawal rate RR 0.32
Systematic | Data from 1 RCT | with phenelzine 95% CI 0.12 to 0.80
review .
with placebo

Absolute results not reported

Known adverse effects of MAOIs 'Y I
include possible hypertensive
crisis. MAOIs may require dietary
restriction (see harms of prescrip-
tion antidepressant drugs in re-
view on depression in adults
[drug and other physical treat-
ments]).

phenelzine

Further information on studies
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Comment: Clinical guide:
There is limited evidence for the use of phenelzine at present.

OPTION PSYCHODYNAMIC PSYCHOTHERAPY TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

* We don't know whether psychodynamic psychotherapy is beneficial in people with PTSD.

Benefits and harms

Psychodynamic psychotherapy versus waiting list control:
We found one systematic review (search date 2004), *® which identified one RCT. &

Symptom severity
Psychodynamic psychotherapy compared with waiting list control Psychodynamic psychotherapy may be more ef-
fective at reducing PTSD symptom severity (intrusion/avoidance) at 4 months (low-quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions i Favours

Intrusion/avoidance symptoms

(39 112 people Improvement in intrusion/avoid- | P <0.05
. ance score from baseline , 4
RCT In review (26l months

4-armed The third and

trial fourth arms as-
sessed the effects
of trauma desensiti- | 4.6 with waiting list control
sation and hyp-
notherapy

psychodynamic
psychotherapy

19.3 with psychodynamic psy-
chotherapy

Incidence of PTSD

No data from the following reference on this outcome. ™ 7

Adverse effects

No data from the following reference on this outcome. nel - 29

Further information on studies

Comment: Clinical guide:
There is no good evidence from RCTSs to support the use of psychodynamic psychotherapy at
present.

OPTION RISPERIDONE TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
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* We don't know whether risperidone is beneficial in people with PTSD.

Benefits and harms

Risperidone versus placebo:

We found one systematic review (search date 2004, 1 RCT, 37 people) I8 and two subsequent RCTSs.

Symptom severity

[44] [45]

Risperidone compared with placebo We don't know whether adjunctive risperidone is more effective at reducing the
severity of symptoms of PTSD at 5 weeks to 4 months in people also taking other medication (very low-quality evi-

dence).
Ref Results and statistical Effect
(type) Population Outcome, Interventions EQEWAIS Favours

PTSD symptoms

(el 37 people Reduction in severity of clini- | SMD +0.10

Systematic | Data from 1 RCT \(I:\;:gl;rsated PTSD symptoms, 5 95% CI -0.55 to +0.74

review .
with adjunctive risperidone The_: results from .th's RC.T should

be interpreted with caution be-
with placebo cause qfth_e varlal_nlhty in the oth- > Not significant
er medications being taken

Absolute results not reported
All people continued with their
existing antipsychotic, antidepres-
sant, benzodiazepine, or sleep
medications

(441 65 men with PTSD | Mean change in Clinician Ad- | P <0.05

RCT after military ser- | ministered PTSD Scale score

viee —14.3 with adjunctive risperidone risperidone

3 mg daily for 4 months
—4.6 with placebo

(48] 21 women with Mean change in Clinician Ad- | P =0.015

PTSD ministered PTSD Scale score

RCT
—29.6 with risperidone 0.5-8 mg risperidone
(mean 1.41 mg) daily for 8 weeks
—18.6 with placebo

Incidence of PTSD
[16] [44] [45]

No data from the following reference on this outcome.

Adverse effects

Ref

Population Outcome, Interventions

(type)

Adverse effects

Results and statistical
EQEWAIS

Effect
Favours
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(el 40 people Proportion of people withdraw- | RR 0.50

Systematic | Data from 1 RCT ing from RCT 95% CI 0.05 to 5.08

review 1/20 (5%) with adjunctive risperi- —> Not significant
done
2/20 (10%) with placebo

(44 65 men with PTSD | Proportion of people withdraw- | P >0.18

after military ser- | ing from RCT —> Not significant
RCT vice




Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

11/22 (50%) with adjunctive
risperidone 3 mg daily for 4
months

6/25 (24%) with placebo

No data from the following reference on this outcome. 48]

Further information on studies

Comment: Clinical guide:
There is some limited evidence for the use of risperidone.

OPTION SERTRALINE (SELECTIVE SEROTONIN REUPTAKE INHIBITOR) TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
* We found insufficient good evidence to assess the effects of sertraline.

* We found limited evidence that sertraline and nefazodone may be equally effective at improving symptoms of
PTSD, but we don't know how other antidepressants compare with each other in the treatment of PTSD.

* SSRIs cause adverse effects including nausea and headache, and have been associated with an increased risk
of self-harm in adults.

Benefits and harms

Sertraline versus placebo:
We found one systematic review (search date 2004, 8 RCTs, 1505 people) *®" and one subsequent RCT. 1*°

Symptom severity
Sertraline compared with placebo We don't know whether sertraline is more effective than placebo at reducing
symptom severity of PTSD at 12 weeks (low-quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions EREWAS size Favours

PTSD symptoms
[16]

1123 people Severity of clinician-rated SMD -0.26

Systematic | 6 RCTs in this symptoms of PTSD 95% CI —-0.51 to 0

review nalysi with sertralin . . - — ianifi
evie analysis sertraline Result is of borderline signifi- Not significant

with placebo cance

Absolute results not reported

[46] 169 people with Mean change in Clinician Ad- | Reported as not significant

combat-related ministered PTSD Scale, 12

RCT PTSD weeks

P value not reported
—13.1 with sertraline €«—3 | Not significant
(25-200 mg/day, flexible dose)

—15.4 with placebo
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Incidence of PTSD
Sertraline compared with placebo Sertraline is more effective at reducing the proportion of people with PTSD (high-
quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

Proportion of people with PTSD
[16]

747 people Proportion of people fulfilling | RR 0.91

Systematic | 2 RCTs in this diagnostic criteriafor PTSD | o500 ) 85 16 0.98 Pete

review analysis 281/367 (77%) with sertraline
318/380 (84%) with placebo

sertraline

No data from the following reference on this outcome. 146)

Adverse effects

Ref Results and statistical Effect
(type) Population Outcome, Interventions EREWAIS size Favours

Adverse effects (any)

[16] 1148 people Proportion of people withdraw- | RR 1.10

Systematic | 6 RCTs in this ing from RCT 95% C10.90 to 1.33 > | Notsignificant

review analysis 151/571 (26%) with sertraline 9
138/577 (24%) with placebo

(471 208 people Proportion of people with in- | P =0.04

RCT In review [16] somnia
35% with sertraline placebo
22% with placebo
Absolute numbers not reported

7 208 people Proportion of people with diar- | P = 0.003

RCT In review [26] rhoea
28% with sertraline placebo
11% with placebo
Absolute numbers not reported

(471 208 people Proportion of people with nau- | P =0.03

RCT In review (¢ sea
23% with sertraline placebo
11% with placebo
Absolute numbers not reported

(47 208 people Proportion of people with de- | P =0.001

RCT In review 116! creased appetite
12% with sertraline placebo
1% with placebo
Absolute numbers not reported

[46] 169 people with Proportion of people with fa- | P =0.018

RCT combat-related tigue , 12 weeks

PTSD . )

9/86 (11%) with sertraline placebo
(25-200 mg/day, flexible dose)
1/83 (1%) with placebo
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Ref Results and statistical

(type) Population Outcome, Interventions EQEWAIS Favours
46l 169 people with Proportion of people discontin- | P = 0.041
combat-related uing treatment , 12 weeks
RCT PTSD
26/86 (30%) with sertraline placebo
(25-200 mg/day, flexible dose)
14/83 (17%) with placebo
[46] 169 people with Proportion of people with diar- | Reported as not significant
combat-related rhoea, 12 weeks
RCT PTSD P value not reported
27/86 (31%) with sertraline —> Not significant
(25-200 mg/day, flexible dose)
15/83 (18%) with placebo
46l 169 people with Proportion of people with Reported as not significant
RCT ;c_)rn;tl)aat-related headache , 12 weeks P value not reported
23/86 (27%) with sertraline «—> Not significant
(25-200 mg/day, flexible dose)
20/83 (24%) with placebo
46l 169 people with Proportion of people with in- | Reported as not significant
combat-related somnia, 12 weeks
RCT PTSD P value not reported
12/86 (14%) with sertraline «—> Not significant
(25-200 mg/day, flexible dose)
8/83 (10%) with placebo

Sertraline versus nefazodone:
See option on SSRIs versus other antidepressants, p 50 .

Further information on studies

Comment: All antidepressants have been associated with increased risk of suicidal thinking and behaviour in
young adults aged 18 to 24 years (see harms of prescription antidepressant drugs in review on
depression in adults [drug and other physical treatments]). There is limited robust evidence available
to examine the link between SSRIs and increased risk of self-harm or suicide in adults and, in light
of this, practitioners should be guided by the recommendations and warnings issued by their na-
tional drug regulatory authorities with respect to the prescribing of antidepressants, particularly in
children and adolescents (see review on depression in children and adolescents).

Clinical guide:
There is some limited evidence for the use of paroxetine, but less for other SSRIs.

OPTION SSRIS VERSUS OTHER ANTIDEPRESSANTS TO TREAT PTSD

« For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

« We found limited evidence that sertraline and nefazodone may be equally effective at improving symptoms of
PTSD, but we don't know how other antidepressants compare with each other in the treatment of PTSD.

* SSRIs cause adverse effects including nausea and headache, and have been associated with an increased risk
of self-harm in adults.
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Benefits and harms

Sertraline versus nefazodone:

We found two RCTs comparing sertraline versus nefazodone.

Symptom severity

[48] [49]

Sertraline compared with nefazodone We don't know whether sertraline is more effective than nefazodone at reducing

the severity of symptoms of PTSD at 5 months (very low-quality evidence).

Ref

(type)

Population

PTSD symptoms

Outcome, Interventions

Results and statistical
EREWAS

Favours

(48] 60 people with Mean total 8-item PTSD scale | P =0.36
RCT PTSD (TOP-8) score , 5 months The results of this RCT should be
5.23 with sertraline 50-100 mg | interpreted with caution because, o
daily despite randomisation, people Not significant
. taking sertraline had significantly
‘210305_“'1"(';8 nefa:quldone higher baseline TOP-8 scores
mg daily than people taking nefazodone
491 37 people with Change in Clinician Adminis- | Reported as not significant
PTSD tered PTSD Scale (change from
RCT baseline) P value not reported
from 73.8 to 29.1 with sertraline — Not significant
(mean dose 153 mg/day)
from 68.9 to 28.8 with nefa-
zodone (mean dose 463 mg/day)

Incidence of PTSD

No data from the following reference on this outcome. 18 49]

Adverse effects

No data from the following reference on this outcome. (e 149l

Further information on studies

Comment: All antidepressants have been associated with increased risk of suicidal thinking and behaviour in
young adults aged 18 to 24 years (see harms of prescription antidepressant drugs in review on
depression in adults [drug and other physical treatments]). There is limited robust evidence available
to examine the link between SSRIs and increased risk of self-harm or suicide in adults and, in light
of this, practitioners should be guided by the recommendations and warnings issued by their na-
tional drug regulatory authorities with respect to the prescribing of antidepressants, particularly in

children and adolescents (see review on depression in children and adolescents).

Clinical guide:
There is some limited evidence for the use of paroxetine, but less for other SSRIs.
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SUPPORTIVE PSYCHOTHERAPY TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

¢ We don't know whether supportive psychotherapy is beneficial in people with PTSD.

Benefits and harms

Supportive psychotherapy versus waiting list control:
We found one systematic review (search date 2004), 1% which identified one RCT.

Incidence of PTSD
Supportive psychotherapy compared with waiting list control Supportive psychotherapy seems no more effective
than waiting list control at reducing the rate of PTSD (moderate-quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

Proportion of people with PTSD
[16]

51 people Proportion of people with RR 0.81
Systematic | Data from 1 RCT PTSD 95% CI 0.56 to 1.17
review 21/36 (58%) with supportive P
psychotherapy — Not significant

18/25 (72%) with waiting list con-
trol

Symptom severity

No data from the following reference on this outcome. el

Adverse effects

No data from the following reference on this outcome. el

Supportive psychotherapy versus CBT:
We found one systematic review (search date 2004). ™

Incidence of PTSD
Supportive psychotherapy compared with trauma-focused CBT Supportive psychotherapy and trauma-focused CBT
seem equally effective at reducing the rate of PTSD (moderate-quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions EREWAS size Favours

Proportion of people with PTSD
[16]

73 people Proportion of people with RR 0.74
Systematic | Data from 1 RCT PTSD 95% CI1 0.47 to 1.18
review 16/37 (43%) with trauma-focused -
CBT — Not significant

21/36 (58%) with supportive psy-
chotherapy
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Symptom severity

No data from the following reference on this outcome. el

Adverse effects

No data from the following reference on this outcome. el

Further information on studies

Comment: Clinical guide:
There is no evidence from RCTSs to support the use of supportive psychotherapy at present.

OPTION TRICYCLIC ANTIDEPRESSANTS TO TREAT PTSD

* For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .
« We found insufficient good evidence to assess the effects of tricyclic antidepressants.

« Tricyclic antidepressants are associated with anticholinergic adverse effects.

Benefits and harms

Tricyclic antidepressants versus placebo:
We found[lg]ne systematic review (search date 2004, 2 RCTs, 81 people) comparing tricyclic antidepressants versus
placebo.

Symptom severity

Amitriptyline compared with placebo Amitriptyline may be more effective at reducing the severity of self-reported
symptoms of PTSD at 8 weeks, but we don't know whether imipramine is more effective than placebo at reducing
self-reported symptom severity at 8 weeks (low-quality evidence).

Ref Results and statistical Effect

(type) Population Outcome, Interventions EQEWAIS size Favours

PTSD symptoms
[16]

33 people Severity of self-reported PTSD | SMD -0.90
Systematic | Data from 1 RCT | SYMPtoms , 8 weeks 95% CI —1.62 t0 -0.18

review with amitriptyline

amitriptyline
with placebo
Absolute results not reported
(16l 41 people Severity of self-reported PTSD | SMD -0.24
Systematic | Data from 1 RCT | SYMPtoms . 8 weeks 95% CI —0.86 to +0.38
review with imipramine — Not significant

with placebo

Absolute results not reported
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Incidence of PTSD

No data from the following reference on this outcome.

Adverse effects

[16]

(type)

Adverse effects

Ref
Population

Outcome, Interventions

Results and statistical
EQEWAIS

Favours

[16]

46 people

Proportion of people withdraw-
ing from an RCT , 8 weeks

RR 1.34

12/18 (67%) with placebo

Systematic | Data from 1 RCT 95% CI1 0.52 to 3.49
; of) i -
review 8/25 (32%) with amitriptyline Known adverse effects of tricyclic
5/21 (25%) with placebo anngepressants include anticholin- Not significant

ergic effects (see harms of pre-
scription antidepressant drugs in
review on depression in adults
[drug and other physical treat-
ments])

(6] 41 people Proportion of people withdraw- | RR 0.78

Systematic | Data from 1 RCT | M9 from an RCT , 8 weeks 95% CI 0.47 to 1.3

review 12/23 (52%) with imipramine

Known adverse effects of tricyclic
antidepressants include anticholin-
ergic effects (see harms of pre-
scription antidepressant drugs in
review on depression in adults
[drug and other physical treat-
ments])

Not significant

Further information on studies

Comment:

Clinical guide:
There is limited evidence from one small RCT for the use of amitriptyline.

OPTION VENLAFAXINE TO TREAT PTSD

For GRADE evaluation of interventions for Post-traumatic stress disorder, see table, p 59 .

Venlafaxine does not seem effective at improving symptoms.

SSRIs cause adverse effects including nausea and headache, and have been associated with an increased risk

of self-harm in adults.

Benefits and harms

Venlafaxine versus placebo:

We found one systematic review (search date 2004, 1 RCT, 358 people).

Symptom severity

[16]

Venlafaxine compared with placebo Venlafaxine seems no more effective than placebo at reducing the severity of
symptoms of PTSD at 12 weeks (moderate-quality evidence).
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Ref Results and statistical

(type) Population Outcome, Interventions EQEWAIS Favours

PTSD symptoms
[16]

358 people Severity of clinician-rated SMD -0.14

Systematic | Data from 1 RCT | 7 1oD SYMPtoms , 12weeks | oeo0 o 4 35 16 +0.06
review with venlafaxine — Not significant

with placebo

Absolute results not reported

Incidence of PTSD

No data from the following reference on this outcome. el

Adverse effects

Ref Results and statistical Effect

(type) Population tcome, Interventions analysis

Adverse effects

[16]

358 people Proportion of people withdraw- | RR 0.83
. ing from RCT , 12 weeks
Systematic | Data from 1 RCT 95% CI1 0.62 to 1.12 3 Not significant
review 54/179 (32%) with venlafaxine 9
65/179 (36%) with placebo
Further information on studies
Comment: All antidepressants have been associated with increased risk of suicidal thinking and behaviour in

young adults ages 18 to 24 years (see harms of prescription antidepressant drugs in review on
depression in adults [drug and other physical treatments]).

Clinical guide:
There is some limited evidence for the use of paroxetine, but less for other SSRIs.

Affect management A group treatment focusing on regulation of mood.

Anxiety management Involves teaching techniques to reduce anxiety levels. Examples include muscular relaxation,
in which individuals are taught to alternately tense and relax specific muscle groups and breathing retraining to avoid
overbreathing.

Avoidance A characteristic symptom of post-traumatic stress disorder, whereby reminders, thoughts, or situations
that remind the individual of the trauma are avoided.

Cognitive behavioural therapy Covers a variety of techniques. Imaginal exposure entails exposure to a detailed
account or image of what happened. Real life exposure involves confronting real life situations that have become
associated with the trauma and cause fear and distress. Cognitive therapy entails challenging distorted thoughts
about the trauma, the self, and the world. Eclectic psychotherapy is a combination of trauma-focused cognitive be-
havioural therapy and psychodynamic psychotherapy. Imaginal flooding involves the intense reliving of the traumatic
experience. Memory structuring involves listening to and clarifying the individual's narrative and structuring it for
them to repeat to friends and family. Prolonged exposure entails repeated exposure to memories of the trauma, and
to non-dangerous real life situations that are avoided because of trauma related fear. Stress inoculation entails in-
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struction in coping skills and some cognitive techniques such as restructuring. Supportive listening involves actively
listening to the individual's narrative and clarifying factual, sensory, and affective details.

Dissociative symptoms Involves a disruption to memory or perception of the environment; for example, an inability
to recall details of a traumatic event that cannot be accounted for by ordinary forgetfulness or an organic cause such
as head injury.

Drama therapy Uses drama as a form of expression and communication.

Eye movement desensitisation and reprocessing (EMDR) Involves asking the person to focus on the traumatic
event, a negative cognition associated with it, and the associated emotions. The person is then asked to follow the
therapist's finger as it moves from side to side.

Hyperarousal A characteristic group of symptoms in post-traumatic stress disorder, including increased irritability,
sleeping difficulties, hypervigilance, increased startle, and reduced concentration.

Hypnotherapy Involves hypnosis to allow people to work through the traumatic event.

Inpatient treatment programmes Individuals receive a planned package of care, usually as a group, as inpatients.
The programmes can include various techniques, including cognitive behavioural therapy, group therapy, and med-
ication.

Present focused group therapy A group intervention that involves identifying and modifying patterns of behaviour
that have arisen from their past traumatic experience.

Psychological debriefing Detailed consideration of the traumatic event and the normalisation of psychological re-
actions.

Subsyndromal post-traumatic stress disorder This term is sometimes used to describe individuals with traumatic
stress symptoms who would not fulfil the full Diagnostic and Statistical Manual (DSM)-IV or International classification
of mental and behavioural disorders (ICD-10) criteria for a diagnosis of post-traumatic stress disorder.

Supportive counselling A non-directive intervention dealing with current issues rather than the trauma itself.

Supportive psychotherapy A non-directive intervention that involves helping an individual to explore their thoughts,
feelings, and behaviour with the aim of achieving a clearer understanding of self and the ability to cope with situations
more effectively.

Trauma focused group therapy A group intervention that involves reconstructing a past traumatic event, identifying
and modifying negative self images associated with it, and integrating memories of the event into the individual's
conscious awareness of self and others.

Clinical Global Impression Scale A one-item, observer-rated scale for measuring the severity of a condition. It has
been investigated for validity and reliability. The scale is scored from 0 (not ill at all) to 7 (severely ill).

High-quality evidence Further research is very unlikely to change our confidence in the estimate of effect.

Internet-based psychotherapy A protocol-driven treatment delivered through the internet, which includes psychoe-
ducation and cognitive reappraisal.

Low-quality evidence 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.

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

Very low-quality evidence Any estimate of effect is very uncertain.

Antiepileptic drugs to prevent PTSD One small RCT added found that a similar proportion of people with a severe
injury was diagnosed with PTSD at 4 months' follow-up after initial treatment with gabapentin for 14 days compared
with those given placebo. “ The RCT was underpowered to detect a clinically meaningful difference. Categorisation
unchanged (Unknown effectiveness).

Antiepileptic drugs to treat PTSD Two RCTs added assessing the effects of topiramate 19 and tiagabine 29 found
no significant difference between the antiepileptic drugs assessed and placebo in PTSD symptoms at the end of
treatment. ™9 % Categorisation unchanged (Unknown effectiveness).

Antihypertensive drugs to prevent PTSD One small RCT added found that the proportion of people with severe
injury diagnosed with PTSD at 4 months' follow-up after initial treatment with propranolol for 14 days was the same
as that for those given placebo. “ The RCT was underpowered to detect a clinically meaningful difference. Categori-
sation unchanged (Unknown effectiveness).

CBT to treat PTSD Three RCTs added, which found that CBT improved PTSD symptoms compared with no treatment.
28 291 B9 ope RCT added comparing CBT (prolonged exposure) versus present-centred therapy found greater
improvements in PTSD symptoms immediately after treatment and at 3 months' follow-up with CBT. B However,

© BMJ Publishing Group Ltd 2010. All rights reserved. 56



there was no significant difference between groups in PTSD symptoms at 6 months. The proportion of women no
longer meeting diagnostic criteria for PTSD was larger immediately after treatment with CBT than with present-centred
therapy. Categorisation unchanged (Beneficial).

Eye movement desensitisation and reprocessing to treat PTSD One small RCT added found that eye movement
desensitisation and reprocessing (EMDR) improved symptoms of PTSD and reduced the proportion of people fulfilling
criteria for PTSD compared with no treatment. 5 one RCT comparing EMDR versus fluoxetine found no significant
difference between treatments in PTSD symptoms at the end of treatment. B4 However, EMDR was found to be
more effective at sustaining improvement in symptoms at 6 months compared with fluoxetine. Categorisation un-
changed (Beneficial).

Sertraline to treat PTSD One RCT added found no significant difference between sertraline and placebo in PTSD
symptoms at 12 weeks. L4l Categorisation unchanged (Unknown effectiveness).

Fluoxetine to treat PTSD Two RCTs added found no significant difference between fluoxetine and placebo in PTSD
symptoms at the end of treatment (8—12 weeks). ** #*/ One of the RCTs also found no significant difference between
fluoxetine and placebo in the proportion of people no longer meeting diagnostic criteria for PTSD at the end of
treatment. ** One RCT compared fluoxetine versus eye movement desensitisation and reprocessing (EMDR). [
It found no significant difference between treatments in PTSD symptoms at the end of treatment. However, EMDR
was found to be more effective at sustaining improvement in symptoms at 6 months compared with fluoxetine. Evidence
added at update suggests effects of fluoxetine in treating PTSD are unclear. Categorisation changed (from Likely to
be beneficial to Unknown effectiveness).

34]
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GRADE Evaluation of interventions for Post-traumatic stress disorder.

Important out-

comes

Studies (Partici-

pants)

Outcome

Comparison

What are the effects of interventions to prevent post-traumatic stress disorder?

1 (26)

2(59) 5

1(20)©

2 (248) 17

1 (151) 12
[13]

3 (224

R

1 (77)
2 (238) 110

1 (22) 17

[11]

[14]

Incidence of PTSD

Incidence of PTSD

Incidence of PTSD

Incidence of PTSD

Incidence of PTSD

Incidence of PTSD

Incidence of PTSD

Symptom severity

Incidence of PTSD

Incidence of PTSD

Antiepileptics versus placebo

Antihypertensive drugs versus
placebo

Hydrocortisone versus saline

Multiple-session CBT versus sup-
portive counselling (people with
acute stress disorder)

Multiple-session CBT versus no
treatment or standard care (all
people exposed to a traumatic
event)

CBT plus education versus no
treatment

Multiple-session collaborative
trauma support versus no treat-
ment/usual care/immediate review

Early versus delayed group de-
briefing

Individual debriefing versus no
debriefing

Temazepam versus placebo

What are the effects of interventions to treat post-traumatic stress disorder?
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Incidence of PTSD, Symptom severity

Type

of evi-

dence  Quality
4 -2
4 -2
4 -1
4 -2
4 -1
4 -2
4 -2
4 -1
4 -1
4 -2

Consis-  Direct-
tency ness
0 -1
0 -1
0 -1
0 0
0 -1
0 -1
0 -1
0 -1
0 0
0 0

Effect
size GRADE
0 Very low
0 Very low
0 Low
0 Low
0 Low
0 Very low
0 Very low
0 Low
0 Moderate
0 Low

Comment

Quality points deducted for sparse data and for methodolog-
ical issues (not carrying out a statistical assessment, and
being underpowered to detect a clinically meaningful differ-
ence). Directness point deducted for inclusion of people
without risk factors for PTSD after exposure to a traumatic
event

Quality points deducted for sparse data, methodological is-
sues (poor follow-up, not carrying out a statistical assess-
ment, and being underpowered to detect a clinically mean-
ingful difference). Directness point deducted for inclusion of
people without risk factors of PTSD after traumatic event
Quiality point deducted for sparse data. Directness point
deducted for generalisability of results (narrowness of popu-
lation)

Quiality points deducted for sparse data and incomplete re-
porting of results

Quiality point deducted for no statistical assessment in one
RCT. Directness point deducted for variation in measures
used

Quiality points deducted for sparse data and for incomplete
reporting of results. Directness point deducted for statistically
significant difference between groups in baseline risk of
PTSD

Quality points deducted for incomplete reporting of results
and lack of power to detect clinically important result in one
RCT. Directness point deducted for unclear outcome assess-
ment and for variation in measures used

Quality point deducted for sparse data. Directness point
deducted for non-specification of population

Quality point deducted incomplete reporting of results

Quality points deducted for sparse data and for methodolog-
ical issues (not carrying out a statistical assessment, and
being underpowered to detect a clinically meaningful result)
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Important out-
comes

Studies (Partici-

pants)
1 (48) 18

2 (270) 191 20
1 (45) (19

[22] [23]
9 (541

[24(] [2%] [26] [27]
[28] [29] [30]

15 (744) 116 30
2 (335) 2% U

1 (284) Y

6 (284) 119
5 (286) 110

6 (193) 116) 133

3 (84) 19
6 (220) (19
1 (59) B4

1 (59) B4

[16] [34]
3 (771
BT

1 (59) B4

1 (48) 119
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Outcome

Symptom severity

Symptom severity

Symptom severity

Symptom severity

Incidence of PTSD

Symptom severity

Incidence of PTSD

Incidence of PTSD
Incidence of PTSD

Incidence of PTSD

Incidence of PTSD
Incidence of PTSD
Symptom severity

Incidence of PTSD

Symptom severity

Incidence of PTSD

Incidence of PTSD

Comparison
Affect management versus waiting
list control
Antiepileptic drugs versus placebo
Brofaromine versus placebo

CBT versus no treatment or usual
care

CBT versus no treatment or usual
care

CBT versus present-centred ther-
apy

CBT versus present-centred ther-
apy

CBT versus stress management

CBT versus supportive psychother-
apy, psychodynamic psychothera-
py, or hypnotherapy

Eye movement desensitisation
and reprocessing (EMDR) versus
no treatment or usual care

EMDR versus stress management
EMDR versus CBT
EMDR versus fluoxetine

EMDR versus fluoxetine

Fluoxetine versus placebo

Fluoxetine versus placebo

Group CBT versus no treatment
or usual care

Type
of evi-
dence

4

Incidence of PTSD, Symptom severity

Quality
-1

-2

-1

-1

-1

-2

-1

-1

Consis-
tency

0

Direct-
ness

1

-1

-1

-1

-1

-2

-1

Effect
size
0

o

GRADE
Low

Moderate

Low

Moderate

High

Low

High

High
Moderate

Low

Moderate
High
Very low

Very low

Very low

Very low

Low

Comment

Quality point deducted for sparse data. Directness point
deducted for inclusion of a co-intervention (drug treatment
in affect management arm)

Directness point deducted for low number of comparators

Quality points deducted for sparse data and incomplete re-
porting of results

Quality point deducted for methodological issues across
RCTs (e.g., no statistical assessment, incomplete reporting,
and baseline difference in population)

Quality point deducted for not carrying out a statistical as-
sessment. Consistency point deducted for conflicting results
(different direction of effect between RCTS)

Directness point deducted for combined analysis of multiple
interventions in comparison group

Quality point deducted for sparse data. Directness point
deducted for inclusion of active treatments in no treat-
ment/usual care group in review

Quality point deducted for sparse data

Quality points deducted for sparse data and incomplete re-
porting of results. Directness point deducted for inclusion of
co-intervention (exposure therapy)

Quality points deducted for sparse data and incomplete re-
porting of results. Directness point deducted for inclusion of
co-intervention (exposure therapy)

Quiality point deducted for methodological issues (incomplete
reporting of results, unclear rate of follow-up, no statistical
assessment between groups). Directness points deducted
for inclusion of co-intervention (exposure therapy in one
RCT) and uncertainty of beneficial effect (high placebo re-
sponse)

Quality point deducted for sparse data and incomplete re-
porting of results. Directness point deducted for inclusion of
co-intervention (exposure therapy)

Quality point deducted for sparse data. Directness point
deducted for combined analysis of multiple interventions in
comparison group
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Important out-

comes Incidence of PTSD, Symptom severity
Type
Studies (Partici- of evi- Consis- Direct-  Effect
pants) Outcome Comparison dence  Quality tency ness size GRADE Comment
1 (360) ¢ Incidence of PTSD Group CBT versus present-cen- 4 0 0 0 0 High
tred therapy

1 (71) %9 Symptom severity Group CBT plus individual CBT 4 -1 0 0 0 Moderate  Quality point deducted for sparse data

versus no treatment

1 (112) B9 Symptom severity Hypnotherapy versus waiting list 4 —1 0 —1 0 Low Quality point deducted for sparse data. Directness point

control deducted for narrowness of symptoms assessed (only intru-
sion/avoidance)

1 (25) 49 Symptom severity Internet-based psychotherapy 4 1 0 1 0 Low Quality point deducted for sparse data. Directness point

versus waiting list control deducted for narrowness of symptoms assessed (only intru-
sion/avoidance)

1 (21) 148 Symptom severity Mirtazapine versus placebo 4 2 0 1 0 Very low  Quality points deducted for sparse data and methodological
issues (poor follow-up). Directness point deducted for differ-
ences in severity of symptoms at baseline

1 (29) ¢ Symptom severity Olanzapine versus placebo 4 1 0 1 0 Low Quality point deducted for sparse data. Directness point
deducted for narrow inclusion criteria (people not responding
to SSRI)

3 (1070) 9 Symptom severity Paroxetine versus placebo 4 0 0 0 0 High

1 (37) 129 Symptom severity Phenelzine versus placebo 4 -1 0 0 0 Moderate  Quality point deducted for sparse data

1 (112) B9 Symptom severity Psychodynamic psychotherapy 4 1 0 1 0 Low Quality point deducted for sparse data. Directness point

versus waiting list control deducted for narrowness of symptoms assessed (only intru-
sion/avoidance)

3é]123) (16] [44] Symptom severity Risperidone versus placebo 4 1 1 1 0 Very low  Quality point deducted for sparse data. Consistency point

[4 deducted for conflicting results. Directness point deducted

for range of additional medication being taken

7 (1289) 1161 1461 Symptom severity Sertraline versus placebo 4 1 1 0 0 Low Quality point deducted for methodological issues (no statis-
tical assessment in 1 RCT). Consistency point deducted for
conflicting results (different direction of effect for sertraline)

2 (747) 19 Incidence of PTSD Sertraline versus placebo 4 0 0 0 0 High
2 (97) 1481 149 Symptom severity Sertraline versus nefazodone 4 2 0 1 0 Very low  Quality points deducted for sparse data and methodological
issues (no statistical data for between group comparison
reported). Directness point deducted for significant difference
between groups in baseline scores
1 (51) 19 Incidence of PTSD Supportive psychotherapy versus 4 -1 0 0 0 Moderate  Quality point deducted for sparse data
waiting list control
1 (73) 149 Incidence of PTSD Supportive psychotherapy versus 4 -1 0 0 0 Moderate  Quality point deducted for sparse data
CBT
2 (81) ° Symptom severity Tricyclic antidepressants versus 4 -1 -1 0 0 Low Quality point deducted for sparse data. Consistency point
placebo deducted for conflicting results with different TCA
1 (358) 110 Symptom severity Venlafaxine versus placebo 4 1 0 0 0 Moderate  Quality point deducted for incomplete reporting of results

(absolute symptom scores not reported)
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