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Preface

The Agency for Healthcare Research and Quality (AHRQ), through its Evidence-based
Practice Centers (EPCs), sponsors the development of systematic reviews to assist public- and
private-sector organizations in their efforts to improve the quality of health care in the United
States. These reviews provide comprehensive, science-based information on common, costly
medical conditions, and new health care technologies and strategies.

Systematic reviews are the building blocks underlying evidence-based practice; they focus
attention on the strength and limits of evidence from research studies about the effectiveness and
safety of a clinical intervention. In the context of developing recommendations for practice,
systematic reviews can help clarify whether assertions about the value of the intervention are
based on strong evidence from clinical studies. For more information about AHRQ EPC
systematic reviews, see www.effectivehealthcare.ahrg.gov/reference/purpose.cfm.

AHRQ expects that these systematic reviews will be helpful to health plans, providers,
purchasers, government programs, and the health care system as a whole. Transparency and
stakeholder input are essential to the Effective Health Care Program. Please visit the Web site
(www .effectivehealthcare.ahrg.gov) to see draft research questions and reports or to join an
email list to learn about new program products and opportunities for input.

We welcome comments on this systematic review. They may be sent by mail to the Task
Order Officer named below at: Agency for Healthcare Research and Quality, 540 Gaither Road,
Rockville, MD 20850, or by email to epc@ahrg.hhs.gov.

Carolyn M. Clancy, M.D. Jean Slutsky, P.A., M.S.P.H.
Director Director, Center for Outcomes and Evidence
Agency for Healthcare Research and Quality Agency for Healthcare Research and Quality

Stephanie Chang, M.D., M.P.H.

Task Order Officer and Director, Evidence-based
Practice Program

Center for Outcomes and Evidence

Agency for Healthcare Research and Quality
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Interventions for the Prevention of Posttraumatic
Stress Disorder (PTSD) in Adults After Exposure to
Psychological Trauma

Structured Abstract

Objectives. To assess efficacy, comparative effectiveness, and harms of psychological,
pharmacological, and emerging interventions to prevent posttraumatic stress disorder (PTSD) in
adults.

Data Sources. PubMed®, the Cochrane Library, CINAHL, Embase, PILOTS, International
Pharmaceutical Abstracts, PsycINFO®, Web of Science, reference lists of published literature
(fromJanuary 1, 1980, to July 30, 2012). In addition, we searched various sources for grey
literature.

Review methods. Two investigators independently selected, extracted data from, and rated risk
of bias of relevant studies. If data were sufficient, we conducted quantitative analyses using
rando m-effects models to estimate pooled effects. We graded strength of evidence (SOE) based
on established guidance.

Results. We included 19 trials with a range of populations exposed to a variety of psychological
traumas. Participants suffered from symptoms of PTSD but did not meet diagnostic criteria for
PTSD. For most interventions studied, we did not find reliable evidence to support efficacy for
the prevention of PTSD or for the reduction of PTSD-related symptom severity. Evidence was
sufficient to justify conclusions about three treatments. First, debriefing does not reduce either
the incidence or the severity of PTSD or related psychological symptoms in civilian victims of
crime, assault, or accident trauma (low SOE). Second, our meta-analyses of three trials showed
that, in subjects with acute stress disorder, brief trauma-focused cognitive behavioral therapy
(CBT) was more effective than supportive counseling (SC) in reducing the severity of PTSD
(moderate SOE). Pooled results did not reach statistical significance for incidence of PTSD,
depression symptom severity (both low SOE), and anxiety symptom severity (moderate SOE),
but numerically favored CBT over SC. Finally, collaborative care for a traumatic injury requiring
hospitalization produces a greater decrease in PTSD symptom severity at 6, 9, and 12 months
after injury than does usual care (low SOE).

The efficacy of psychological interventions to prevent PTSD did not differ between men and
women (low SOE). Evidence was insufficient to determine whether previous depression or a
history of child abuse or baseline PTSD symptoms influence the effectiveness of interventions.
Evidence was insufficient to determine the effect of timing, intensity, or dosing on the
effectiveness or risk of harms of interventions or to justify conclusions about the comparative
risk of harms. For emerging interventions such as yoga, dietary supplements, and complementary
or alternative interventions, no studies met our eligibility criteria. Evidence was insufficient to
determine whether any treatment approaches were more effective for victims of particular trauma

types.
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Conclusions. Evidence supporting the effectiveness of most interventions used to prevent PTSD
is lacking. If available in a given setting, brief trauma-focused CBT might be the preferable
choice for reducing PTSD symptom severity in persons with acute stress disorder and
collaborative care might be preferred for trauma patients requiring surgical hospitalization; by
contrast, debriefing appears to be an ineffective intervention to reduce symptoms and prevent
PTSD.
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Executive Summary

Background—The Condition and Preventive Strategies

Posttraumatic stress disorder (PTSD) may develop following exposure to a traumatic event.
According to the fourth edition of the “Diagnostic and Statistical Manual of Mental Disorders,
Text Revision” (DSM-IV-TR), the essential feature of PTSD is the development of
characteristic symptoms following exposure to an extreme traumatic stressor. The stressor may
include having direct personal experience of an event that involves actual or threatened death or
serious injury or other threat to one’s physical integrity; witnessing an event that invol ves death,
injury, or a threat to the physical integrity of another person; or learning abo ut unexpected or
violent death, serious harm, or threat of death or injury experienced by a family member or other
close associate. The DSM-1V-TR also requires that the person’s subjective response to the event
involve intense fear, helplessness, or horror.

Some traumatic events that are directly experienced or to which individuals can be exposed
include military combat, violent personal assault, being taken hostage, a terrorist attack, torture,
natural or manmade disasters, and being diagnosed with a life-threatening illness." Psychol ogical
trauma is common and leads to PTSD in a substantial number of adults exposed to trauma. The
1990-1992 National Comorbidity Survey indicated that 60 percent of men and 51 percent of
women reported experiencing at least one traumatic event in their lifetimes.? Shortly after
exposure, many people experience some symptoms of PTSD; in most people, those symptoms
resolve within several weeks of the trauma. However, in approximately 10 to 20 percent, PTSD
symptoms persist and are associated with impairment in functioning.® Although approximately
50 percent of those diagnosed with PTSD improve without treatment in 1 year, 10 to 20 percent
develop a chronic unremitting course.*

The 2000 National Comorbidity Survey—Replication (NCS-R) estimated lifetime prevalence
of PTSD among trauma-exposed adults in the United States to be 6.8 percent (9.7% in women
and 3.6% in men) and current (12-month) prevalence to be 3.6 percent (5.2% in women and
1.8% in men), or more than 7.7 million American adults per year.>” Some demographic or
occupational groups, such as military personnel, are at higher risk of PTSD because of higher
rates of exposure to trauma.

Prevention of PTSD can potentially reduce a significant burden of individual and societal
suffering. Two different prevention strategies have been used. The first strategy, universal
prevention, is to deliver interventions to all people exposed to a trauma, regardless of symptoms
or risk of developing PTSD. The second strategy, targeted prevention, is based on the fact that
although many people experience some symptoms of PTSD after trauma, only a relatively small
percentage develop the psychiatric disorder of PTSD and its associated disability. The goal of
targeted prevention is to identify, fromamong all people exposed to a trauma, those who are at
high risk of developing the disorder of PTSD and then intervene only with those at high risk.

Interventions to prevent PTSD involve various psychological and pharmacological
approaches; they also include emerging interventions such as approaches from complementary
and alternative medicine. These interventions have been used both separately and in
combination. Despite evidence that some early interventions, such as debriefing, are not effective
for preventing PTSD or might even cause harm, they are still widely used. Such use indicates
that uncertainty and controversy still exist within the field about providing an intervention that
intuitively seems as if it should help, and that not enough consideration is given to scientific
evidence when weighing intervention benefits and harms.
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Scope and Key Questions

This review compares the efficacy, effectiveness, and harms of psychological,
pharmacological, and emerging interventions to prevent PTSD in adults. We include studies of
both universal and targeted prevention. We also address the clinical importance of effect
modifiers or subgroup status that may affect the impact of traumatic exposure on specific
outcomes; these include sex, comorbidities, refugee status, and military or civilian status.

Our report is limited to adults who had been exposed to a traumatic event and who received
an early intervention designed to prevent progression to PTSD within the first 3 months after the
trauma.

We approach each Key Question (KQ) by considering the relevant pop ulations,
interventions, comparators, outcomes, timing, and settings (PICOTS). In this review, we address
the following KQs:

KQ 1: For adults exposed to psychological trauma, what is the efficacy or
comparative effectiveness (or both) of early interventions to prevent PTSD
or to improve health outcomes?

KQ 2: For adults exposed to psychological trauma, does timing, intensity,
or dosage of intervention have an impact on the effectiveness or harms of
approaches to prevent PTSD or to improve health outcomes?

KQ 3: For adults exposed to psychological trauma, how does efficacy,
effectiveness, or harms of early interventions to prevent PTSD differ for
characteristics of traumatic exposure or subpopulations with respect to:
e demographic groups (defined by age, ethnic and racial groups, and sex),
e psychiatric comorbidities, or

e personal risk factors for developing PTSD (e.g., having a diagnosis of acute stress
disorder (ASD) vs. not having the diagnosis)?

KQ 4: For adults exposed to psychological trauma, what are the absolute
and comparative risks of harms from early interventions to prevent PTSD?

Figure A depicts the analytic framework for the comparative effectiveness of psychological,
pharmacological, and emerging interventions for preventing PTSD in adults after expos ure to
trauma.
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Figure A. Analytic framework for comparative effectiveness of interventions to prevent PTSD in
adults after exposure to trauma
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Methods

Literature Search Strategy

To identify articles relevant to each KQ, we searched PubMed®, CINAHL (Cumulative Index
to Nursing and Allied Health Literature), the Cochrane Library, Embase, PILOTS (Published
International Literature on Traumatic Stress), International Pharmaceutical Abstracts,
PsycINFO®, and Web of Science. We used either Medical Subject Headings (MeSH) or major
headings as search terms when available or key words when appropriate, focusing on terms to
describe the relevant populations and interventions of interest. We limited the electronic searches
to English-language and human-only studies. We searched sources from January 1, 1980, to
July 30, 2012. In addition, we manually searched reference lists of pertinent reviews, included
trials, and background articles for relevant citations that our searches might have missed. We
searched for unpublished studies using ClinicalTrials.gov, the Web site of the U.S. Food and
Drug Administration, the World Health Organization’s International Clinical Trials Registry
Platform, GreyMatters, and OpenGrey. In addition, the Scientific Resource Center requested
scientific information packets from the relevant pharmaceutical companies, asking for any
unpublished studies or data relevant for this review.

We developed eligibility criteria with respect to PICOTS and study designs for each KQ. Our
population of interest was adults (ages 18 or older) exposed to psychological trauma. We
included psychological (e.g., cognitive behavioral therapy, cognitive processing therapy,
debriefing), pharmacological (e.g., beta blockers, second-generation antidepressants), and
emerging (e.g., yoga, acupuncture) interventions used to prevent PTSD. Both inactive and active
comparators of interest were eligible as control interventions. Our outcomes of interest focused
on the incidence of PTSD and PTSD-related symptoms; PTSD symptom severity; and quality of
life, functional capacity, and other patient-relevant health outcomes. Our subgroups of interest
included de mographic groups (defined by age, sex, and ethnic or racial groups), popu lations with
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psychiatric comorbidities, and populations with different personal risk factors for developing
PTSD.

For efficacy and comparative effectiveness, we focused on randomized controlled trials
(RCTs) and prospective cohort studies. For assessment of the risk of harms, we also included
retrospective controlled cohort studies. For studies to be eligible, the intervention had to be
administered within 3 months of the traumatic event.

Two trained members of the research team independently reviewed all titles and abstracts for
eligibility against our inclusion/exclusion criteria. We retrieved the full text of all articles
included during the title and abstract review phase. If both reviewers agreed that a study did not
meet the eligibility criteria, we excluded it. If the reviewers disagreed, conflicts were resolved
with a third, senior team member.

Risk-of-Bias Assessment of Individual Studies

To assess the risk of bias (a threat to internal validity) of studies for major outcomes of
interest, we used guidance from the AHRQ “Methods Guide for Effectiveness and Comparative
Effectiveness Reviews.”® We assessed selection bias, confounding, performance bias, detection
bias, and attrition bias. We included questions about adequacy of randomization, allocation
concealment, similarity of groups at baseline, blinding, attrition, whether intention-to-treat (ITT)
analysis was used, method of handling dropouts, and treatment fidelity. We rated the studies as
low, medium, or high risk of bias. Because our primary outcome of interest was the incidence of
PTSD, we adopted a threshold of 20 percent for overall attrition. For outcomes with low event
rates, attrition can substantially bias findings.’

Two independent reviewers assessed the risk of bias for each study; one of the two reviewers
was always an experienced or senior investigator. Disagreements between the two reviewers
were resolved by discussion and consensus or by consulting with a third member of the team. If
medium or low risk-of-bias studies were available, we omitted from our main analyses studies
deemed high risk of bias by two reviewers. Such studies would not have increased the strength of
the evidence and the certainty of our conclusions. If we were able to conduct quantitative
syntheses, we used high-risk-of-bias studies for sensitivity analyses. In cases in which relevant
information was unclear or not reported, we attempted to contact authors to get additional or
unpublished infor mation. When successful, we used this infor mation in the findings.

For studies that met inclusion criteria and were of low or medium risk of bias, we extracted
important information into evidence tables, which included characteristics of study populations,
settings, interventions, comparators, study designs, methods, and results. We did not extract
complete data from studies that we rated as high risk of bias.

Data Synthesis

In general, we used a “best evidence” approach to synthesize the available evidence. That is,
we prioritized the evidence to emphasize studies that provided the most solid base for
conclusions. If we did not find any studies with a low or medium risk of bias rating, we present
results of high risk of bias studies. Conversely, if studies with low or mediumrisk of bias were
available, we omitted high risk of bias studies from our syntheses because of the lack of
reliability of their findings.

We conducted quantitative syntheses using meta-analyses of outcomes reported by multiple
studies that were sufficiently homogeneous to j ustify combining their results. When quantitative
synthesis was not appropriate (e.g., because of clinical heterogeneity, insufficient numbers of
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similar studies, or insufficiency or variation in outcome reporting), we synthesized the data
qualitatively.

We used random-effects models to estimate pooled effects. For continuous outcomes (e.g.,
scales for symptom reduction), we used weighted mean differences (WMD). If we had to
combine multiple scales in one meta-analysis, we used the standardized mean difference
(Cohen’s d). For binary outcomes (e.qg., incidence of PTSD), we calculated the relative risk (RR)
between groups. For each meta-analysis, we conducted sensitivity analyses by adding studies
that we rated as high risk of bias. We calculated the chi-squared statistic and the I” statistic to
assess statistical heterogeneity in effects between studies. Heterogeneity was also explored
through sensitivity analyses. Quantitative pairwise meta-analyses were conducted using Stata®
version 11.1.

Strength of the Body of Evidence

We graded the strength of evidence (SOE) based on the guidance established for the
Evidence-based Practice Center program.’® Developed to grade the overall strength of a body of
evidence, this approach incorpor ates four key domains: risk of bias (includes study design and
aggregate quality), consistency, directness, and precision of the evidence. It also considers other
optional domains that may be relevant for some scenarios, such as a dose-response association,
plausible confounding that would decrease the observed effect, strength of association
(magnitude of effect), and publication bias.

We specified several outcomes a priori (with input from members of a technical expert panel)
as important for grading strength of the body of evidence: incidence of PTSD; incidence and
severity of PTSD symptoms; measures of depression and anxiety symptoms; quality of life;
return to work or duty; incidence of self-injurious or suicidal thoughts, attempts, or behaviors
(including suicide); incidence of aggressive or homicidal thoughts, attempts, or behaviors
(including homicide); rates of adverse events (overall or for specific events such as organ
failure); mortality; and dropout rate because of adverse effects.

Two reviewers assessed each domain for each key outcome and determined an overall SOE
grade based on domain ratings. For each assessment one of the two reviewers was always an
experienced investigator. In the event of disagreements on the domain or overall grade, they
resolved differences by consensus discussion or by consulting with a third, senior investigator.
Appendix G in the main report provides the detailed rationale for SOE grades.

Applicability

We assessed applicability of the evidence following guidance from the “Methods Guide for
Comparative Effectiveness Reviews.”* We used the PICOTS framework to explore factors that
affect applicability. Some factors identified a priori that may limit the applicability of evidence
include the following: age of enrolled populations, sex of enrolled populations, race or ethnicity
of enrolled populations, few studies enrolling subjects with exposure to certain types of trauma,
or few studies distinguishing or reporting the type of traumatic exposure for a heterogeneous
population.

Throughout the report, we use the terms “efficacy” and “comparative effectiveness.” By
efficacy, we mean the efficacy or effectiveness of an intervention tested against some type of
inactive control (e.g., placebo or waitlist). By comparative effectiveness we mean the efficacy or
effectiveness of an intervention compared with another intervention of interest. In this report, we
did not distinguish between explanatory (or efficacy) and pragmatic (or effectiveness) studies.
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Results

First, we describe results of the literature searches and ratings of the risk of bias. Second, we
present available evidence for each KQ, focusing on efficacy or risk of harms and then
comparative effectiveness or risk of harms. Within each section, we discuss evidence on
psychological interventions first, fol lowed by studies on pharmacological interventions, and
lastly by studies on emerging interventions. We give SOE grades for major outcomes on which
we had any evidence at all; several specified a priori were not present in our evidence base. The
main report gives detailed descriptions of included studies in text and in the evidence tables in its
Appendix E.

Results of the Literature Searches

We identified 2,563 citations from searches, reviews of reference lists, and grey literature.
Overall, we included 19 trials in our main analyses. Another 37 studies otherwise meeting
inclusion criteria were omitted from our main analyses because of a high risk of bias. If not
stated otherwise, trials described below are of medium risk of bias.

KQ 1: Efficacy and Comparative Effectiveness of Interventions
To Prevent PTSD

Efficacy

Thirteen studies addressed efficacy.'*?* Of these, each invol ved psychol ogical interventions;
one study included a pharmacological intervention, and one evaluated an emerging intervention
(collaborative care). These studies were conducted in*>'#%%* and outside the United States.'*
1416171921 They jncluded a variety of trauma-exposed populations such as victims of crime,
motor vehicle accidents (MVASs), other types of accidents, intimate partner violence, sexual
assault, and terrorist attacks; critically ill patients; and mothers experiencing traumatic childbirth
or caring for a critically ill child. We did not find any evidence on most pharmacological
interventions. In addition, we had little or no evidence about terrorist attacks, sexual assault,
natural disaster, or combat.

We identified trials that reported on one or more of eight different psychological
interventions: debriefing, cognitive behavioral therapy (CBT), CBT combined with hypnosis,
cognitive therapy (CT), prolonged exposure therapy (PE), psychoeducation, self-help materials,
and supportive counseling (SC). The two key outcomes are incidence of PTSD (i.e., preventing
PTSD) and reducing the severity of PTSD symptoms. From these studies, we concluded that
debriefing is not effective in preventing PTSD or reducing the severity of PTSD symptoms in
civilian victims of crime, assault, or accident trauma at 6-month followup (low SOE). We had
insufficient data (single study) to determine the efficacy of debriefing at 2- or 6-week or 11-
month followup.

From a single study, we concluded that collaborative care (CC), a stepped combination of
care management, ps ychopharmacology, and CBT, produces a greater decrease in PTSD
symptom severity at 6,9, a nd 12 months after injury than usual care (low SOE).?* However, data
addressing whether groups differed in PTSD diagnosis 12 months after injury were not
conclusive (insufficient SOE).

For most other interventions—namely, CBT, CBT combined with hypnosis, CT, PE,
psychoeducation, self-help material, SC, and the two pharmaceuticals escitalopram (a selective
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serotonin reuptake inhibitor [SSRI]) and hydrocortisone—we had single studies with small
treatment arms (generally fewer than 80 subjects). This paucity of information led us to conclude
that the evidence was insufficient to support their efficacy for preventing PTSD or reducing
PTSD symptom severity.

For studies that had assessed the efficacy of interventions in terms of reducing symptoms of
anxiety and depression, we found insufficient evidence. Table A summarizes the main findings
and the SOE for the efficacy of psychological, pharmacological, and emerging interventions for
this section of KQ 1.

Comparative Effectiveness

Eight studies addressed the effectiveness of a psychological intervention compared with
another psychological intervention.*®!"?°2:2>2 The interventions included Battlemind training,
CBT, CBT combined with hypnosis, CT, PE, various forms of debriefing, and SC. One study
compared psychological interventions with an SSRI.%° All these studies were conducted outside
the United States and included samples exposed to a variety of traumas, such as combat, crime,
physical assault, motor vehicle and other types of accidents, and terrorist attacks. We did not
include studies comparing two or more medications; the one study we had identified was rated
high risk of bias. We did not identify any studies that evaluated the comparative effectiveness of
any emerging interventions.

Our meta-analyses of trials that compared CBT with SC in a sample of participants with
ASD found that at both the end of treatment and at 6-month followup, CBT was more effective
than SC in reducing the severity of PTSD symptoms as measured by the Impact of Event Scale
(IES) (moderate SOE). However, at both the end of treatment and at 6-month followup, CBT
was no more effective than SC for preventing PTSD (low SOE), reducing symptoms of anxiety
(moderate SOE), or reducing symptoms of depression (low SOE).

Because the knowledge base comprises largely single studies with small sample sizes, we
concluded that the evidence was insufficient to determine the comparative effectiveness of most
of the psychological interventions in preventing PTSD or reducing PTSD symptom severity.

Only one study compared psychological interventions (CT and PE) with a medication
(escitalopram, an SSRI). Because of methods limitations, we could not draw any conclusions
about the comparative effectiveness of an SSRI and a psychological intervention.

Table B summarizes the main findings and the SOE for the comparative effectiveness of
psychological and pharmacological interventions for this section of KQ 1.
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Table A. Summary of findings and strength of evidence for the efficacy of psychological,

pharmacological, and emerging interventions to prevent PTSD and reduce PTSD symptom

severity
Irgg;\ﬁ:ttif:' Outcome Results SOE

CBT, ::r;?gjgnce of Inconclusive, single trial (N=46) Insufficient

Civilian, mixelcgl3 PTSD :

trauma types ) Symptom Inconclusive, single trial (N=46) Insufficient
severity

CT, Q_Iggjgnce of Inconclusive, single trial (n=133) Insufficient

Civilian, mixed - - - - —

trauma types'>? PTSD symptom | Inconclusive, 2 trials (n=193), inconsistent findings at Insufficient
severity different assessment intervals

gﬁi’lian mixed g_lggjgnce of Inconclusive, single trial (N=207) Insufficient

trauma types CC produces a greater decrease in PTSD symptom

requiring ;I’\/Selﬁtsymptom severity at 6, 9, and 12 months after injury than usual care Low

hospitalization®* y (N=207)

Debriefin Incidence of Debriefing not significantly different than control at multiple Low

Civilian mgi;<e d PTSD followup assessment intervals across 2 trials (n=341)

trauma 17,21 PTSD symptom | Debriefing not significantly different than control at multiple

types . - - _ Low

severity followup assessment intervals across 2 trials (h=341)

Exposure-based Incidence of Inconclusive, 3 trials (n=355), inconsistent findings at Insufficient

therapies, PTSD different assessment intervals

Civilian, mixed PTSD symptom | Inconclusive, 3 trials (n=355) with different assessment Insufficient

trauma types™>*&2 severity intervals that prevent direct comparisons

Hydrocortisone Incidence of . . . _ -

stress dose, PTSD Inconclusive, single trial (n=28) Insufficient

Civilians undergoing

high-risk cardiac PTSD. symptom Inconclusive, single trial (n=28) Insufficient

surgery22 severity

Psvchoeducati Incidence of Inconclusive, 2 trials (N=182) with different assessment Insufficient

C|Sv)|ll(|: ar? ?:riLrj‘r(w:glgogﬁ d PTSD intervals that prevent direct comparisons

injury” victims PTSD symptom |0 onclusive, single trial (n=103) Insufficient
severity

Self-help materials,

:;Y%T]ggen dexlii/h E;/Seﬁt;;’ mptom Inconclusive, single trial (N=49) Insufficient

breast cancer'?

SSRI (escitalopram), ::r;?gjgnce of Inconclusive, single trial (n=139) Insufficient

Civilian, mixezc(i) PTSD :

trauma types ) SYMPLOM 1 conclusive, single trial (n=139) Insufficient
severity
Incidence of . : : _ Insufficient

sc, PTSD Inconclusive, single trial (N=103)

Women, mixgo{5 1 PTSD svmptom Inconclusive, 2 trials (n=336), inconsistent findings at

trauma types™ ™ ymp different assessment intervals using different outcome Insufficient

severity

measures

CBT = cognitive behavioral therapy; CC = collaborative care; CT = cognitive therapy; N = entire sample; n = subset of sample;
PTSD = posttraumatic stress disorder; SC = supportive counseling; SOE = strength of evidence; SSRI = selective serotonin

reuptake inhibitor

®Incidence of PTSD not reported.
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Table B. Summary of findings and strength of evidence for the comparative effectiveness of
psychological, pharmacological, and emerging interventions to prevent PTSD and reduce PTSD

symptom severity

Intervention,

: Outcome Results SOE
Population
Battlemind training vs.
stand.a.rd brief, . PTSD. symptom Inconclusive, single trial (n=2,443) Insufficient
UK military service severity
members®®
CBT vs. CBT+Hypnosis, |Incidence of PTSD |Inconclusive, single trial (n=63) Insufficient
Civilian, mixed trauma  [PTSD symptom . . e -
types?’ severity Inconclusive, single trial (n=63) Insufficient
CBT not significantly different thanZSC at end of treatment
. (RR, 0.27; 95% CI[0.05 to 1.29]; I'=71.8%) or at 6
Incidence of PTSD | the (RR, 0.46: 95% CI[0.21 to 1.01]; |2)=44.9%); 3 |ow
trials (n=105)
Greater reduction for CBT than for SC on IES-I at the end
CBT vs. SC, of treatment (WMD, -7.85; 95% CI[-11.18 to -4.53];
Civilian, mixed t2r5a2171ma I2:1.3%3 and at 6 months (WMD, -8.19; 95% CI[-11.79 to
i ) - * °=6.8%): i =
types with ASD PTSD symptom 4.58]; I’=6.8%); 3 trials (n=105)
severit Moderate
y Greater reduction for CBT than for SC on IES-A at end of
treatment (WMD, -14.04; 95% CI [-19.37 to -8.71];
I2:53.8%) and 6 months (WMD, -9.94; 95% CI[-15.06 to
-4.83]; ’=44.0%); 3 trials (n=105)
CBT+Hypnosis vs. SC, |Incidence of PTSD |Inconclusive, single trial (n=54) Insufficient
C'V'I'%Q’ mixed trauma PTSD. Symptom Inconclusive, single trial (n=54) Insufficient
types severity
Inconclusive, 2 trials (n=163), inconsistent findings at
Incidence of PTSD |different assessment intervals; 1 trial used a “completer |Insufficient
C.T.YS' PE. analysis”
Civilian, mixed trauma - - — - - —
13,20 Inconclusive, 2 trials (n=163), inconsistent findings at
types PTSD symptom . ; S ; -
severity dlf'ferent assessment intervals; 1 trial used a “completer |Insufficient
analysis”
CT vs. SSRI Incidence of PTSD |Inconclusive, single trial (n=54) Insufficient
(escitalopram).
Civilian, mixed trauma PTSD symptom Inconclusive, single trial (n=54) Insufficient
types? severity
Emotional debriefing vs. |Incidence of PTSD |Inconclusive, single trial (n=155) Insufficient
Educational debriefing PTSD svmptom
Civilian, mixed trauma ) Symp Inconclusive, single trial (n=155) Insufficient
types? severity
PE vs. SSRI Incidence of PTSD [Inconclusive, single trial (n=71) Insufficient
(escitalopram)
Civilian, mixed trauma PTSD symptom Inconclusive, single trial (n=71) Insufficient
typeszo severity
Psychoeducation vs. Incidence of PTSD |Inconclusive, single trial (n=106) Insufficient
Debriefing combined with PTSD i
psychoeducation symptom Inconclusive, single trial (n=106) Insufficient

Civilian, crime victims®’

severity

ASD = acute stress disorder; CBT = cognitive behavioral therapy; CBT+Hypnosis = CBT combined with hypnosis;
Cl = confidence interval; CT = cognitive therapy; IES-A = Impact of Event Scale-Avoidance subscale; IES-I = Impact of Event
Scale-Intrusions subscale; n = subset of sample; PE = prolonged exposure therapy; PTSD = posttraumatic stress disorder;

RR =relative risk; SC = supportive counseling; SOE = strength of evidence; SSRI = selective serotonin reuptake inhibitor;

UK = United Kingdom; WMD = weighted mean difference

ES-9




KQ 2: Impact of Timing, Intensity, and Dosing

The evidence is scarce on the impact of timing, i ntensity, and dos ing on the effectiveness or
risk of harms of interventions used to prevent PTSD. Overall, studies addressed timing and
dosing questions;*®* two were rated as high risk of bias.**** We found no studies on the impact
of intensity of intervention for any psychological or emerging interventions. Table C summarizes
the main findings and the SOE for KQ 2 for incidence of PTSD and PTSD symptom severity.

Table C. Summary of evidence of the impact of timing, intensity, and dosing on the effectiveness
of interventions and strength of evidence

Intervention,
Population Outcome Results SOE
Debriefing (CISD) timing (early vs. late), PTSD symptom . . . _ -
Robbery victimszg severity Inconclusive, single trial (N=77) Insufficient
Pharmacological sedation depth (light vs.
deep) Incidence of PTSD Inconclusive, single trial (N=137) Insufficient
Critically ill patients®

CISD = critical incident stress debriefing; N = entire sample; PTSD = posttraumatic stress disorder; SOE = strength of evidence

One RCT addressed the impact of timing of a psychological intervention.” Immediate
debriefing (within 10 hours) compared with late debriefing (after 48 hours) led to significantly
fewer posttraumatic symptoms that victims experienced (insufficient SOE). No evidence was
available on the impact of timing for any other psychological, pharmacological, or emerging
interventions or any other outcomes.

Inone RCT, dosing of sedation (light vs. deep) in critically ill patients did not affect
posttraumatic symptoms, depression, or anxiety (insufficient evidence).*> We did not find any
eligible evidence on the effect of dosing for any other pharmacological or emerging interventions
to prevent PTSD.

KQ 3: Subgroups

Evidence is also sparse on whether the effect of early interventions differs among groups
defined by sociodemographic characteristics, psychiatric diagnoses and comorbidities, personal
risk factors for developing PTSD, or types of trauma. Eight studies met our inclusion criteria for
subgroup analyses, 7182128293334 1y )t \e rated two as high risk of bias.**** Table D
summarizes the main findings and the SOE for KQ 3 for two main categories of outcomes—the
numbers of PTSD symptoms and depression symptoms. We report the outcomes in terms of
whether the subgroup characteristic, such as sex, modi fied the effect of any interve ntion(s)—that
is, whether individuals in the intervention and control subgroups did or did not differ at various
followup measurements.

Two trials reported consistent results that effects of early psychological interventions on
PTSD symptoms were similar for men and women.*?° However, because neither trial reported
the magnitude of the estimated effect or its precision, we graded the SOE as low.

One trial tested the effect of a debriefing intervention—critical incident stress debriefing
(CISD)—in subgroups with a history of either depression or child abuse, but it did not report
magnitude or precision of effects (SOE insufficient in all cases)."

One trial reported that the severity of trauma exposure did not modify the effect of
Battleg;i nd training among United Kingdom returning military service members (insufficient
SOE).

One trial reported that PE reduced symptoms of PTSD among survivors of sexual assault but
not physical assault or motor vehicle accidents (SOE insufficient).'®
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Table D. Summary of evidence and strength of evidence for the effect of early interventions in

various subgroups

Subgroup;
Intervention; Outcome Results SOE
Population
Demographic groups: Incidence of PTSD |No evidence Insufficient
sex; CBT, CISD; Crime |PTSD symptom The effect of CBT or CISD did not differ between men L
victims!"?® severity and women; 2 trials (N=234), consistent findings ow
. Incidence of PTSD [Inconclusive, single trial (N=137) Insufficient
Type of trauma; PE,
Mixed civilian trauma®® E;'\/Selﬁtf/ymptom Inconclusive, single trial (N=137) Insufficient
Psychiatric diagnosis: Incidence of PTSD |No evidence Insufficient
previous depression;
Debriefing; Crime PTSD symptom Inconclusive, single trial (N=157) Insufficient
victimsY? severity
History of child abuse”; [Incidence of PTSD [No evidence Insufficient
psychoeducation vs.
Sgg&'ﬁg;{?&%ﬁgﬂ?ﬂm? SP;'VSeIzt)slymptom Inconclusive, single trial (N=157) Insufficient
victims®’
Incidence of PTSD |No evidence Insufficient
Severity of baseline Inconsistent findings, 2 trials (N=285); 1 trial reported that
distress®; Debriefing, debriefing increased PTSD symptoms among those with
self-help workbook; PTSD symptom high baseline PTSD arousal symptoms; and 1 trial Insufficient
Crime victims, women severity reported that a self-help workbook decreased PTSD
with breast cancer'** symptoms to a greater extent in those with high baseline
PTSD symptom severity
Severity of combat Incidence of PTSD |No evidence Insufficient
exposure®; UK military PTSD symptom . . . _ -
Inconclusive, single trial (n=2,443) Insufficient

service members?

severity

CBT = cognitive behavioral therapy; CISD = critical incident stress debriefing; N = entire sample; n = subset of sample; PE =
prolonged exposure therapy; PTSD = posttraumatic stress disorder; SOE = strength of evidence; UK = United Kingdom
®ersonal risk factor for PTSD.

Two trials provided inconsistent findings on whether baseline severity of PTSD symptoms

modified the effect of two different psychological interventions (SOE insufficient).

KQ 4: Risk of Harms
Little evidence exists addressing either the general or the comparative risks of harms from
early interventions to prevent PTSD. Four studies assessed harms;?323>% two were rated as high
risk of bias.?*? For most interventions, no evidence was available. Table E summarizes the main
findings and the SOE for KQ 4.

Table E. Summary of findings and strength of evidence about harms

12,21

Intervention,

Population Outcome Results SOE
Emotional debriefing vs. PTSD svmptom For subgroup with hyperarousal, inconclusive,
no debriefing, Civilian, Severit ymp single trial (N=236), inconsistent findings at Insufficient
medical trauma? y different assessment intervals
Pharmacological Mortality Inconclusive, single trial (N=137) Insufficient
sedation (light vs. Incidence of adverse . . . _ -
deep), Inconclusive, single trial (N=137) Insufficient

Critically ill patients®

events

N = entire sample; PTSD = posttraumatic stress disorder; SOE = strength of evidence
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A three-armed RCT (low risk of bias) considered absolute risk of greater severity of PTSD
symptoms in patients presenting to an outpatient psychiatric clinic after psychological trauma.?
Ina subgroup of patients with early hyperarousal, those receiving emotional debriefing
experienced higher PTSD severity at 6 weeks than those not receiving such debriefing. The
investigators did not find this difference in this subgroup at either 2 weeks or 6 months or inany
other subgroups (insufficient evidence). We found no other trials of psychological or
pharmacological interventions that provided information on risks of early interventions.

One randomized open-label trial considered comparative risk of harms from light versus deep
sedation for patients requiring mechanical ventilation.* The two groups did not differ with
regard to rates of mortality (either during their stays in the intensive care unit or in their overall
hospitalization) or in the incidence of adverse events (organ dysfunction, hypertension, and
tachycardia) (insufficient evidence).

High-Risk-of-Bias Studies

Table 7 in the main report presents a summary of the study designs, prevention type (i.e.,
universal or targeted), study comparisons, results, and methodological shortcomings of the 37
studies we rated as high risk of bias. In most cases, we had data from studies of either low or
medium risk of bias, and we did not include these high-risk-of-bias studies in our analyses. For
some interventions, however, we found only high-risk-of-bias studies. We summarize their
findings in the main report.

Discussion

Key Findings and Strength of Evidence

In this comprehensive comparative effectiveness review (CER), we conducted a systematic
review of the efficacy, comparative effectiveness, and harms of psychological, pharmacological,
and emerging interventions for the prevention of PTSD in adults exposed to psychological
trauma. Overall, for most interventions and outcomes of interest, evidence was either entirely
lacking or insufficient to draw conclusions. In addition, in the available body of evidence, the
majority of eligible studies were fraught with methodological shortcomings and were rated as
high risk of bias. Consequently, we are able to draw only a few conclusions with some degree of
certainty:

e CC is effective at reducing the severity of PTSD symptoms for civilian victims of injuries

requiring inpatient surgical admission at 6-month, 9-month, and 12-month followup (low
SOE, one RCT).

e Debriefing is not effective in reducing either the incidence of PTSD or severity of PTSD
or depressive symptoms in civilian victims of crime, assault, or accident trauma at 6-
month followup (low SOE, two RCTS).

e Inindividuals with ASD, a meta-analysis found that adults who received CBT had greater
reductions in severity of PTSD symptoms than those who received SC (moderate SOE,
three RCTSs). Differences between CBT and SC with respect to preventing PTSD (low
SOE, three RCTys), reducing the severity of depression symptoms (low SOE, three
RCTs), or reducing the severity of anxiety symptoms (moderate SOE, three RCTSs) also
favored CBT,; results, however, did not reach statistical significance.
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e The effectiveness of psychological interventions to prevent PTSD does not differ

between men and women (low SOE).

For many interventions we did not have sufficient evidence to draw conclusions about either
efficacy or comparative effectiveness. How available results from some head-to-head studies
might be extrapolated to comparisons with other interventions remains unclear. Consistent with
other reviews,* * we also concluded that psychological debriefing is not useful for preventing
PTSD. One of these reviews also concluded that debriefing could actually be harmful to
participants and should cease;*® we cannot confirm this conclusion from our evidence base.

Our primary outcome measures were prevention of PTSD as a DSM-1V-TR disorder (defined
as incidence of PTSD) and reduction of PTSD symptom severity. Most of the studies we
reviewed, however, determined PTSD symptom scores without establishing the incidence of
PTSD. Whether such findings can be extrapolated reliably to differences in the incidence of
PTSD remains unclear on the basis of our results.

Overall, two major limitations characterize this body of evidence. First, for many
interventions, the evidence was insufficient on the efficacy, comparative effectiveness, or risk of
harms of interventions. Despite our eligibility criteria, including observational studies for
effectiveness and harms, we could not draw conclusions for or against benefits and harms for the
majority of our interventions of interest. Even when studies assessing the effectiveness of an
intervention were available, they often did not assess harms. Although lack of evidence cannot
be equated with lack of effectiveness or harms, incautious use of interventions without proven
net be nefit has the potential to cause more harms than benefits.®

Second, available evidence frequently showed shortcomings in study methods. Of 56 studies
meeting our eligibility criteria, we rated 37 as high risk of bias using standard criteria and only 3
as low risk of bias. Studies assessed as high risk of bias have significant flaws of various types
(stemming from serious errors in design, conduct, or analysis) that may invalidate their results.
Consequently, the evidence base for most of the major outcomes we sought to review was
insufficient to draw conclusions. The SOE grades for only a few outcomes for only a few
interventions could be rated as low or moderate, indicating reasonable confidence in effect
estimates of those studies.

Which early psychological or pharmacological interventions would be most effective and
least harmful in preventing PTSD among all adults exposed to trauma cannot be specified from
our results. Among adults exposed to trauma who meet criteria for ASD, however, our findings
support the use of brief CBT interventions over SC for reducing PTSD symptom severity,
although the SOE supporting this conclusion is low. Our results did not identify any class of
drugs that has been shown to be effective in preventing PTSD.

We found that being male or female did not modi fy the effect of early intervention among
crime victims (low SOE), suggesting that clinicians may not need to take the sex of a patient into
consideration when choosing a preventive intervention for crime victims. Whether that
observation would generalize to other types of trauma is unclear. We found no evidence about
which early interventions are more or less effective for other subgroups of interest.

Evidence addressing the absolute risks or comparative risks of harms from early
interventions intended to prevent PTSD was similarly insufficient.

Applicability

The included studies covered diverse populations exposed to a wide range of traumas and not
diagnosed with PTSD, but the findings may not generalize to survivors of terrorist attack, natural
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disaster, sexual assault, or combat who were underrepresented or unrepresented. Inaddition,
there were too few data to assess whether outcomes differed according to type of trauma or
specific demographic factors such as age, since only adults over age 18 years were studied.
Many of the included studies were conducted outside the United States with civilian populations
(not U.S. military abroad), but there were too few data to analyze whether cross-cultural
differences in setting or intervention delivery systems had any impact on outcome. Generally, the
findings reflect interventions that were representative of those used in the treatment of PTSD,
outcomes that were derived using clinically meaningful and valid measures, and settings that
provided real-world context; but, because there is no accepted “usual clinical care” model for
preventing PTSD in trauma victims, we cannot draw conclusions about the applicability of the
findings to primary care or any other specific setting in which trauma victims present for care.
Finally, with respect to the comparative effectiveness of two or more treatments, our meta-
analyses indicated some benefit of CBT over SC inreducing PTSD severity in trauma victims
who met criteria for ASD.?>* However, because individuals with ASD constitute the minority of
those who later develop PTSD,*>* these findings may not generalize to the broader population
of individuals at risk for developing PTSD.

Research Gaps

The most striking finding from this review is the paucity of high-quality evidence to address
each of the four Key Questions. As a result of the small number of studies of low or moderate
risk of bias that assessed different interventions, no findings from the included studies could be
graded as high SOE. With respect to differences between interventions in PTSD-specific
benefits, we had only one finding with moderate SOE (that CBT is more effective than SC in
reducing symptoms of PTSD for individuals with ASD) and one with low SOE (that
collaborative care produces a greater decrease in PTSD symptom severity after injury compared
with usual care). All other findings for incidence of PTSD or PTSD symptom severity were
graded as having insufficient strength of evidence.

Specific and important methodological flaws that we identified included the following:

e Inadequate randomization procedures

e High rates of attrition

e Inadequate statistical approaches for data analysis (e.g., lack of ITT analysis, or lack of

statistical adjustment for significant between-group differences at baseline)

An important task of systematic reviews is to assess whether design and conduct of included
studies provide adequate protection against bias. The methodological shortcomings of many
studies conducted to test interventions to prevent PTSD substantially limit our confidence that
results accurately reflect the truth. Therefore, the focus of this report is on evidence from studies
rated as having low or medium risk of bias.

Future studies on early interventions to prevent PTSD should institute procedures to avoid or
minimize these methodological problems if possible. Adequate and concealed methods of
randomization should be relatively easy to implement. Statistical consultation can help
investigators use more appropriate methods than “completers analysis” or “last observation
carried forward” for handling missing data.

Minimizing attrition, however, may be more difficult to achieve, for multiple reasons. Adults
exposed to trauma may have difficulty building the commitment required for long-term followup
because their first contact with the research team occurs at a time when they are likely to be
highly distressed. Survivors who are exposed to traumas that disrupt community infrastructure,
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such as natural disasters, are likely to be highly mobile and difficult to locate for followup
interviews. Specific protocols for minimizing attrition in studies of traumatized populations may
help maintain high rates of followup.**

Among the 19 studies that we included and rated as low or medium risk of bias, there was
frequently insufficient or no evidence to address KQ 2 (timing and dose of intervention), KQ 3
(effectiveness in subgroups), or KQ 4 (harms). Future research can fill the gaps in multiple ways.
For KQ 2, future studies could evaluate the comparative effectiveness of the same intervention
given at different time intervals after exposure to trauma, while incorporating inactive control
interventions. For studies in which the timing of the intervention is not explicitly randomized,
investigators could measure the time be tween trauma expos ure and i ntervention and carry out
preplanned subgroup analyses by time to i ntervention. Investigators could also attempt to recruit
sample sizes that provide sufficient power to detect prespecified group-by-intervention
interaction effects. All the following subgroups could be considered: (1) demographic groups:
sex, race, or ethnicity; (2) types of trauma; and (3) severity of trauma and severity of baseline
distress. In examining harms or unintended side effects of both psychological and
pharmacological treatments, researchers should identify potential adverse effects before starting
their study and use or adapt validated instruments to measure adverse effects.

Psychological first aid has gained rapid acceptance as a universal intervention for people in
the acute aftermath of trauma, but no studies of this intervention met inclusion criteria for our
review. Although psychological first aid was not designed as an intervention to reduce the
incidence of PTSD, it may have beneficial or adverse effects on mental health among trauma
survivors.** Rigorous studies of psychological first aid should be conducted.

One key research gap for studies of targeted prevention is the limited ability to identify
people who are at high risk of developing PTSD shortly after they have been exposed to trauma.
The development of a clinical prediction rule to identify, shortly after exposure to trauma, the
relatively small percentage of such individuals who will develop PTSD would be an enormous
help to the field.

We recommend that additional work be devoted to developing a clinical prediction rule
based on inclusion of key variables that, together, are highly predictive of PTSD. Those variables
could include pretrauma factors, event characteristics, and peri-event responses. An ideal
prediction rule would have strong ability to discriminate between people who do or do not
develop PTSD, be composed of a relatively small number of variables that can be measured
easily and quickly, and produce results that are easily interpretable by health care providers who
interact with survivors shortly after they are exposed to trauma. After a clinical prediction rule
has been derived and validated in populations exposed to a variety of trauma types, it should be
evaluated, ina randomized trial, to determine whether use of the rule, in concert with an
intervention to reduce the incidence of PTSD, results in reduced incidence of PTSD. We believe
that this is a promising approach to realizing the potential of targeted strategies for preventing
PTSD.

Conclusions

Evidence supporting the efficacy of most interventions used to prevent PTSD is lacking. If
available in a given setting, brief trauma-focused CBT might be the preferable choice for
reducing PTSD symptom severity in adults with ASD; CC may be helpful for reducing PTSD
symptom severity post-injury; and debriefing is not an effective prevention intervention.
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Our findings highlight the inherent difficulties of conducting research on prevention

interve ntions—difficulties that are often more challenging for mental-health-related research
than for research on medical or other health-related issues. Our body of evidence was highly
limited because of the paucity of methodologically sound studies. Although disappointing, our
findings underscore the need for ongoing research efforts in the field of PTSD prevention. Our
findings lead us to conclude that developing a clinical prediction algorithm to identify those who
are at high risk of developing PTSD after trauma exposure is perhaps a more crucial next step in
the field of PTSD prevention than continuing to study which interventions are more effective
than others. The ability to identify people most at risk for developing PTSD and then to evaluate
the effectiveness of prevention interventions in those individuals should be the focus of future
clinical and research efforts.
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Introduction
Background

The Condition

Posttraumatic stress disorder (PTSD) may develop following exposure to a traumatic event.
According to the fourth edition of the Diagnostic and Statistical Manual of Mental Disorders,
Text Revision (DSM-1V-TR),! the essential feature of PTSD is the development of characteristic
symptoms following exposure to an extreme traumatic stressor. The stressor may include having
direct personal experience of an event that involves actual or threatened death or serious injury
or other threat to one’s physical integrity; witnessing an event that involves death, injury, or a
threat to the physical integrity of another person; or learning about unexpected or violent death,
serious harm, or threat of death or injury experienced by a family member or other close
associate. The DSM-1V-TR also requires that the person’s response to the event involve intense
fear, helplessness, or horror. Table 1 lists the full DSM-IV-TR criteria.

Table 1. Diagnostic criteria (DSM-IV-TR) for posttraumatic stress disorder

Criterion Symptom or Description

e Traumatic event that involved actual or threatened death, serious injury, or

Criterion A: Trauma threat to physical integrity

both

( ) e Intense response of fear, helplessness, or horror
Intrusive recollections of events

Criterion B: Recurrent distressing dreams of the event

Reexperiencing
symptoms (one or more)

Acting or feeling as if the traumatic event were recurring
Distress at internal or external reminders of the trauma
Physiological reaction to internal or external reminders

Avoidance of thoughts, feelings, or conversations associated with trauma
Avoidance of activities, places, or people that arouse recollections of trauma
Failure to recall an important aspect of trauma

Loss of interest or participation in significant activities

Detachment from others

Restricted range of affect

Lost sense of the future

Criterion C: Persistent
avoidance and numbing
(three or more)

Difficulty falling or staying asleep
Irritability or outburst of anger
Difficulty concentrating
Hypervigilance

Exaggerated startle response

Criterion D: Hyperarousal
(two or more)

Criterion E: Duration of
disturbance

Duration of disturbance symptoms is more than 1 month

Criterion F: Clinically
significant distress or
impairment

o Disturbance causes clinically significant distress or impairment in social,
occupational, or other important areas of function

DSM-1V-TR = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, Text Revision

Some traumatic events that are directly experienced or to which one can be exposed include
military combat, violent personal assault, being taken hostage, a terrorist attack, torture, natural
or man-made disasters, and being diagnosed with a life-threatening illness.! PTSD is also highly
comorbid with other psychiatric disorders; data from epidemiologic studies have found that a
majority of adults with PTSD have another psychiatric disorder, mostly notably substance use
disorders and major depressive disorder.> Subgroups of people with PTSD who could have



different responses to various treatments include military personnel or veterans, people with
comorbid conditions, groups defined by sex, first responders, refugees, disaster victims, racial
and ethnic minorities, and those with different PTSD symptoms.

Prevalence of Traumatic Events

Studies suggest that adults experience a broad range of traumatic events throughout their
lives. The frequency of these events may vary by the group studied, for example, civilian versus
noncivilian samples. Studies conducted in the 1990s attempted to identify and describe the
prevalence of traumatic events in nonclinical samples. Resnick et al. found that lifetime exposure
to any type of traumatic event was 69 percent in a sample of 4,008 adult U.S. women.® The
National Comorbidity Survey indicated that 60 percent of menand 51 percent of women
reported experiencing at least one traumatic event in their lifetimes.”

Most of the research has focused on assessing the burden of trauma in different populations.
Not surprisingly, studies among groups at risk of occupational expos ure to trauma, such as police
officers, firefighters, and military service members, have shown high rates of trauma exposure.”
Several studies of the prevalence of traumatic events among college students all showed that
exposure to traumatic events was relatively common, with lifetime prevalence ranging from 39
to 84 percent.®®

Development of PTSD and Rationale for Early Intervention
To Prevent PTSD

Many theories focus on the role of disturbances in memory (e.g., problems with memory
formation, retrieval, bias, and saliency); they argue that alterations in the normal processes of
memory are key to understanding the development and maintenance of PTSD. One of these
theories suggests that when trauma-related experiences are not properly integrated into memory;,
individuals may re-experience symptoms of PTSD.’

Intense affect during a traumatic event and its accompanying physiological arousal have been
associated with the development of PTSD.**** Dissociation or detachment during the event has
also been found to be a significant predictor of PTSD.™ In extreme threat situations, strong affect
can result in dissociation which prevents trauma-related information from being fully
consolidated within memory. Incomplete memory consolidation may cause an individual to
retain a limited amount of information about the event, make the memory less accessible, or
both. The ability to access full or complete trauma-related memories is a core feature of several
psychological theories of PTSD prevention and/or treatment.

Stress hormones released during exposure to a traumatic event have also been implicated in
the development of PTSD. Heightened peri-traumatic noradrenergic activity may enhance
consolidation of memory for the event.* Central noradrenergic activity also has other effects on
information processing, for example narrowing attentional focus.*® Thus, peri-traumatic
hyperarousal might lead to explicit memory for a traumatic event which is strongly consolidated
but relatively poor in quality, thus contributing to some of the symptoms of PTSD.

Cognitive theories of PTSD are based on the concept that information associated with a
traumatic event is inconsistent with the information contained in an individual’s core schema
about themselves, others, and the world. An individual exposed to a traumatic event tries to make
sense of the experience but has difficulty fully integrating it into his or her existing schema. Over
time, this disintegration manifests itself in the symptoms and behaviors classified as PTSD.



Maladaptive beliefs related to the traumatic event have also been identified as a risk factor for
the development of PTSD.**

The implications of these various theories provide a rationale for myriad early intervention
strategies, which for this review we consider to be those provided within 3 months of the trauma.
We chose to define early interventions as those offered within the first 3 months post-trauma for
two reasons. One, be cause the onset of symptoms of PTSD usually occurs within 3 months after
the traumatic event'® and two, because in order to meet the diagnostic criteria for PTSD,
symptoms must be present for at least 1 month. By focusing on interventions that occur within 3
months post-trauma, we are allowing sufficient time for posttraumatic symptoms to develop and
identifying interventions offered during the period of time when people could have symptoms of
PTSD, but not yet meet the diagnostic criteria for PTSD. Variability of types of trauma, contexts
in which trauma occur, and individual differences of those exposed to traumatic events are likely
to prohibit a “one size fits all” model for early intervention.

Burden and Cost of PTSD

Shortly after exposure to trauma, many people experience some of the symptoms of PTSD.
In most people, those symptoms resolve spontaneously in the first several weeks after the
trauma. However, in approximately 10 percent to 20 percent of those exposed to trauma, PTSD
symptoms persist and are associated with impairment in social or occupational functioning.
Although approximately 50 percent of those diagnosed with PTSD improve without treatment in
1 year, 10 percent to 20 percent develop a chronic unremitting course.*

The 2000 National Comorbidity Survey-Replication (NCS-R) estimated lifetime prevalence
of PTSD among trauma-exposed adults in the United States to be 6.8 percent (9.7% in women
and 3.4% in men) and current (12-month) prevalence to be 3.6 percent (5.2% in women and
1.8% in men), or more than 7.7 million American adults per year.'”*® Some demographic or
occupational groups, such as military personnel, are at higher risk of PTSD because of higher
rates of exposure to trauma.

Estimates from the National Vietnam Veterans Readjustment Survey (NVVRS) found a
lifetime PTSD prevalence estimate of 18.7 percent and a current PTSD prevalence estimate of
9.1 percent’® among Vietnam veterans. Surveys of military personnel returning from operations
in Afghanistan and Iraq have yielded estimates ranging from 6.2 percent for U.S. service
members who fought in Afghanistan to 12.6 percent for those who fought in Irag.?* In addition to
lives lost from increased risk of suicide, PTSD is associated with high medical costs and high
social costs because PTSD is a strong risk factor for crime, poor work performance and
associated job losses, and familial discord. The economic cost of the PTSD and depression cases
among Operation Enduring Freedom/Operation Iragi Freedom veterans alone (including medical
care, foregone productivity, and lives lost through suicide) is estimated at $4 billion to $6 billion
over 2 years.”

Many people with PTSD do not seek treatment. Among those who do, many receive
inadequate treatment or care that is not empirically based.'"? Several PTSD outcome studies
demonstrate the cost-effectiveness of early diagnosis and appropriate treatment, especially when
compared with the cost of inadequate or ineffective treatment occurring prior to a correct
diagnosis.?* In addition to consequences related to PTSD, people affected by these disorders
have higher rates of psychiatric comorbidity, suffer decreased role functioning such as work
impairment (on average, 3.6 days of work impairment per month), and experience many different



adverse life-course consequences (e.g., reduced educational attainment, work earnings, marriage
attainment, and child rearing).?®

Prevention Strategies

The first generation of research on PTSD prevention focused primarily on universal
prevention (i.e., the delivery of interventions to all people exposed to trauma, regardless of
symptoms or risk of developing PTSD). However, based on evidence that 1) debriefing
interventions for all people exposed to particular traumas did not reduce PTSD and 2) most
people exposed to trauma experience symptoms of PTSD but do not develop PTSD and its
attendant functional impairment, a new model of PTSD prevention, targeted prevention, has
generated a second generation of PTSD prevention research. The goal of targeted prevention is
to identify, from among all people exposed to trauma, those individuals who are at high risk of
developing the disorder of PTSD and then intervene only with those at high risk.?

Interventions to prevent PTSD and reduce symptoms of PTSD involve various psychological
and pharmacological approaches; they also include emerging interventions such as approaches
from complementary and alternative medicine (CAM). These interventions have been used both
separately and in combination with one another.

Psychological Interventions

Specific psychological interventions that have been studied for the prevention of adult PTSD
are described below and include the following: Battlemind training; trauma-focused cognitive
behavioral therapy (CBT); cognitive processing therapy (CPT); cognitive therapy, or cognitive
restructuring; coping skills therapy, including stress inoculation therapy; debriefing
interventions, including critical incident stress debriefing (CISD) and critical incident stress
management (CISM); expos ure-based therapies; eye movement desensitization and reprocessing
(EMDR); interpersonal therapy (IPT); psychoeducation; and psychological first aid (PFA). These
therapies are designed to prevent the onset of PTSD and development of trauma-related stress
symptoms soon after exposure to a traumatic event.

Battlemind Training

Postdeployment Battlemind training is an early intervention program designed by the U.S.
Army to assist soldiers with reintegration and transition to home life following combat.?
Battlemind training is based on research from the Walter Reed Army Institute of Research and
takes a cognitive- and skills-based approach to educating military personnel about
postdeployment transition. Additionally, Battlemind training encourages military personnel to
seek support from military peers and leaders.

Cognitive Behavioral Therapy

CBT uses principles of learning and conditioning to treat psychological disorders and
includes components from both behavioral and cognitive therapy. In trauma-focused CBT,
components such as exposure, cognitive restructuring, and various coping skills have been used
either alone or in combination with one another. Most forms of trauma-focused CBT are brief
and involve weekly sessions lasting 60 to 90 minutes, although the number of sessions varies
across studies. CBT can be administered as either group or individual therapy.?2%%



Cognitive Processing Therapy

CPT, a type of cognitive restructuring, includes psychoeducation, written expos ures about the
traumatic event, and cognitive restructuring addressing the beliefs about the event’s meaning and
the implications of the trauma for one’s life.* The treatment is based on the idea that affective
states, such as a depressed mood, can interfere with emotional and cognitive processing of the
trauma memory, which can lead to traumatic symptomatology. Cognitive processing therapy is
generally delivered over 12 sessions lasting 60 to 90 minutes.

Cognitive Therapy

Cognitive therapy, or cognitive restructuring, is based on the theory that the interpretation of
the event, rather than the event itself, determines an individual’s mood. It aims to facilitate
relearning thoughts and beliefs generated from a traumatic event, increase awareness of
dysfunctional trauma-related thoughts, and correct or replace those thoughts with more adaptive
or more rational cognitions (or both). Cognitive restructuring generally takes place over 8 to 12
sessions lasting 60 to 90 minutes.?>%

Coping Skills Therapy

Coping skills therapy may include components such as stress inoculation therapy,
assertiveness training, biofeedback (including brainwave neurofeedback), or relaxation training.
All may use techniques such as education, muscle relaxation training, breathing retraining, role
playing, etc., to manage anxiety or correct misunderstandings conditioned at the time of trauma.
The therapy is designed to increase coping skills for current situations. Most types of coping
skills therapies require at least eight 60- to 90-minute sessions; more comprehensive
interve ntions such as stress inoculation therapy require 10 to 14 s essions.>%

Debriefing Interventions, Critical Incident Stress Debriefing,

and Critical Incident Stress Management

Debriefing interventions aim to educate victims about normal reactions to trauma and to
encourage them to share their experiences and emotional responses to the event. Debriefing is a
universal prevention strategy, typically offered in a single session within hours or days following
the event. Although several variations of these single-session interventions have been tested, the
most common form of psychological debriefing is CISD.*

CISD is a preventive intervention originally developed for use with individuals indirectly
exposed to traumatic events because of their occupation, such as firefighters or emergency
medical personnel. CISD is administered in a single 3- to 4-hour session by a team composed of
individuals familiar with the organization (e.g., officers within a police department) and mental
health professionals.® In addition to helping normalize individuals’ responses to stress and
encouraging them to talk about their experiences and reactions, the team teaches coping skills
and offers additional resources for those who may need them.* By design, the CISD approach is
flexible and loosely structured.

CISD was not designed to prevent PTSD; nonetheless, it has been applied directly to victims
of trauma despite evidence that it may be ineffective for that purpose and actually may have
harmful effects.®>%" A 2002 update of a previous 1997 Cochrane Review assessed the
effectiveness of brief, single-session psychological debriefing for managing psychological
distress after trauma and preventing PTSD and concluded that there is no current evidence that



psychological debriefing is a useful treatment for the prevention of PTSD and that compulsory
debriefing of victims of trauma should cease.®

CISD has expanded to become CISM, a multicomponent, comprehensive crisis intervention
program; it aims to reduce the severity of and related impairment associated with traumatic
stress.® CISM incorporates additional methods such as preincident training for people with high-
risk occupations, one-on-one individual crisis support, demobilizing (i.e., giving information
about copi ng and stress to large groups of emergency workers as they rotate off duty), and
defusing (i.e., small-group interventions during which participants are asked to explore and
discuss the incident and their emotional reactions to it).** CISM also has a family support
component whereby family members of the emergency personnel are debriefed. Lastly,
additional procedures involve referring people for psychological services.®

Exposure-Based Therapy

Expos ure-based therapy involves confrontation with frightening stimuli, which is continued
until anxiety is reduced. The exposure is based on mental imagery from memory or introduced in
scenes presented by the therapist (imaginal exposure). In some cases, exposure is from the actual
scene or similar events in life (in vivo exposure). The aim s to extinguish the conditioned
emotional response to traumatic stimuli (i.e., for the subject to learn that nothing “bad” will
happe n when encountering trauma-related cues). This eventually reduces or eliminates avoidance
of feared situations and the affect associated with them. Exposure therapy is typically conducted
for 8 to 12 weekly or biweekly sessions lasting 60 to 90 minutes.?>%2®

Eye Movement Desensitization and Reprocessing

EMDR combines imaginal exposure with the concurrent induction of saccadic eye
move ments (quick, simultaneous move ments of both eyes in the same direction) that are believed
to help reprogram brain function so that the emotional impact of trauma can be resolved. In the
EMDR process, the individual is instructed to i magine a traumatic memory, engage in negative
cognition, and then articulate an incompatible positive cognition (e.g., personal worth). T he
clinician asks the individual to contemplate the memory while focusing on rapid movement of
clinicians’ fingers. After 10 to 12 eye movements (back and forth), the clinician asks the
individual to rate the strength of the memory and his or her belief in the positive cognition.
Although earlier versions of EMDR consisted of 1 to 3 sessions, current standards consist of 8 to
12 90-minute weekly sessions.?*%*

Interpersonal Therapy

Interpersonal therapy is a time-limited, dynamically informed psychotherapy that aims to
alleviate patients’ suffering and improve their interpersonal functioning. This type of therapy
focuses specifically on interpersonal relationships and aims to help patients either improve their
interpersonal relationships or change their expectations about them. In addition, it aims to help
patients improve their social support so they can better manage their current interpersonal
distress. Interpersonal therapy generally requires 10 to 20 weekly sessions in the acute phase
followed by a time unlimited maintenance phase.*

Psychoeducation
Psychoeducation uses structured or semistructured forms of patient information designed to
teach individuals about a range of health-related issues. Post-trauma prevention psychoeducation



can focus on variety of issues; these include the typical responses one might experience after
exposure to a traumatic event, characteristic symptoms and early warning signs of illness, self-
care, coping skills, relapse prevention, community resources, and guidelines for when to seek
treatment. Psychoeducation can be offered in different forms including individual or group
information sessions, brochures, books, videos, and other forms of media.

Psychological First Aid

PFA is a systematic set of helping actions aimed at reducing initial post-trauma distress and
supporting short- and long-term adaptive functioning. PFA is designed as an initial component of
a comprehensive disaster or trauma response. It is constructed around eight core actions: (1)
contact and engagement, (2) safety and comfort, (3) stabilization, (4) information gathering, (5)
practical assistance, (6) connection with social supports, (7) information on coping support, and
(8) linkage with collaborative services.*

PFA is concept driven; its application requires assessment and clinical judgment by the
provider given the complexity of presentations, variability of context, need, and logistical
constraints. PFA is intended for use by disaster mental health responders, counselors, and others
who may provide immediate support for trauma survivors. Two of PFA’s major advantages are
that it is highly portable and designed for delivery anywhere recent trauma survivors can be
found—such as shelters, schools, hospitals, homes, staging areas, feeding locations, family
assistance centers, and other community settings. The principles of PFA can also be applied
immediately following a traumatic event in nondisaster field settings, including hospital trauma
centers, rape crisis centers, and war zones.*

Supportive Counseling

Supportive therapy is a type of psychological intervention that aims to help an individual
function better by providing personal support. In general, change is not the goal of suppor tive
counseling. Supportive counseling allows an individual to reflect on his or her life situation inan
environment where he or she feels accepted and therefore better able to cope.

Pharmacological Interventions

Various neurobiological pathways have been implicated in the development of PTSD.
Accordingly, pharmacotherapy has been tried as a preventive intervention for PTSD. Several
drugs have been studied for the treatment and prevention of PTSD including selective serotonin
reuptake inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors (SNRIs), other
second-generation antidepressants, tricyclic antidepressants (TCAs), monoamine oxidase
inhibitors (MAOIs), beta-blockers, alpha-blockers, benzodiazepines, anticonvulsants,
nonbenzodiazepine sedatives/hypnotics, atypical antipsychotics, narcotic medication, steroids,
and opioid antagonists. 32943

Alpha Blockers

Some symptoms of PTSD are related to central nervous system adrenergic hyperarousa
Medications targeting central noradrenergic dysregulation may be effective in preventing or
treating symptoms of PTSD. Studies have demonstrated effectiveness of alpha-1 and alpha-2
adrenoreceptor agonists in treating sleep disturbances, especially nightmares, and general
symptoms of hyperarousal associated with PTSD.*®
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Anticonvulsants

Several anticonvulsant medications have been used to treat symptoms of PTSD.* Gabapentin
has several pharmacological and pharmacokinetic properties that make it a potentially useful
medication for treating and preventing PTSD.***" Similar to benzodiazepines, gabapentin may
exert its effects throughits structural relationship to GABA (gamma-aminobutyric acid), playing
an important role in decreasing excitatory input (glutamate) at the N-methyl-d-aspartate
(NMDA) and alpha-amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid (AMPA) receptors,
thought to play a role in sensory transmission important in the psychobiology of PTSD.*

Benzodiazepines

Benzodiazepines enhance the effect of the neurotransmitter GABA and can produce sedative,
hypnotic, anxiolytic, anticonvulsant, muscle relaxant, and amnesic effects. These properties
make benzodiazepines useful in mediating symptoms of anxiety. Benzodiazepine use in PTSD is
directed largely toward symptomatic management of hyperarousal-related symptoms such as
sleep disturbances; these agents have not been shown to treat PTSD effectively.*>*

Beta-Blockers

A large body of research suggests that PTSD is associated with hyper-reactivity of the
sympathetic nervous system, specifically the noradrenergic system. Heart rate is elevated in the
peritraumatic event period among people exposed to trauma who develop PTSD; stress-induced
norepinephrine levels are higher among people with PTSD; and corticotrophin-releasing factor,
which stimulates release of norepinephrine, is elevated in people with PTSD.>® Propranolol, a
beta-adrenergic antagonist that crosses the blood-brain barrier, has been evaluated in several
studies for its ability to prevent PTSD.*"*"*? So far results have failed to show any clear benefit
of propranolol compared with placebo in reducing physiological reactivity during traumatic
imagery, severity of PTSD symptoms, or the rate of the PTSD diagnostic outcome. In addition,
significant controversy exists about the use of propranolol for PTSD prevention because of its
ability to attenuate the emotional response and memory of a traumatic event. Studies have shown
that propranolol not only decreases emotional memory but also episodic memory for the
traumatic event.>® This effect leads to various ethical concerns, considering that the long-term
implications of emotional and episodic memories are not yet well understood.

Monoamine Oxidase Inhibitors

MAOIs increase the concentration of amines in the cytoplasmand the synaptic terminals of
neural cells. This accumulation of amines is believed to be responsible for their therapeutic
action. In this context, the therapeutic effects of MAOIs might be mediated by the same
mechanisms that are responsible for the efficacy of the tricyclic agents. Consequently, elevated
levels of catecholamines and serotonin are thought to be able to correct abnormalities in the
central nervous system that trauma has altered.>

Narcotics

The opiate analgesic, morphine, has shown promise in preventing PTSD in people
experiencing physical injury froma traumatic event.*>® Researchers who have studied the
protective effects of morphine administration in preventing PTSD have proposed two primary
hypotheses. One is that pain relief as part of trauma care has a protective effect against the
development of PTSD.>®*® The other is that opiates may interfere with or prevent memory



consolidation through a beta-adrenergic mechanism.**®® These studies highlight and support the
importance of pain control in physically injured people, but the potential role of opiates in
preventing PTSD following severe psychological trauma in the absence of painful physical
injury remains unclear.

Nonbenzodiazepine Sedatives or Hypnotics

Similar to benzodiazepines, nonbenzodiazepines enhance the effect of the neurotransmitter
GABA; they can produce sedative, hypnotic, anxiolytic, anticonvulsant, muscle-relaxant, and
amnesic effects. Trials of nonbenzodiaepines (buspirone and eszopiclone) have reported that
these medications have been effective in reducing symptoms of PTSD. %%

Opioid Antagonists

Abnormalities in the endogenous opioid system may underlie PTSD symptomatology; high
comorbidity between PTSD and substance abuse might also suggest involvement of common
pathways in the pathophysiology of these disorders.®® These considerations raise the possibility
that opioid antagonists might have a role in the treatment of PTSD. Some studies have provided
evidence to support this conclusion.®®°

Other Second-Generation Antidepressants

Bupropion, nefazodone, and trazodone are believed to work through their effects on
serotonin, norepinephrine, and dopamine, which are neurotransmitters related to fear, anxiety,
and mood. Their primary mechanism of action is unknown. Bupropion is a relatively weak
inhibitor of the neuronal uptake of norepinephrine, serotonin, and dopamine; nefazodone is
believed to inhibit neuronal uptake of serotonin and norepinephrine. Trazodone appears to
produce its primary effect by selectively inhibiting serotonin reuptake, but it also causes
adrenoreceptor subsensitivity and induces significant changes in 5-hydroxytryptamine (5-HT)
presynaptic receptor adrenoreceptors.

Second-Generation (Atypical) Antipsychotics

Atypical antipsychotics improve psychotic symptoms by blocking D2 receptors and
decreasing dopamine activity in the central nervous system.>* Neurobiological studies have
examined the role of dopamine in the amygdala and other limbic structures implicated in PTSD
symptomatology; they suggest that dopaminergic transmission might have a modulatory role in
the function of these structures.®®

Selective Serotonin Reuptake Inhibitors

SSRiIs are currently the most widely used drugs to treat PTSD. SSRIs have been shown to be
modestly effective for civilian trauma-related PTSD but no more effective than placebo for
PTSD in military veterans.®”® As with beta blockers, such as propranolol, SSRIs may diminish
the more severe clinical sequelae following a stress exposure, possibly through nonspecific
effects on other monoamines, through neuroprotective effects in the brain, or through increases
in neur%grophic factors that can block the dow n-regulation of brain-derived neurotrophic
factors.



Serotonin and Norepinephrine Reuptake Inhibitors

Like the SSRIs, SNRIs act on neurotransmitters related to fear, anxiety, and mood by
inhibiting the reuptake of the neurotransmitters serotonin and norepinephrine. This increases the
extracellular concentrations of serotonin and norepinephrine and, therefore, an increase in
neurotransmission. The SNRI venlafaxine has been shown to be effective for treating PTSD.”*"*
Steroids

A substantial body of research has suggested that alterations in the hypothalamic-pituitary-
adrenal (HPA) axis are associated with PTSD. Much of the research suggests increased
sensitivity of the HPA negative feedback loop between the release of corticotropin-releasing
factor (CRF) from the hypothalamus and release of cortisol from the adrenal cortex, resulting in
high levels of CRF and low levels of cortisol among people with PTSD.*® This finding has led to
the hypothesis that exogenous administration of cortisol shortly after trauma may prevent PTSD
by preventing development of HPA axis dysregulation.

Tricyclic Antidepressants

TCAs block the reuptake of norepinephrine and serotonin to varying degrees. Central
catecholamines and serotonin are involved in modulating arousal level and stress response and in
regulating mood and anxiety. Aspects of PTSD (e.g., fear and arousal) suggest dysregulation in
one or more of these functions in the etiology of PTSD; this provides a neurobiological rationale
for the efficacy of pharmacological interventions that affect these systems.** Because the
majority of TCAs are active in several neurotransmitter systems, their efficacy in PTSD could be
mediated by their effect in increasing serotoninergic transmission, modulating alpha-2 adrenergic

function, affecting monoamine transporters, or influencing secondary messenger systems or

some combination of these effects.

Table 2 provides a summary of the medications used to prevent PTSD. Currently, the U.S.
Food and Drug Administration has not approved any pharmacological interventions for the

prevention of PTSD.

Table 2. Medications studied for the prevention or treatment of PTSD

Class

Drug

Alpha blockers

Prazosin

Anticonvulsants

Topiramate, tiagabine, lamotrigine, carbamazepine, divalproex, and
gabapentin

Benzodiazepines

Alprazolam, diazepam, lorazepam, clonazepam, and temazepam

Beta blockers

Propranolol

Monoamine oxidase inhibitors

Phenelzine, isocarboxazid, selegiline, and tranylcypromine

Narcotic medication

Morphine

Nonbenzodiazepine sedatives or hypnotics

Zolpidem, eszopiclone, rozerem, and zaleplon

Opioid antagonists

Naltrexone

Other second-generation antidepressants

Bupropion, mirtazapine, nefazodone, and trazodone

Second-generation (atypical) antipsychotics

Olanzapine and risperidone

Selective serotonin reuptake inhibitors

Escitalopram, fluoxetine, fluvoxamine, paroxetine, and sertraline

Serotonin and norepinephrine reuptake
inhibitors

Duloxetine, desvenlafaxine, and venlafaxine

Steroids

Hydrocortisone

Tricyclic antidepressants

Imipramine, amitriptyline, and desipramine

PTSD = posttraumatic stress disorder

10




Emerging Interventions

In addition to traditional psychological and pharmacological interventions, a growing number
of interventions and approaches derived from CAM, such as dietary supplements, yoga, and
guided imagery,? or from different practice models of partnerships between mental health and
other medical specialties, such as collaborative care,” are emerging. Use of such practices to
prevent PTSD is relatively novel. Thus, their efficacy remains unclear.

Prevention Intervention OQutcomes

Two primary outcomes in the prevention of PTSD are (1) incidence of PTSD diagnosis and
(2) severity of PTSD symptoms that are assessed by both clinician-rated and self-reported
measures. Appendix A, at the end of this report, describes each of the PTSD measures in detail.
Some commonly used instruments are listed in the Methods section of this report.

In addition to preventing PTSD and reducing the severity of PTSD symptoms, other
outcomes used in practice for evaluating the management of patients at risk of or with the
diagnosis of PTSD include incidence and severity of comorbid psychiatric symptoms and
conditions; quality of life; return to work or active duty; incidence of self-injurious or suicidal
thoughts, attempts, or behaviors (including suicide); incidence of aggressive or homicidal
thoughts, attempts, or behaviors (including homicide); and perceived utility (subjective sense of
helpfulness of the intervention).

Scope and Key Questions

Scope of the Review

Psychological trauma is common and leads to PTSD in a substantial number of adults
exposed to trauma. Prevention of PTSD or reduction of PTSD symptom severity can potentially
reduce a significant burden of individual and societal suffering. Despite evidence that some
interventions are not effective for the prevention of PTSD, or might even cause harm, they are
still widely used. Such use indicates that uncertainty and controversy still exist within the field
about providing an intervention that intuitively seems as if it should help and that not enough
consideration is given to scientific evidence when weighing interve ntion benefits and harms.

This review compares the efficacy, effectiveness, and harms of psychological,
pharmacological, and emerging interventions for the prevention of PTSD and the reduction of
PTSD symptom severity in adults. Highlighting the timeliness and relevance of this topic, the
Institute of Medicine (IOM) and various Federal agencies (e.g., the U.S. Department of Veterans
Affairs [VA] Health Administration) have identified PTSD as a priority area for quality
improvement and comparative effectiveness research.!”?*’* Increased attention on prevention of
PTSD is based, in part, on evidence of higher rates of PTSD among service members returning
from operations in Afghanistan and Iraq than previously reported and their increased need for
mental health services.?

Although most of the newer research on PTSD prevention has focused on targeted
prevention, our report focuses on both universal and targeted prevention interventions. There
have been several meta-analyses reporting that debriefing, the most widely studied universal
prevention intervention, does not reduce PTSD. However, debriefing is not the only universal
prevention intervention. Findings from studies of other psychological interventions using the
universal prevention model, such as Battlemind training, an intervention developed for returning
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military service members, have been reported but never evaluated by a systematic review.
Studies of medications, based on the universal prevention approach, have also been reported but
never evaluated by a systematic review. Therefore, in this report, we included studies of both
universal prevention as well as studies using the targeted prevention approach.

Our report focuses on interventions that have been used in clinical practice for the prevention
of PTSD; they may or may not include interventions currently used to treat PTSD. We also
address the clinical importance of effect modifiers or subgroup status that may affect the impact
of traumatic exposure; these include sex, comorbidities, refugee status, and military or civilian
status.

Our report is limited to adults who were exposed to psychological trauma and who received
an intervention designed to prevent the development of PTSD within the first 3 months after the
trauma (i.e., early in the clinical situation). This report does not address treatment of individuals
who have been diagnosed with PTSD.

Key Questions

We approach each Key Question (KQ) by considering the relevant Populations,
Interventions, Comparators, Outcomes, Timing, and Settings (PICOTS). In this review, we
address the following four KQs:

KQ 1: For adults exposed to psychological trauma, what is the efficacy or
comparative effectiveness (or both) of early interventions to prevent PTSD
or to improve health outcomes?

KQ 2: For adults exposed to psychological trauma, does timing, intensity,
or dosage of intervention have an impact on the effectiveness or harms of
approaches to prevent PTSD or to improve health outcomes?

KQ 3: For adults exposed to psychological trauma, how does efficacy,
effectiveness, or harms of early interventions to prevent PTSD differ for
characteristics of traumatic exposure or subpopulations with respect to:

e Demographic groups (defined by age, ethnic and racial groups, and sex),
e Psychiatric comorbidities, or

e Personal risk factors for developing PTSD (e.g., having a diagnosis of acute stress
disorder vs. not having the diagnosis)?

KQ 4: For adults exposed to psychological trauma, what are the absolute
and comparative risks of harms from early interventions to prevent PTSD?

Figure 1 depicts the analytic framework for the comparative effectiveness of psychological
and p harmacological interventions for the prevention of PTSD in adults fol lowing expos ure to a
traumatic event. KQs are displayed within the context of the PICOTS described in the previous
section. Beginning with a population of adults exposed to psychological trauma, the figure
illustrates the general and comparative effects of early preventive interventions on incidence of
PTSD and health outcomes, including incidence and severity of trauma-related symptoms;
incidence and severity of coexisting conditions; quality of life; quality of interpersonal and social
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functioning; ability to return to work or active duty; incidence of self-injurious or suicidal
thoughts, attempts, or behaviors including suicide; incidence of aggressive or homicidal
thoughts, attempts, or behaviors including homicide; perceived utility; and resilience (KQ 1).
Timing, intensity, and dosage of intervention as potential moderators of these interventions are
explored in KQ 2. Characteristics of traumatic exposure and subgroups within the overall
population identified based on age, sex, race and ethnicity, psychiatric comorbidities, and
personal risk factors (e.g., a history of child abuse) of PTSD as effect modifiers of these
interventions are explored in KQ 3. Finally, KQ 4 addresses the absolute and comparative risks
of harms and adverse events from these interventions.

Figure 1. Analytic framework for comparative effectiveness of interventions to prevent PTSD in
adults after exposure to psychological trauma

Population at risk:
Adults exposed to
psychological trauma

Subgroups (KQ 3):

« Age

Sex

Race and/or ethnicity
Psychiatric comorbidities
Personal risk for PTSD

Characteristics

of trauma

(KQ3)

Adverse effects
of intervention

(KQ4)

Preventive Intervention

(KQ1)

of intervention

\ Timing, intensity, or dosage% (KQ2)

Outcomes:
Incidence of PTSD

Incidence and severity of PTSD
symptoms

Incidence and severity of
comorbid conditions

Quiality of life

Quality of interpersonal/social
functioning

Return to work/duty or ability to
work

Incidence of self-injurious or
suicidal thoughts, attempts, or
behaviors (including suicide)

Incidence of aggressive or

homicidal thoughts, attempts,
or behaviors (including
homicide)

« Perceived utility of intervention
« Resilience

KQ = Key Question; PTSD = posttraumatic stress disorder

Organization of This Report

The remainder of this report describes our methods, presents the results of our synthesis of
the literature, discusses our conclusions, and provides other information relevant to the
interpretation of this work. The Methods section describes our scientific approach for this
comparative effectiveness review in detail. The Results section presents our findings for all four
of the KQs and includes summary tables. In the Discussion section, we summarize the findings,
present the strength of the evidence for critical comparisons or outcomes, and discuss the
implications for clinical practice and further research. A complete list of references, acronyms,
and abbreviations follows the Discussion section.

This report contains the following appendixes: Appendix A contains detailed descriptions of
each of the PTSD measures used in all studies included at the full text level. Appendix B
contains the exact search strings we used in our literature searches. Appendix C documents the
full-text review and data abstraction forms, i ncluding our criteria for rating risk of bias of
individual studies. Studies excluded at the stage of reviewing full-text articles with reasons for
exclusion are presented in Appendix D. Evidence tables appear in Appendix E. Appendix F lists
studies rated high risk of bias and reasons for excluding them from relevant KQ analyses.
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Strength of evidence tables appear in Appendix G. Quantitative sensitivity analyses are presented
in Appendix H. Appendix I lists acronyms used in the report.
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Methods

The methods for this comparative effectiveness review (CER) follow the methods suggested
in the Agency for Healthcare Research and Quality (AHRQ) “Methods Guide for Effectiveness
and Comparative Effectiveness Reviews”
(www.effectivehealthcare.ahrg.gov/methodsguide.cfm). The main sections in this chapter reflect
the elements of the protocol established for the CER; certain methods map to the PRISMA
(Preferred Reporting Items for Systematic Reviews and Meta-Analyses).” All methods and
analyses were determined a priori.

Topic Refinement and Review Protocol

This topic was nominated by a member of the American Psychological Association, which
aims to use high-quality evidence syntheses to inform guideline development. During the topic
development and refinement processes, we engaged in a public process to develop a draft and
final protocol for the CER process. We generated an analytic framework, preliminary Key
Questions (KQs), and preliminary inclusion/exclusion criteria in the form of PICOTS
(populations, interventions, comparators, outcomes, timing, settings). The processes were guided
by the information provided by the topic nominator, a scan of the literature, methods and content
experts, and Key Informants. We worked with four Key Infor mants during the topic refinement,
all of whom subsequently served as members of our Technical Expert Panel (TEP) for this
report. The TEP consisted of five individuals in total. Key Informants and TEP members
participated in conference calls and discussions through email to review the analytic framework,
KQs, and PICOTS; discussed the preliminary assessment of the literature; provided input on the
information and categories included in evidence tables; and provided input on the data analysis
plan.

Our KQs were posted for public comment on AHRQ’s Effective Health Care Web site from
January 4, 2012, through February 1, 2012; we put them into final form after review of the
comments and discussion with the TEP. We made minimal revisions to the KQs based on
comments from the public, primarily for clarity and readability. We then drafted a protocol for
this CER and refined the protocol in consultation with AHRQ and the TEP before it was posted
on the Effective Health Care Web site on June 6, 2012. Additionally, we made amendments to
the protocol and posted those on July 27, 2012, September 27, 2012, and November 8, 2012.

Literature Search Strategy

Search Strategy

To identify articles relevant to each KQ, we searched PubMed®, the Cochrane Library,
EMBASE, PILOTS (Published International Literature on Traumatic Stress), International
Pharmaceutical Abstracts, PsycINFO®, and Web of Science. The full search strategy is presented
in Appendix B. We used either Medical Subject Headings (MeSH) or major headings as search
terms when available or key words when appropriate, focusing on terms to describe the relevant
populations and interventions of interest. We reviewed our search strategy with the TEP and
incorporated their input. Searches were run by an experienced information scientist serving as
the Evidence-based Practice Center (EPC) librarian.

We limited the electronic searches to English-language and human-only studies. Sources
were searched from January 1, 1980, to January 5, 2012. We selected the start date based on the
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introduction and definition of PTSD as a clinical entity, the earliest publication date of relevant
studies found in previous systematic reviews, and expert opi nion abo ut when the earliest
literature on this topic was published.

We manually searched reference lists of pertinent reviews, included trials, and background
articles on this topic to look for any relevant citations that our searches might have missed. We
imported all citations into an EndNote® X4 electronic database.

We also searched for unpublished studies relevant to this review using ClinicalTrials.gov, the
Web site for the U.S. Food and Drug Administration, the World Health Organization’s
International Clinical Trials Registry, Grey Matters, and OpenGrey. In addition, the Scientific
Resource Center requested scientific information packets (SIPs) from the relevant
pharmaceutical companies, asking for any unpublished studies or data relevant for this CER.
SIPs allow an opportunity for pharmaceutical companies to provide the EPC with both published
and unpublished data that they believe should be considered for the review. Studies from the
SIPs would be included in the post-peer/public review report.

In cases in which relevant information was unclear or not reported, we contacted authors to
get additional or unpublished infor mation. When successful, this infor mation was included in the
findings.

We conducted an updated literature search (of the same databases searched initially)
concurrent with the peer review process. Any literature suggested by peer reviewers or the public
was investigated and, if appropriate, incorporated into the final review. We determined
appropriateness for inclusion in the review by the same methods described in this chapter.

Inclusion and Exclusion Criteria

We developed eligibility (inclusion and exclusion) criteria with respect to patient PICOTS
and study designs and durations for each KQ (Table 3). For studies to be eligible, the
intervention had to be administered within 3 months of the traumatic event.

Table 3. Eligibility criteria for studies of PTSD prevention

Category Inclusion Exclusion

Adults (ages 18 or older) exposed to psychological trauma. Types
of trauma include interpersonal or domestic violence or abuse;
sexual abuse or assault; rape; combat- or military-related trauma;
crime-related events; terrorism; slavery; natural disasters; injury;
life-threatening illness; captivity; life-threatening medical
procedures; witnessing a traumatic event; refugee trauma;
prisoner of war-related trauma; and asylum seeking-related

Population trauma Children, people with PTSD

Subgroups of interest include:

® Demographic groups (defined by age, ethnic and/or racial
groups, and sex)

® Populations with psychiatric comorbidities
® Populations with different personal risks of developing PTSD
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Table 3. Eligibility criteria for studies of PTSD prevention (continued)

Category

Inclusion

Exclusion

Interventions

Psychological interventions including:

Cognitive behavioral therapy
Cognitive processing therapy
Cognitive therapy (including cognitive restructuring therapy)

Coping skills therapy (including stress inoculation therapy)
Debriefing interventions (including critical incident stress
debriefing and critical incident stress management)
Exposure-based therapies (including imaginal and in vivo
exposure)

Eye movement desensitization and reprocessing
Interpersonal therapy

Psychoeducation

Psychological first aid

Other clearly defined psychological interventions

Pharmacological interventions including:

Alpha blockers (prazosin)

Anticonvulsants (topiramate, tiagabine, lamotrigine,
carbamazepine, divalproex, and gabapentin)
Benzodiazepines (alprazolam, diazepam, lorazepam,
clonazepam, and temazepam)

Beta blockers (propanolol)

Monoamine oxidase inhibitors (phenelzine, isocarboxazid,
selegiline, and tranylcypromine)

Narcotics (morphine)

Nonbenzodiazepine sedative and hypnotics (zolpidem,
eszopiclone, rozerem, and zaleplon)

Opioid antagonists (naltrexone)

Other second-generation antidepressants (bupropion,
mirtazapine, nefazodone, and trazodone)
Second-generation (atypical) antipsychotics (olanzapine
and risperidone)

Selective serotonin reuptake inhibitors (escitalopram,
fluoxetine, fluvoxamine, paroxetine, and sertraline)
Serotonin and norepinephrine reuptake inhibitors
(duloxetine, desvenlafaxine and venlafaxine)

Steroids (hydrocortisone)

Tricyclic antidepressants (imipramine, amitriptyline and
desipramine)

Other clearly defined pharmacological interventions

Emerging interventions including:

Complementary and alternative medicine approaches
(including dietary supplements, yoga, and guided imagery)
New models of health care delivery (including collaborative
care)

Other clearly defined emerging interventions

Psychological or
pharmacological interventions
not listed as included

Any intervention that has not
been administered within 3
months of the traumatic event

Comparators

Psychological treatments (listed above)
Pharmacological treatments (listed above)
Combination of psychological and pharmacological
treatments

Emerging treatments (listed above)

Usual care or supportive control

No active intervention (e.g., wait list, placebo)

Psychological or
pharmacological interventions
not listed as included
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Table 3. Eligibility criteria for studies of PTSD prevention (continued)

Category Inclusion Exclusion
® Incidence of PTSD
Incidence and severity of PTSD symptoms: assessor-rated
or self-rated symptoms (e.g., sleep disturbance, anxiety)
® Incidence and severity of coexisting conditions (e.g.,
depression, anxiety disorders, substance use, abuse, or
dependence)
® Quality of interpersonal or social functioning
® Quality of life
e Return to work or duty or ability to work
e Incidence of self-injurious or suicidal thoughts, attempts, or
behaviors (including suicide)
¢ Incidence of aggressive or homicidal thoughts, attempts, or
Outcomes behaviors (including homicide)
e Resilience
e Perceived utility (subjective sense of helpfulness of the
intervention)
e Adverse events: overall adverse events, withdrawals
attributed to adverse events, and specific adverse events
(including, but not limited to, worsening of anxiety or
agitation, increased distress, headaches, gastrointestinal
effects, effects on blood pressure, heart rate, sexual side
effects, sedation or insomnia, treatment-associated
hypomania or mania, medication dependence or misuse,
disturbed sleep, weight gain, metabolic side effects, and
mortality)
e Dropout rate (overall dropout rate, dropout because of
adverse effects, dropout because of lack of efficacy)
Publication English All other languages
language
Time period 1980—present; searches to be updated after draft report goes
P out for peer review
e Outpatient and inpatient primary care
e Specialty mental health care settings
Settings e Community settings (e.g., churches, community health
centers, rape crisis centers)
e Military settings
Geography No limits
Intervention must be administered any time ranging from
Timing immediately to 3 months after exposure to a traumatic event
No limit for duration of followup
e Case series
Original research * Case reports
. . . Systematic reviews and
For KQs 1 through 4, eligible study designs include: * mzeta-analyses
Randomized controlled trials : .
Admissible Prospective controlled cohort studies * Nonsystematic reviews

evidence for KQ 1
through KQ 4

For KQs 2 through 4 when outcomes of interest are focused on
harms, additional eligible study designs are:

Retrospective controlled cohort studies

Case control studies

Editorials

Letters to the editor

Studies with historical, rather
than concurrent, control
groups

e Pre-post studies without a
separate control group

KQ = Key Question;

PTSD = posttraumatic stress disorder
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Study Selection

We developed and pilot-tested literature review forms for abstract and full-text reviews. Two
trained members of the research team independently reviewed all titles and abstracts (identified
through searches) for eligibility against our inclusion/exclusion criteria. Studies marked for
possible inclusion by either reviewer underwent a full-text review. For studies that lacked
adequate information to determine inclusion or exclusion, we retrieved the full text and then
made the determination. If the necessary information in full-text articles was unclear or missing,
we contacted authors of the publications. All results were tracked in an EndNote® database.

We retrieved the full text of all articles included during the title and abstract review phase.
Two trained members of the research team independently reviewed each full-text article for
inclusion or exclusion based on the eligibility criteria described above. If both reviewers agreed
that a study did not meet the eligibility criteria, we excluded it. If the reviewers disagreed, they
resolved conflicts by discussion and consensus or by consulting a third, senior member of the
review team. All results were tracked in an EndNote database. We recorded the principal reason
that each excluded full-text publication did not satisfy the eligibility criteria (Appendix D).

Data Extraction

For studies that met our inclusion criteria and were of low or medium risk of bias, we
extracted important information into evidence tables. We designed, pilot tested, and used
structured data extraction forms to gather pertinent information from each article; this included
characteristics of study populations, settings, interventions, comparators, study designs, methods,
and results. Trained reviewers extracted the relevant data from each included article into the data
extraction forms. All data abstractions were reviewed for completeness and accuracy by a second
more senior member of the team. We recorded intention-to-treat (ITT) results if available. All
data abstraction was performed using Microsoft Excel® software. Evidence tables containing all
extracted data of included studies are presented in Appendix E.

We did not extract complete data from studies that we rated as high risk of bias.”

Risk-of-Bias Assessment of Individual Studies

To assess the risk of bias (internal validity) of studies for major outcomes of interest, we used
predefined criteria based on guidance from the AHRQ “Methods Guide for Effectiveness and
Comparative Effectiveness Reviews.”” We assessed selection bias, confounding, performance
bias, detection bias, and attrition bias; we included questions about adequacy of randomization,
allocation concealment, similarity of groups at baseline, blinding, attrition, whether ITT analysis
was used, method of handling dropouts, and treatment fidelity. We rated the studies as low,
medium, or high risk of bias.”” If RCTs were rated as high risk of bias because of flawed
randomization, we viewed them as prospective cohort studies and determined their risk of bias
based on criteria for observational studies.

In general terms, a study categorized as low risk of bias implies confidence that results
represent the true treatment effects. A study with mediumrisk of bias is susceptible to some risk
of bias but probably not enough to invalidate its results. Studies with a medium risk of bias did
not meet all criteria required for low risk of bias. These studies had some flaws in design or
execution (e.g., imbalanced recruitment, high attrition) but they provided enough information to
allow readers to determine that these flaws did not likely cause major bias. Missing information
often led to ratings of medium as opposed to low risk of bias. A study assessed as high risk of
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bias has significant flaws of various types (e.g., stemming from serious errors in design, conduct,
or analysis) that may invalidate its results. Examples include poor randomization for randomized
controlled trials or failure to control for confounding for observational studies, as well as overall
attrition > 20% or differential attrition > 15% without appropriate handling of missing data such
as the use of intention-to-treat analyses. The protocol specified our a priori decision to consider
studies with a high risk of bias for synthesis in this review only if we could not answer the KQs
with the available studies with low or mediumrisk of bias.

Two independent reviewers assessed the risk of bias for each study; one of the two reviewers
was always an experienced or senior investigator. Disagreements between the two reviewers
were resolved by discussion and consensus or by consulting a third member of the team. We
omitted studies deemed high risk of bias by two reviewers from our main data synthesis and
main analyses; we included them only in sensitivity analyses. Appe ndix F details the criteria
used for evaluating the risk of bias of all included studies and explains the rationale for high risk
of bias ratings.

Data Synthesis

Because of the ongoing controversy about whether different interventions are efficacious at
all, we assessed both evidence for the efficacy (i.e., is an intervention efficacious compared with
no active treatment such as a waitlist or placebo) and the comparative effectiveness. We used this
approach because our preliminary searches as well as input from experts during the topic
refinement process suggested that we would find little head-to-head comparative evidence and
that we might need to rely on indirect evidence to attempt to make conclusions about
comparative effectiveness.

We conducted quantitative synthesis using meta-analyses of outcomes reported by multiple
studies that were sufficiently homogeneous to j ustify combining their results. When quantitative
synthesis was not appropriate (e.g., because of clinical heterogeneity, insufficient numbers of
similar studies, or insufficiency or variation in outcome reporting), we synthesized the data
qualitatively.

We used random-effects models to estimate pooled effects.” For continuous outcomes (e.g.,
scales for symptom reduction), we used weighted mean differences (WMD). If we had to
combine multiple scales in one meta-analysis, we used the standardized mean difference (SMD),
Cohen’s d. For binary outcomes we calculated the relative risk of PTSD between groups. For
each meta-analysis, we conducted sensitivity analyses by adding studies that we had rated as
high risk of bias. We calculated the chi-squared statistic and the I? statistic to assess statistical
heterogeneity in effects between studies.”2° We examined po tential sources of heterogeneity by
analysis of subgroups defined by subject population and variation in interventions or controls.
Heterogeneity was also explored through sensitivity analyses.

For KQ 3 (subgroup analyses), we evaluated only those studies that conducted subgroup
analyses on the original data. We did not perform separate stratified analyses based on subgroups
because the potential for introducing confounding bias was greater than the potential insight that
those analyses might yield. For example, the percentage of females ina study is likely to be
associated with the type of trauma exposure. We did not perform meta-regression because the
number of studies was too small.

We assessed publication bias using funnel plots. Quantitative pairwise meta-analyses were
conducted using Stata® version 11.1, StataCorp., Texas, USA.

20



Strength of the Body of Evidence

We graded the strength of evidence (SOE) based on the guidance established for the
Evidence-based Practice Center program.®* Developed to grade the overall strength of a body of
evidence, this approach incorporates four key domains: risk of bias (includes study design and
aggregate quality), consistency, directness, and precision of the evidence. It also considers other
optional domains that may be relevant for some scenarios, such as a dose-response association,
plausible confounding that would decrease the observed effect, strength of association
(magnitude of effect), and publication bias. Table 4 defines the grades of evidence that we
assigned.

We graded the SOE with respect to eight outcomes viewed as critical for decisionmaking
(Table 5). We selected these outcomes a priori with input from the TEP.

Table 4. Definitions of the grades of overall strength of evidence
Grade Definition
High confidence that the evidence reflects the true effect. Further research is very unlikely to

High change our confidence in the estimate of effect.

Moderate Moderatg conﬁqlence tha_t the evidence reflects the true effect. Furth_er research may change
our confidence in the estimate of the effect and may change the estimate.

Low Low confidence that the evidence reflects the true effect. Further research is likely to change

our confidence in the estimate of the effect and is likely to change the estimate.
Insufficient Evidence either is unavailable or does not permit estimation of an effect.
Source: Owens et al., 2010™

Table 5. Outcomes viewed as critical for decisionmaking
Effectiveness of Interventions

Incidence of PTSD

Severity of PTSD symptoms (if worsening of symptoms, outcome is relevant for adverse effects)
Quality of life

Return to work or active duty

Incidence of self-injurious or suicidal thoughts, attempts, or behaviors (including suicide)
Incidence of aggressive or homicidal thoughts, attempts, or behaviors (including homicide)

Incidence and severity of depressive or anxiety symptoms
Harms of Interventions

e  Overall rate of harms
® Dropout rate because of harms
PTSD = posttraumatic stress disorder

Two reviewers assessed each domain for each key outcome and determined an overall SOE
grade based on domain ratings, and for each assessment, one of the two reviewers was always an
experienced or senior investigator. In the event of disagreements on the domain or overall grade,
they resolved di fferences by consensus discussion or by consulting with a third, senior
investigator.

The principal focus in the results is on outcomes viewed as critical for decisionmaking, but
we also comment on other outcomes of interest.

Appendix G includes tables showing our assessments for each domain and resulting SOE
grades for each outcome, organized by KQ and intervention/comparison pair.

Applicability

We assessed applicability of the evidence following guidance from the “Methods Guide for
Comparative Effectiveness Reviews.”® We used the PICOTS framework to explore factors that
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affect applicability. Some factors identified a priori that may limit the applicability of evidence
include the following: age of enrolled populations, sex of enrolled populations, race or ethnicity
of enrolled populations, few studies enrolling subjects with exposure to certain types of trauma,
or few studies distinguishing or reporting the type of traumatic exposure for a heterogeneous
population. Throughout the report, we use the terms “efficacy” and “comparative effectiveness.”
By efficacy, we mean the efficacy or effectiveness of an intervention tested against some type of
inactive control (e.g., placebo or waitlist). By comparative effectiveness we mean the efficacy or
effectiveness of an intervention compared with another intervention of interest. In this report, we
did not distinguish between explanatory (i.e., efficacy) and pragmatic (i.e., effectiveness) studies.

Peer Review and Public Commentary

An external peer review was performed on this report. Peer Reviewers were charged with
commenting on the content, structure, and format of the evidence report, providing additional
relevant citations, and pointing out issues related to how we conceptualized the topic and
analyzed the evidence. Our Peer Reviewers (listed in the front matter) gave us permission to
acknowledge their review of the draft. We compiled all comments and addressed each one
individually, revising the text as appropriate. AHRQ also provided review from its own staff. In
addition, the Scientific Resource Center placed the draft report on the AHRQ Web site

(www .effectivehealthcare.ahrg.gov/) for public review.
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Results

Introduction

This chapter is organized as follows. First, we discuss general results of the literature searches
and characteristics of included studies. Second, we present the available evidence by Key
Question (KQ). Within each KQ we present evidence on the efficacy or risk of harms first,
followed by the comparative effectiveness and risk of harms, as well as grades of the strength of
evidence (SOE). Within each section on efficacy, comparative effectiveness, or absolute or
comparative risk of harms, we discuss evidence on psychological interventions first, followed by
studies on pharmacological interventions, and lastly by studies on emerging interventions. In
addition, according to the specifications from the Agency for Healthcare Research and Quality
(AHRQ) for a comparative effectiveness review (CER), within each KQ section we present key
points and detailed synthesis. Table 6 lists the main questions that we address in this chapter.
We focus on randomized controlled trials (RCTs) and prospective observational studies for all
questions; for KQ 4 on harms, we also include retrospective observational studies. Evidence
tables for all included studies, by KQ, are presented in Appendix E.

Table 6. Key Questions about interventions to prevent PTSD in adults after exposure to
psychological trauma

Key Questions

KQ 1: What are the efficacy and comparative effectiveness of early interventions to prevent PTSD?

KQ 2: What is the impact of timing, intensity, or dosage of intervention on effectiveness and harms?

KQ 3: What are the efficacy, comparative effectiveness, and harms in subpopulations and different traumatic
exposures?

KQ 4: What are the absolute and compatrative risk of harms from early interventions to prevent PTSD?

PTSD = posttraumatic stress disorder

Reasons for exclusion were based on eligibility criteria or methodological assessments. We
rated 37 studies that otherwise met eligibility criteria as having high risk of bias (Appendix F).
The main reasons for rating RCTs as high risk of bias were poor randomization, high loss to
followup, and lack of ITT analysis. We briefly discuss high-risk-of-bias studies in the report only
if no studies of better methodological quality were available.

Studies reviewed for this report employed a notable array of diagnostic scales, some of which
assess posttraumatic stress disorder (PTSD) and others that assess other outcomes of interest,
such as health-related quality of life. Commonly used measures include the:

e BDI: Beck Depression Inventory;

e CAPS, CAPS-2: Clinician Administered PTSD Scales;

e HADS: Hospital Anxiety and Depression Rating Scale;

e |ES, IES-R: Impact of Event Scale;

e PCL: Posttraumatic Stress Disorder Checklist;

e PDS: Posttraumatic Stress Diagnostic Scale; and

e SF-36: Medical Outcomes Study Health Survey-Short Form 36.

Results of Literature Searches

We identified 2,563 citations from searches, reviews of reference lists, and grey literature.
Figure 2 documents the disposition of the 267 articles retrieved for full-text review for this
report. Overall, we included 56 full-text articles (based on 55 studies) but only used 19 articles
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(based on 19 studies) in our main analyses, selected 106 articles for background, and excluded
211 full-text articles for various reasons. In general, the number of articles exceeds the number
of studies because results of some studies were published in multiple articles. Articles excluded
during full-text review are listed in Appendix D with reasons for their exclusion.

Description of Included Studies

We included 19 articles reporting on 19 studies of low or medium risk of bias in our main
analyses: of the included studies, all were RCTs (Figure 2). Nine RCTs used head-to-head
comparisons of early interventions; the other 10 compared active interventions with inactive
comparison conditions. Evidence tables of studies with low or mediumrisk of bias are presented
in Appendix E. Inaddition, we rated 37 studies that met eligibility criteria as highrisk of bias
(Appendix F). Table 7 presents a summary of the study designs, prevention type (i.e., universal
or targeted), study comparisons, results, and methodological shortcomings of the 37 studies we
rated as high risk of bias. For most interventions we had stronger, more reliable evidence to
answer a particular question. When we found no evidence rated as low or medium risk of bias,
we present infor mation from high-risk-of-bias studies. When RCTs were rated as high risk of
bias because of inadequate randomization, we viewed them as non-randomized studies and
critically appraised them accordingly. In all cases, however, they were ultimately rated as high
risk of bias non-randomized studies because they did not adequately control for differences in
baseline characteristics.

If not stated otherwise, trials described in the results chapter are of medium risk of bias.
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Figure 2. Disposition of articles

# of records identified through database searching

2,468

# of additional records identified through

MEDLINE®: 1887 other sources
IPA, CINAHL®, PsycINFO®: 116 95
EMBASE: 38
Cochrane Library: 111 Hand searches of references: 77
PILOTS: 212 Grey literature: 18
Web of Science: 104

\/

Total # of records after duplicates removed
2,563

\/
# of records screened

\i

2,563

\
# of full-text articles assessed for eligibility

# of records excluded
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267

Y

# of studies full-text includes
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\

# of full-text articles excluded, with reasons

211
Wrong publication type: 17
Wrong study design: 31
Wrong PICOTS: 163

Y

# of studies (articles) included in qualitative
synthesis of systematic review
19 (19)

\i
# of studies included in quantitative synthesis of
systematic review
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High risk of bias: 37

Included only in
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CINAHL = Cumulative Index to Nursing and Allied Health Literature; EMBASE = Excerpta Medica Database;
IPA = International Pharmaceutical Abstracts; PICOTS = patient populations, interventions, comparators, outcomes, timing, and
settings; PILOTS = Published International Literature on Traumatic Stress; PRISMA = Preferred Reporting Items for Systematic

Review and Meta-analyses
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Table 7. Summary of studies rated high risk of bias

Author, Year,

Study Design, Population, Comparison Summary of Results Reason for Rating of High Risk of Bias
Prevention Type Trauma Type
Acierno et al., .
2004% Civilians CBT-based V'Ideo Neither incidence of PTSD nor PTSD No baseline PTSD ratings
RCT Isntfr::j/g?dtlzgrﬁ)/ig; s symptom severity differed between the High overall attrition (29%)
o | Crimes standard services onlly groups. “Completers analysis” only
niversal
Adler et al., 20097 U.S. Army Stress management vs. Study staff masked at followup but not
RCT service Battlemind debriefing PTSD symptom severity was lower in baseline
members vs. small Battlemind the three Battlemind groups than in High overall attrition (>50%)
Universal training Vs. Iar_ge_z the stress management group. ITT not sufficient to account for risk of bias
Combat Battlemind training due to attrition
Randomization method not described, so
i ible to determine how it affects risk of
Adler et al., 2008% U.S. Army g?agOSSI
RCT fne(;\rﬁ(i)zrs CISD vs. stress PTSD symptom severity did not differ High overall attrition (71%)
management vs. survey L
_ only between any of the groups. Sta_t|_st|cal apprc_)a_ch to control for effc_ect of
Universal Combat aFtrltlon not sufflglent to account for risk of
bias due to attrition
No allocation concealment
Eid et al., 2001™ First ) )
Prospective cohort responders Debriefing plus stress Combined intervention was associated Cohort study with a small sample size
study management vs. with a lower frequency of No repor.ted adjgstment for conf(.)unders.
Fatal traffic debriefing posttraumatic stress symptoms. Further_ risk of bias assessment impossible
Universal accident due to inadequate reporting of methods
Randomization process not described, so
Brom et al., 1993° o o _ impossible to determine how it affects risk of
RCT Civilians PTSD symptom severity did not differ bias
SC vs. monitoring only between the counseling and Unclear how attrition handled
Universal MVA monitoring only groups. ﬁ;z;téslitl:(;ally significant group differences at
Unclear if outcome assessors masked
Civilians with Tlhe combingdt;]nterven_tictmdanptthlE
87 alone were both associated with lower
gg_?_m etal, 1999 ASD PE plus anxiety PTSD incidencc_e and less PTSD High overall attrition (23%)
MVA or management vs. PE symptom se_verlty than SC. No “Completers analysis” only
Targeted nonsexual alone vs. SC differences in PTSD outcomes
assault occurred between PE alone and PE

plus anxiety management.
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Table 7. Summary of studies rated high risk of bias (continued)

Author, Year,

Study Design, Population, Comparison Summary of Results Reason for Rating of High Risk of Bias
; Trauma Type
Prevention Type
o Civilians with
gg.?.m etal, 2003 ASD The CBT group had lower incidence of High overall attrition (49%) from end of
CBT vs. SC PTSD rates and less PTSD symptom parent studies (see Bryant et al., 1998 and
MVA or severity than the SC grou B t et al., 1999)°"%
Targeted nonsexual y group. ryant et al., )
assault

Bryant et al., 2006%
RCT

Targeted

Civilians with
ASD

MVA or
nonsexual
assault

CBT+Hypnosis vs. CBT
alone vs. SC

Both the combined intervention and
CBT alone were associated with lower
incidence of PTSD and less PTSD
symptom severity at 3-year followup
than in the SC group.

High overall attrition (39%) from end of
parent study (see Bryant et al., 2005)91

Bugg et al., 2009%

Targeted

Civilians with
ASD symptoms

Physical injury

Structured writing
intervention vs.
information-only control

Incidence of PTSD did not differ
between groups.

High overall attrition (51% including
postrandomization exclusions)

Relatively large proportion not completing all
three intervention sessions (31%)
Substantial differences between groups by

or accident sex
Carlier et al,, 1998% | FIrst - o Risk of recall bias because no data available
responders Findings were mixed: incidence of

Retrospective
cohort study

(police officers)

CISD vs. no CISD

PTSD did not differ between groups,
while the no CISD group exhibited

until 8 months after trauma

High risk of selection bias and confounding
from subjects’ self-selection to treatment

Universal Fatal civilian greater PTSD symptom severity. rOUDS

plane crash group

Civilian women CBT with exposure techniques was N N .

. . . e Randomization process at high risk for bias

Crespo et al with PTSD . generally assoqlated with Iowgr PTSD « High overall attrition (32%)
2010& ’ symptoms but CBT with exposure symptom severity than CBT with « Statistically significant baseline differences in
RCT not full PTSD techniques vs. CBT with | communication skills training. d - )I/ gl d . level

diagnosis communication skills However, the communication skills ancraet;;gnef\ger ’se:ﬁirr?;?rlggtsrg;?t(ogpi\s/irsé
Targeted training instead group had fewer re-experiencing group’s presenting reason more often

Intimate partner
violence

symptoms at posttreatment than the
exposure group.

violence than communication skills group)
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Table 7. Summary of studies rated high risk of bias (continued)

Author, Year,

Study Design, Tﬁgﬁ)r‘#gt':'c;g'e Comparison Summary of Results Reason for Rating of High Risk of Bias
Prevention Type
¢ Not true randomization
o High overall attrition (48%)
Deahl et al.. 2000% British UN Preoperatipnal and _ o ¢ Baseline data collected from only 64% of the
RCT ' peacekeepers postoperaponal o Neither |n(:|den(_:e of PTSD or PTSD whole sample before intervention
psychological debriefing | symptom severity differed between Unclear whether study used the same truly
Universal Combat ir_1 VS. P_re_operational groups. random samples for the postbaseline
Yugoslavia debriefing only outcomes as at baseline

Data not available for all participants at all
times but no reasons for missing data given

Foa et al., 1995%
Prospective cohort
study

Targeted

Civilian women
meeting PTSD
symptom
criteria only

Sexual or
nonsexual
assault

Brief CBT vs.
assessment- only
control

The CBT group experienced a smaller
incidence of PTSD and less PTSD
symptom severity than the
assessment only group at
posttreatment, but not at later
followup.

Nonrandomized study with small sample size
(N=20)

o Attrition data NR
e High risk of selection bias and confounding

Participants matched on some variables but
not all
Timing of outcomes differed by group

Civilian women
meeting PTSD

CBT was associated with less PTSD

Foa et al., 2006% symptom symptom severity at posttreatment High overall (27%) and differential attrition
RCT criteria only Brief CBT vs. SC vs. than SC, but not the assessment-only (SC vs. assessment-only: 16%)
assessment-only control | group. At later followup, all groups had ITT not sufficient to account for risk of bias
Targeted Sexual or similar incidence of PTSD and PTSD due to attrition
nonsexual symptom severity.
assault
Frappell-Cooke et aﬁrﬁzﬁl‘n d Units with experience

al., 2010*
Prospective cohort
study

Universal

Army returning
from
Afghanistan

Combat

using trauma risk
management debriefing
vs. Units using trauma
risk management for
first time

Neither incidence of PTSD nor PTSD
symptom severity differed between
groups.

Nonrandomized study with high overall (24%)
and differential (43%) attrition
“Completers analysis” only
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Table 7. Summary of studies rated high risk of bias (continued)

Author, Year,
Study Design,
Prevention Type

Population,
Trauma Type

Comparison

Summary of Results

Reason for Rating of High Risk of Bias

Freyth et al., 2010%

Civilians with
ASD

PE vs. SC (both groups

¢ Inadequate randomization
o Attrition reported only for 4-year followup

time point

RCT Sexual or receiving PTSD symptom severity did not differ Attrition unclear at 3-month followup time

nonsexual psychoeducation and between groups. point (last data collection point for all main
Targeted assault, progressive relaxation) outcomes)

accidents, other Unclear if all participants retained at

(unspecified) posttreatment

e Unclear if only "completers analysis” used
Gelpin et al Civili_ans e Hig h_ ri_sk of_ selection bia_s because
19961% " admitted to the adrr_n_nlstyranon of penzodla_zeplnes_ based on
Prospective cohort emergency Benzodiazepines vs. no PTSD symptom severity did not differ c!|n|C|an s evaluation of efficacy, s!de_ eff_ects,
study room benzodiazepines between groups. dIStl’e_SS level, and other characteristics like
severity of trauma
Trauma Specific drug of choice (either alprazolam or

Universal

exposure NR

clonazepam) administered in nonsystematic
way

Gidron et al.,
2001

RCT

Targeted

MVA survivors
with minimum
heart rate of 95
BPM at
emergency
room admission
(PTSD
predictor)

MVA

Memory Structuring
Intervention (MSI) vs.
supportive listening

MS| was associated with less PTSD
symptom severity.

Method of randomization unclear
Unclear attrition
Inadequate statistical analysis
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Table 7. Summary of studies rated high risk of bias (continued)

Author, Year,
Study Design,
Prevention Type

Population,
Trauma Type

Comparison

Summary of Results

Reason for Rating of High Risk of Bias

Grainger et al.,
1997"%
Prospective cohort
study

U.S. survivors
of Hurricane
Andrew

Natural disaster

EMDR vs. waitlist

EMDR was associated with less PTSD
symptom severity.

e Only 29% of participants receiving at least 1
session of EMDR included in analysis
0 Only participants completing both
baseline and posttreatment assessments
analyzed
o Inclusion criteria unclear (other than
surviving Hurricane Andrew)
0 May have been established after
treatment given to survivors

Universal . N -
e Unclear if only “completers analysis” used
o Only waitlist group completers reported
e Unclear how late some participants might
have first received treatment
Hobbs et al., Civilians with
103 . . . .
1996 posttraumatic Psychological debriefing Neither |n(:|den(_:e OT PTSD nor PTSD o High differential attrition (16%)
RCT symptoms symptom severity differed between .
vs. control groups e Completers analysis only
Targeted MVA
Holmes et al., Civilians
2007 Interpersonal Neither incidence of PTSD nor PTSD « High overall (36%) and differential attrition
RCT Maior phvsical counseling vs. treatment | symptom severity differed between (25%)
traljj m; Y as usual groups. e No ITT reported
Universal
Jotzo et al., 2005'® | Civilian ?érsuscigunri?i:ii:gle-
Prospective cohort mothers o No baseline PTSD data collected

study

Universal

Premature birth
of child

intervention combined

with additional

psychological aid vs.

standard care

The crisis intervention was associated
with lower PTSD symptom severity.

Information about attrition, ITT, blinding, or
confounding largely unavailable

Kenardy et al.,
2008'%

RCT

Universal

Civilian parents
of injured
children

Pediatric
accidental
traumatic injury

Psychoeducational

information booklet vs.

no intervention

Psychoeducation was associated with
less PTSD symptom severity in a
“completers analysis,” but ITT results
found no difference between groups.

Inadequate randomization
High overall attrition (36%)
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Table 7. Summary of studies rated high risk of bias (continued)

Author, Year,
Study Design,
Prevention Type

Population,
Trauma Type

Comparison

Summary of Results

Reason for Rating of High Risk of Bias

Krauseneck et al.,
2010’

Prospective cohort
study

Universal

Civilian medical
patients

Cardiac surgery
(i.e., coronary
artery bypass
grafting [CABG]
or cardiac valve
replacement)

Beta-blocker
(metoprolol) vs. placebo

Women in the metoprolol group had
fewer traumatic memories and less
PTSD symptom severity than women
in the placebo group but these
outcomes did not differ among men.

High risk of confounding due to lack of
measurement or adjustment for the following
potential confounders:

0 Beta-blockers administered
postoperatively in Germany "according
to a standard protocol", which is not
described

o0 Potentially important clinical reasons for
not giving beta-blockers to some
patients, such as preoperative
characteristics or postoperative course,
that could indicate illness severity after
surgery

0 Unclear how potential confounders
related to risk of PTSD symptoms

Peres et al., 2011'%
Prospective cohort
study

Targeted

Police officers
with partial/sub-
threshold PTSD

Combat
(gunfire attack),
witnessing
fellow officers
dying

Exposure-based
therapy and cognitive
restructuring vs. waitlist

The intervention was associated with
less PTSD symptom severity, but it
was not reported whether between-
group outcomes were statistically
different.

Not randomized

Attrition and number of subjects included in
analysis NR

Impossible to determine similarity of original
groups

Unclear how statistical analyses conducted

Peris et al., 2011'%

Retrospective
cohort study

Universal

Civilian medical
patients

Severe and/or
critical injuries

ICU-based
psychological
interventions (i.e.,
educational, counseling,
stress management,
psychological support
and coping strategies)
vs. standard care

The intervention was associated with
lower incidence of PTSD and less
PTSD symptom severity.

No randomization

High overall (44%) and differential (16%)
attrition

Study groups evaluated at two different time
periods

Outcome assessment not blinded
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Table 7. Summary of studies rated high risk of bias (continued)

Author, Year,

Study Design, Tﬁgﬁ)r‘#gt':'c;g'e Comparison Summary of Results Reason for Rating of High Risk of Bias
Prevention Type
Civilians

Pitman et al., 2002

presenting to
the emergency

Neither PTSD symptom severity nor
incidence of PTSD differed between

High overall (41%) and differential (15%)

RCT department Propranolol vs. placebo groups, although fewer patlents in the atttrion in small sample
propranolol group experienced « “Completers analvsis” onl
Universal Traumatic physiologic responses following P y y
events imagery of the traumatic event.
(unspecified)
¢ Inadequate randomization
. e Outcome assessment not blinded
Resnick et al., Differences in PTSD symptom severit Difficult t diff tial attriti
199910 Civilian women | Psychoeducational ymp y | © Difficultto assess diirerential attrition
RCT video plus usual care between groups were not reported, because the number of participants in each
and whether PTSD outcomes were arm completing assesments varied by
Sexual assault vs. usual care alone di | . -
Universal compared is not clear. assessment and time point

Noncomparability of assessment schedules
for one of the conditions

Richards, 2001
NRCT

Universal

Civilians
working in a
major UK
financial
services
company

Armed
robberies

CISD integrated within
CISM vs. CISD alone

CISD integrated within CISM was
associated with lower PTSD symptom
severity.

High overall attrition (50%)

Unclear whether control group was
concurrent
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Table 7. Summary of studies rated high risk of bias (continued)

Author, Year,

Study Design, Tﬁgﬁ)r‘#gt':'c;g'e Comparison Summary of Results Reason for Rating of High Risk of Bias
Prevention Type
Civilians

Rothbaum et al.,
20082

Prospective cohort

study

Universal

presenting to
the emergency
department

Mixed (MVA,
physical
assault,
interpersonal
violence,
pedestrian
accident, other
accident, or
other
unspecified
trauma)

Imaginal exposure
therapy vs. assessment
only

PTSD symptom severity did not differ
between groups.

Nonrandomized study with small sample size
(n=10)
0 Possible statistically significant

between-group differences at baseline
(e.g., age, sex)

High overall attrition (20%)

“Completers analysis” only

No attempts to adjust for potential

confounding from participants’ trauma

histories and whether previous traumas from

adulthood or childhood

Participants not screened for ASD or PTSD

at baseline when eligibility assessed

Schelling et al.,
2004

RCT

Universal

Civilian medical
patients with
high risk for
pronounced
inflammatory
reactions after
surgery

Cardiac surgery

Stress doses of
hydrocortisone vs.
standard postoperative
care

Hydrocortisone was associated with
less PTSD symptom severity, but the
frequency of traumatic memories did
not differ between groups.

High overall attrition (47 %)
“Completers analysis” only

Schelling et al.,
2001

RCT

Universal

Civilian medical
patients

Septic shock

Stress doses of
hydrocortisone vs.
standard postoperative
care

Incidence of PTSD was lower in the
hydrocortisone group, but frequency of
traumatic memories did not differ
between groups.

High overall attrition (50%)
Unclear if participants blinded in intital study
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Table 7. Summary of studies rated high risk of bias (continued)

Author, Year,
Study Design,
Prevention Type

Population,
Trauma Type

Comparison

Summary of Results

Reason for Rating of High Risk of Bias

Stein et al., 2007¥
RCT

Universal

Civilian medical
patients

Severe physical
injuries
requiring
specialized
emergency
care

Propranolol (beta-
blocker) vs. gabapentin
(anticonvulsant) vs.
placebo

Neither PTSD symptom severity nor
incidence of PTSD differed between
groups.

o [TT likely not conducted
¢ No reporting of important baseline

characteristics by treatment group or
between-group comparisons

PCL-C outcomes not reported except in line
graph

Civilian medical

Short-term inpatient
psychotherapy (using

patients "
cognitive, exposure-
. based, SC, and
Tecic etal., 20115 | Mixed (MVA, relaxation elements) vs. . . .
bicycle . - L . High overall (44%) and differential (22%)
RCT . long-term inpatient and PTSD symptom severity did not differ .
accident, - attrition
. pedestrian outpatient between groups. Unclear whether ITT used
Universal accident psychotherapy (same
collapse’ as short-term plus
assault bther outpatient therapy
trauma)’ focused on coping with
daily life after discharge)
Civilian
emergency Attrition data NR and unclear how attrition
Vaiva et al., 2003"° | department Propranolol (beta- handled in the analysis
Prospective cohort patients P The propranolol group had lower No baseline data collected about PTSD

study

Targeted

presenting with
tachycardia

MVA or
physical assault

blocker) plus standard
treatment vs. standard
treatment alone

PTSD symptom severity and incidence
of PTSD.

symptoms

Risk of selection bias due to participant self-
selection into treatment groups, which is not
addressed in analysis
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Table 7. Summary of studies rated high risk of bias (continued)

Author, Year,

Study Design, Tﬁgﬁ)r‘#gt':'c;g'e Comparison Summary of Results Reason for Rating of High Risk of Bias
Prevention Type
Attrition rates and method of handling
Vijayakumar and dropouts NR
Kumar, 2008 Civilians PTSD measure piloted for this study, but no

Prospective cohort
study

Universal

Natural disaster
(tsunami)

Mental health support
VS. No intervention

Mental health support was associated
with lower PTSD symptom severity.

validity data provided

Only one statistically significant baseline
difference (illiteracy) taken into account in
statistical analysis

Outcome assessors not blinded

Zohar et al., 2011
RCT

Targeted

Patients with
threshold or
subthreshold
ASD symptoms

Work accident,
MVA, or snake
bite

Hydrocortisone vs.
placebo

The hydrocortisone group was less
likely to develop PTSD than patients
receiving placebo.

High overall (32%) and differential (20%)
attrition

Only p values for between-group CAPS score
differences reported

Outcomes displayed in bar graphs, but mean
scores and measures of variance not
reported

ASD = acute stress disorder; BPM = beats per minute; CABG = coronary artery bypass grafting; CAPS = Clinician Administered PTSD Scale; CBT = cognitive behavioral

therapy; CISD = critical incident stress debriefing; CISM = critical incident stress management; COPD = chronic obstructive pulmonary disease; DSM = Diagnostic and Statistical

Manual of Mental Disorders; EMDR = eye movement desensitization and reprocessing therapy; ICU = intensive care unit; ITT = intent-to-treat analysis; MSI = Memory
Structuring Intervention; MVVA = motor vehicle accident(s); NR = not reported; PCL-C = Posttraumatic Stress Disorder Checklist-Civilian Version; PE = prolonged exposure
therapy; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SC = supportive counseling; UK = United Kingdom; UN = United Nations; U.S. = United

States
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The majority of included studies focused on psychological and pharmacological
interve ntions. Only one study evaluated an emerging intervention.™° For most pharmacological
and emerging interventions reliable evidence was lacking. Table 8 presents the number of studies
for each included intervention.

Populations enrolled in the available studies were exposed to primarily “civilian” types of

trauma (e.g., domestic violence or abuse, accidents, natural events) and only secondarily

“military” trauma. The majority of studies were funded by government agencies in the United
States and other countries, including Australia, Israel, Switzerland, and the United Kingdom,
followed by private-sector sponsors such as foundations. Only two studies were supported by

academic funding

120,121

and only one by funding from a pharmaceutical company.

122

Table 8. Number of low and medium risk-of-bias studies for each eligible intervention

Studies on
Intervention . Studies on Studies on Impapt of Studies on
Type Intervention Efficacy Comp.aratlve ijmg, Risk of
Effectiveness | Intensity, and Harms
Dosing

Cognitive behavioral therapy 1 3 0 0
Cognitive processing therapy 0 0 0 0
Coping skills therapy (including 0 0 0 0
stress inoculation therapy)
Cognitive therapy (including > > 0 0
cognitive restructuring therapy)
Debriefing interventions (including
critical incident stress debriefing 2 2 1 1
and critical incident stress
management)
Exposure-based therapies

_ (including imaginal and in vivo 3 > 0 0

Psychological exposure, as well as prolonged
Interventions exposure)

Eye movement desensitization and 0 0 0 0
reprocessing
Interpersonal therapy 0 0 0 0
Psychoeducation 2 1 0 0
Psychological first aid 0 0 0 0
Other clearly defined psychological
interventions (self-help materials)® 1 0 0 0
Other clearly defined psychological
interventions (supportive 3 3 0 0
counseling)b
Other clearly defined psychological 0 1 0 0

interventions (Battlemind training)®
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Table 8. Number of low and medium risk-of-bias studies for each eligible intervention (continued)

Studies on
Intervention _ Studies on Studies on Impact of Stut_jies on
Type Intervention Efficacy Comp_aratlve Tlrr_ung, Risk of
Effectiveness | Intensity, and Harms
Dosing

Alpha blockers 0 0 0 0
Anticonvulsants 0 0 0 0
Benzodiazepines® 0 0 1 1
Beta blockers 0 0 0 0
Monoamine oxidase inhibitors 0 0 0 0
Narcotics 0 0 1 1
Nonbenzodiazepine 0 0 0 0
sedatives/hypnotics

Pharmacological Opioid antagonists . 0 0 0 0

Interventions Other second-generation 0 0 0 0
antidepressants
Second-generation (atypical) 0 0 0 0
antipsychotics
Selective serotonin reuptake 1 1 0 0
inhibitors
Serotonin and norepinephrine 0 0 0 0
reuptake inhibitors
Steroids 1 0 0 0
Tricyclic antidepressants 0 0 0 0
Complementary and alternative

Emerging medicine approaches

Interventions New models of health care delivery 1 0 0 0

(collaborative care)

®0One study evaluated the efficacy of a self-help booklet on PTSD outcomes following a new breast cancer diagnosis. Although
self-help materials are not listed in Table 3, this intervention is being included as an eligible psychological intervention.

PThree studies evaluated the efficacy, and another three evaluated the comparative effectiveness of supportive counseling
interventions on PTSD outcomes following birth-related trauma or mixed trauma, respectively. Although supportive counseling
is not listed in Table 3, it is being included as an eligible psychological intervention.
“One study evaluated the comparative effectiveness of Battlemind training on PTSD outcomes following military deployment.
Although Battlemind training is not listed in Table 3, it is being included as an eligible psychological intervention.
One study evaluated the impact of sedation depth achieved by midazolam plus morphine infusion on PTSD outcomes following
critical illness. Although midazolam is not listed in Table 3, it is being included as an eligible benzodiazepine.

KQ 1: Efficacy and Comparative Effectiveness of
Interventions To Prevent PTSD

Description of Included Studies

Overall, 52 studies met eligibility criteria for KQ 1.27475183:97.99-114116-133 3¢ thage 35 were

rated as high risk of bias,

27,47,51,83-88,90,92-97,99-114,116-118,122

and we did not include them in the main

analyses reported below. Of 13 studies that identified one or more funding sources, 10 had

government funding,89%119122123.125127129.131 5 haq sypport from a private foundation or

and 1 had pharmaceutical industry funding.*?? Four trials did not specify a
124,126,132,133

grant,
funding source.

120-122,127,130
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Efficacy of Psychological, Pharmacological, and Emerging
Interventions

Description of Included Studies

Thirteen studies addressed efficacy.**121%127133 Of these, 11 involved psychological
interve ntions—cognitive behavioral therapy (CBT), CBT combined with hypnosis, cognitive
therapy (CT), debriefing, prolonged exposure therapy (PE), psychoeducation, self-help, and
supportive counseling (SC). One study involved a stepped collaborative care intervention that
incorporated care management, evidence-based pharmacotherapy and CBT components.**°
These studies were conducted in***'2>1%123 and outside the United States.*?*123127129-131 Thay,
included a variety of populations such as victims of crime, motor vehicle accidents (MVAS),
other types of accidents, intimate partner violence, sexual assault, and terrorist attacks; critically
ill patients; and mothers experiencing traumatic childbirth or caring for a critically ill child. Two
trials involved pharmacologic interventions. One studied stress doses of hydrocortisone in high-
risk patients undergoing cardiac surgery*** and one compared escitalopram with either CT, PE,
placebo, or waitlist.'*?

Key Points: Efficacy

e Collaborative care is effective at reducing the severity of PTSD symptoms for civilian
victims of injuries requiring inpatient surgical admission at 6-month, 9-month, and 12-
month followup (low SOE).

e Debriefing is not effective in reducing either the incidence of PTSD or the severity of
PTSD or depressive symptoms in civilian victims of crime, assault, or accident trauma at
6-month followup (low SOE).

e Evidence was insufficient for interventions to prevent the incidence of PTSD in the
following cases:

o CBT for civilian victims of MVAs, falls, assaults, and work-related trauma
admitted to the intensive care unit

o CT for hospitalized survivors of MVAs and terrorist attacks and for victims of
nonsexual assault or MVVAs

o0 Debriefing for victims of crime, assault, or accident trauma at 2-week, 6-week,
and 11-month followup

o0 PE for hospitalized survivors of MVAs and terrorist attacks, for victims of
nonsexual assault or MVVAs, and for survivors of various trauma types including
rape

0 Psychoeducation for victims of violent crime

o Self-help for women recently diagnosed with breast cancer

0 SC for mothers who recently experienced traumatic childbirth, underwent and
emergency cesarean section, or were caring for their critically ill child

0 Hydrocortisone in high-risk patients undergoing cardiac surgery

o Collaborative care for civilian victims of injuries requiring inpatient surgical
admission at 12-month fol lowup

e Evidence was insufficient for interventions to reduce the severity of PTSD symptoms in
all of the cases described in the previous Key Point, as well as the following:
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o Collaborative care for civilian victims of injuries requiring inpatient surgical

admission at 1-month and 3-month followup
e Evidence was insufficient for interventions to reduce the severity of related psychological
symptoms in the following cases:

o0 CBT for reducing symptoms of anxiety or depression in victims of MVAs, falls,
assaults, and work-related trauma admitted to the ICU

o CT for reducing symptoms of anxiety or depression in hospitalized survivors of
MVAs and terrorist attacks and for victims of nonsexual assault or MVAs

0 Debriefing for reducing symptoms of anxiety or depression in victims of crime,
assault, or accident trauma

0 PE for reducing symptoms of anxiety or depression at the end of treatment in
victims of nonsexual assault or MVAs

0 Psychoeducation for reducing symptoms of depression in victims of violent crime

o Self-help for reducing symptoms of anxiety or depression in women recently
diagnosed with breast cancer

0 SC for reducing symptoms of anxiety or depression in mothers who recently
experienced traumatic childbirth, underwent an emergency cesarean section, or
were caring for their critically ill child

o0 Collaborative care for reducing symptoms of depression, alcohol use, or
functional impairment in civilian victims of injuries requiring inpatient surgical
admission

Detailed Synthesis: Psychological Interventions

Table 9 summarizes the evidence about psychological interventions for two main outcomes:
preventing PTSD (incidence of PTSD) and reducing PTSD symptom severity; it also lists the
SOE grade for each intervention and outcome.

Table 9. Findings and strength of evidence for the efficacy of psychological interventions to
prevent PTSD and reduce PTSD symptom severity

Intervention, a b
Population Outcome Results SOE

CBT significantly less than control at 6- and 12-month

Incidence of followup (CAPS: 9% vs. 55%; 21 vs. 58%, p<0.05); 1 trial Insufficient

Cognitive behavioral | PTSD

o (N=46)

mgggi’;imgan‘ CBT significantly less than control at 6-month (CAPS:

types’?’ PTSD symptom | 31.95vs. 52.45, p<0.05) and 12-month (CAPS: 25.26 vs. Insufficient
severity 52.50, ES (95% CI) = 1.11 (0.34 to 1.88), p<0.05) followup;

1 trial (N=46)

Incidence of CT significantly less than control at 5-month followup -
PTSD (CAPS: 20.0% vs. 58.7%, p=0.002);'% 1 trial (n=133) Insufficient

Cognitive therapy, CT not significantly different than control at the end of

Civilian, mixed treatment (CAPS-2: 43.0 vs. 55.9, p=NR);'® 1 trial (n=60)

trauma types 212 PTSD symptom Insufficient

severit
y CT significantly less than control at 5-month followup

(CAPS total: 29.5 vs. 50.6, p=NR);'? 1 trial (n=133)
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Table 9. Findings and strength of evidence for the efficacy of psychological interventions to
prevent PTSD and reduce PTSD symptom severity (continued)

Intervention,

b

Population Outcome® Results SOE
Incidence of Debrielgilng not si%qificantly different than control at 2-
PTSD week, 1296-week, or 6-mon§211(PS_S-SR: 23% vs. 26%, Low
p=NR)™” followup,” data NR;™" 2 trials (n=341)
Debriefing not significantly differentctq%n control at 6-month
Debriefing, Civilian (IES: 19.7 vs. 23.3, p=NR) followup~;""" 1 trial (n=105)
mixedlztgr%lfma
types™ PTSD symptom | Debriefing not significantly different than control at 2-week, | | ow
severity 6-week, or 6-month followup, respectively (SI-PTSD:
emotional debriefing, 18.1, 14.4, 10.2; educational
debriefing, 16.2, 11.9, 9.3; No debriefing, 15.9, 10.5, 9.6,
overall between-groups p=0.33);** 1 trial (N=236)
PE significantly less than control at the end of treatment
(CAPS-2: 33% vs. 77%, p<0.001);** 1 trial (n=60)
Exposure-based
mi’sgltﬁh%:han, Incidence of PE not significantly different than CO”“%'&E 4-week Insufficient
typeslzz,lZB,lZB PTSD followup (PSS-I: 41% vs. 51%, p=0.60) ;" 1 trial (N=137)
PE significantly less than control at 5-month followup
(CAPS: 21.6% vs. 57.1%, p<0.003);*%? 1 trial (n=156)
Psychoeducation not significantly different than control at
1-month followup (PCL > 3: 46% vs. 51%, p=0.83);*** 1 trial
Psychoeducation, . (n=79)
Civilian crime # and :Qf_ggnce of Insufficient
injury™? victims Psychoeducation not significantly different than control at
6-month followup® (PSS-SR: 11% vs. 26%, p=NR);**° 1 trial
(n=103)
Self-help materials, Significantly greater reduction for SHB than control at 3-
Women newly PTSD symptom | month followup (PSDS-SR, Cohen’s d = -0.59 vs. -0.16, Insufficient
diagnosed with severity p=0.01) but not at 6-month followup (d = -0.47 vs. -0.13,
breast cancer'® p=NR); 1 trial (N=49)
SC not significantly different than control at 4 to 6 weeks
. postpartum [MINI-PTSD: 34% vs. 30%, RR (95% Cl)=1.15 .-
:!:.?g;nce of (0.66 to 2.02), p=NS] or at 3 months postpartum [MINI- Insufficient
Supportive PTSD 6% vs. 17%, RR (95% C1)=0.35 (0.10 to 1.23),
counseling, Women, p=NS];'* 1 trial (N=103)
mixed trauma SC not significantly different than control at 6 months (IES
types 2125130 difference:-3.5, p=NS);*® 1 trial (N=162)
PTSD symptom Insufficient

severity

SC significantly less than control at 12 months (PHSI-P
difference: -2.0, p<0.05);'% 1 trial (N=174)

CAPS = Clinician Administered PTSD Scale; CBT = cognitive behavioral therapy; CT = cognitive therapy; ES = effect size;

IES = Impact of Event Scale; MINI-PTSD = Mini-International Neuropsychiatric Interview Post-Traumatic Stress Disorder;

N = entire sample; n = subset of sample; NR = not reported; NS = not significant; PCL = Posttraumatic Stress Disorder Checklist;
PE = prolonged exposure therapy; PHSI-P = Post-Hospitalization Stress Index for Parent; PSDS-SR = Posttraumatic Stress
Diagnostic Scale-Self Report; PSS-1I=PTSD Symptom Scale-Interview Version; PSS-SR = Post-traumatic Stress Disorder Scale-

Self Report version; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; RR = relative risk;

SC = supportive counseling; SHB = self-help booklet; SI-PTSD = Structured Interview for PTSD; SOE = strength of evidence
4f the CAPS or CAPS-2 was the primary outcome measure, it is the only measure of PTSD symptom severity reported here.
Additional outcome measures of PTSD symptom severity are reported in the subsection of the text for each intervention.

PFor more detailed information about the rationale for SOE grading, please refer to Appendix G.

“Because of very high overall attrition (i.e., greater than 40% at 11-month followup) in this study of debriefing and
we considered all outcomes collected at that time point as having a high risk of bias and therefore do not

psychoeducation,*

report them here or in Appendix G.
9Due to high overall attrition (i.e., greater than 40% at 12-week followup) in this study of exposure-based therapy,*?® we
considered all of its outcomes collected at that time point as having a high risk of bias and therefore do not report them here.
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Cognitive Behavioral Therapy

Overall, one study comparing CBT with usual care met our inclusion criteria (Table 10);

127

four studies otherwise meeting inclusion criteria were omitted from our main data synthesis for
high risk of bias.?*%9"1%12" The remaining gove rnment-funded study was conducted in
Australia with male and female civilian trauma victims who sustained an injury severe enough to
warrant hospitalization of greater than 24 hours (Table 10); subjects were excluded if they had a
moderate to severe brain injury.’ The investigators compared CBT (n=24) with usual care
(n=22). The primary outcome measure was the Clinician Administered PTSD Scale (CAPS).
Follow-up assessments were obtained at 6 and 12 months after treatment ended.

Table 10. Characteristics of included cognitive behavioral therapy trials

Study and Mean
Risk of . Treatment . Primary Outcome| Age and
> Study Design, Duration Population and Percentage
Blas,. Intervention (n) | (Followup Trauma Type Mea§ure and Age Female
Prevention Duration) Baseline Score Range
Type (Years)
O‘Donnel||27et Civilian mlxed
al., 2012 Unblinded Four to 10 (Trqnsportatlon
RCT, sessions of accidents, falls, CAP.S total score, 35 92 39.1°
Medium CBT (24) 90 minutes assaults, w_ork- CB_T' 56.61 (range NR)
uc (22) (12 months) related accidents, UC: 60.73
other forms of
Targeted traumatic injury)

CAPS = Clinician Administered PTSD Scale; CBT = cognitive behavioral therapy; n = subset of sample; NR = not reported,;
RCT = randomized controlled trial; UC = usual care
# Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

Compared with patients receiving usual care, patients receiving CBT had a significantly
lower prevalence of PTSD at both 6- and 12-month followup (Table 9). The CBT group also had
significantly less severe PTSD symptoms as measured by the CAPS mean total score at both 6
and 12 months. Compared with usual care, the CBT group reported significantly lower
symptoms of anxiety on the Hospital Anxiety and Depression Scale (HADS-A) at 6 (6.38 vs.
11.87, p<0.05) and 12 months (7.84 vs. 11.0, p<0.05), as well as significantly lower symptoms of
depression on the Beck Depression Index (BDI) at both followup points (12.24 vs. 31.20 and
13.95 vs. 29.00, p<0.05). At 6 months, the incidence of a major depressive episode was similar
for the usual care and CBT groups (respectively, 9% vs. 4%, p=NS); however, at 12 months,
more subjects in the usual care group met criteria for a major depressive episode than those in
the CBT group (50% vs. 11%, p<0.05). At 6 and 12 months, the groups did not differ
significantly with respect to the prevalence of anxiety disorders.

Cognitive Therapy

Table 11 summarizes the characteristics of the two CT studies meeting our inclusion
criteria.’”*? They enrolled civilian mixed trauma samples of adults recruited from either an
Australian “traumatic stress clinic” (n=60)'* or an Israeli hospital emergency department
(n=133).1%2 Both compared CT with a waitlist group. For both studies, individuals that conducted
clinical assessments were blinded to treatment condition, but the subjects were not blinded with
respect to treatment group. Both studies included men and women ranging in age from 18 to 70
years. The primary outcome measure was the CAPS'# or the CAPS-2.'% Follow-up assessments
were conducted at 5'% and 6 months.*?® In one of these studies,'?* the waitlist group received PE
after 5-month followup, and we do not report this group’s 9-month outcomes in the report
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because the timing of the delayed intervention does not meet our eligibility criteria (see Table 3
inthe Inclusion and Exclusion Criteria section). Both studies received gove rnment funding; one
also received funding from a pharmaceutical company and a private foundation.'? One study

used ITT analysis,
percent of the randomized sample.

123

122

Table 11. Characteristics of included cognitive therapy trials

and the other performed a “completer analysis” based on approximately 85

Study Treatment Mean
and Risk of | Study design, Duration Population | Primary Outcome | Age and Percentage
Bias, Intervention and Trauma Measure and Age 9
. (Followup . Female
Prevention (n) Duration) Type Baseline Score Range
Type (Years)
Bryarl];?,et al., Civilian mixed
2008 aosustg:?oers Five weekly 90- gmxrﬁsa " other CAPS-2 total a
bliinded RCT minute individual h sica{I score, NR 57.8
Low CT (30) '’ |sessions (6 gs)s/ault and CT: 66.8
WL (30) months) “other WL: 63.6
Targeted accident”)
Shak?;/2 etal.,
2011 Outcome Civilian mixed
12 weekly 90- -
Sls'sgsgoFrQSCT minute indMdual (-It—terrErIS:VIVAS E¢P781t3;3a| seore NR 52.1
Medium inde ' |sessions (5 atacks, ’ o '
CT (40) months)b work or other |WL: 71.66
g WL (93) accidents)
Targete

CAPS = Clinician Administered PTSD Scale; CAPS-2 = Clinician Administered PTSD Scale-2; CT = cognitive therapy; MVA =
motor vehicle accident; n = subset of sample; NR = not reported; RCT = randomized controlled trial; WL = waitlist

®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

®The WL group received PE after 5-month followup and was no longer an inactive comparison group. Because the timing of the
delayed intervention does not meet our eligibility criteria, we do not report its outcomes at 9-month followup in the report.

One trial reported a significant difference in PTSD incidence between CT and waitlist groups
at 5 months*? (Table 9). The studies also reported different findings for PTSD symptom severity
outcomes. One study found no significant differences between the CT and waitlist groups,*?®
whereas the other study reported that CT was associated with lower PTSD symptom severity at 5
months.*?? Only one of the two studies measured symptoms of anxiety and depression, reporting
no significant differences between the CT and waitlist groups in anxiety (BAI, 23.4 vs. 19.6) or
depression (BDI-2 18.9 vs. 21.9) scores at the end of treatment.*?

Coping Skills Therapy

One study otherwise meeting our eligibility criteria reported on the effectiveness of coping
skills or stress inoculation therapy but was omitted from our main data synthesis for high risk of
bias.®

Debriefing Interventions

Two studies met our eligibility criteria for a debriefing intervention.*?***! Five studies
otherwise meeting eligibility criteria were omitted from our main data synthesis for high risk of
bias.3*# 939193 Taple 12 summarizes the characteristics of the two included studies, which we
rated as low™" or medium risk of bias.'?
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Table 12. Characteristics of included debriefing trials
Study and Risk Treatment Population Primary Mean Age
of Bias, Study design, Duration p Outcome and Age | Percentage
. : and Trauma
Prevention Intervention (n) (Followup Tvoe Measure and Range Female
Type Duration) P Baseline Score | (Years)

Rose etal., Unblinded RCT, Civilian crime
1999 e e PSS,

Debriefing + One, 1-hour victims (Actual Debriefing +

psycho-education |individual or threatened 9+ .

. - . psychoeducation: |35 (18-76) (24.8
Medium (54) session (6 physical or 16.8
a . .

Asslsessment only |months) Eexual ats?]ault, Assessment: 15.6
Universal (51) ag snatch)
Sijbrandij et al., ; SI-PTSD,
500613 Unblu_qded RCT, Emotional

Emotional One, 45- to 60- debriefina: 19.9

debriefing (76) minute individual |Civilian assault Educatio%al ' 40.4° NR
Low Educational session (6 or accident P (range NR)

L debriefing: 19.9

debriefing (79) months) No debriefing:

Universal No debriefing (81) 17.7

n = subset of sample; NR = not reported; PSS = Post-traumatic Symptom Scale; RCT = randomized controlled trial;
SI-PTSD = Structured Interview for PTSD
®Because of very high overall attrition (i.e., greater than 40% at 11-month followup) in this study of debriefing and

psychoeducation,*® we considered all outcomes collected at that time point as having a high risk of bias and therefore do not
report them here or in Appendix G.
PData not directly provided by the study authors. Data provided here are calculated by authors of this report.

Both government-funded studies were conducted with civilian trauma samples and employed
debriefing based on Mitchell’s Critical Incident Stress Debriefing protocol (CISD). One study

compared two forms of CISD (“emotional debriefing” [n=76] and “educational debriefing”
[n=79]) with a no-debriefing control group (n=81):*** the other study compared CISD plus
education (n= 54) with assessment only (n=51).*?° The “emotional debriefing” intervention
consisted of CISD minus the educational component, and the “educational debriefing”
intervention consisted of CISD minus the emotional component. Timing of the debriefing ranged
from 9 to 31 days*?° or 11 to 19 days*** post-trauma. The subjects and treatment providers were
not blinded with respect to treatment group assignment. Subjects were excluded if they had been
assaulted by a member of their household™?® or if they had already received a debriefing session
since the trauma.™! The primary outcome measures were the Post-traumatic Symptom Scale®
and the Structured Interview for PTSD.™" Follow-up assessments were conducted at 2 weeks, 6
weeks, and 6 months in one study**! and at 6 months after the debriefing in the other.*?® Because
of very high overall attrition (i.e., greater than 40% at 11-month fol lowup) in one of the
studies,® we considered all of its outcomes collected at that time point as having a high risk of
bias and therefore do not report them here.

The debriefing intervention and the inactive comparator did not differ significantly in the
number of participants meeting criteria for PTSD or in reducing PTSD symptom severity at 6-
month fol lowup'®*3! (Table 9). Both studies reported that groups did not differ significantly in
severity of anxiety and depressive symptoms at followup. The mean BDI score did not differ
significantly between the debriefing and assessment groups at 6-month followup (12.1 vs. 13.9,
p=NR).**° Similarly, at 6-month followup, the mean HADS-Depression score and the change in
HADS-Depression score did not differ significantly (p=0.23) in the groups that received
emotional debriefing (3.8, -1.6), educational debriefing (3.2, -1.5), or no debriefing (3.2, -1.4).3!
The emotional debriefing, educational debriefing, and no debriefing groups also did not differ
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significantly (p=0.96) in HADS-Anxiety score (5.0, 4.4, 4.6) or change in HADS-Anxiety score
131

from pretreatment (-2.4, -2.2, -2.1) at 6-month fol lowup.
One study reported no differences between groups on perceived helpfulness of the

intervention at 6 months (p>0.10).

129

Exposure-Based Therapies

Three studies met our inclusion criteria for exposure-based interventions; #2312 two studies
otherwise meeting our eligibility criteria were omitted from our main data synthesis for high risk

of bias.®!* Table 13 summarizes the characteristics of the three studies meeting our inclusion

criteria.

122,123,128

Table 13. Characteristics of included exposure-based trials

Study and Studv Desian Treatment Pooulation Primary Mean Age
Risk of Bias, Inte?'/ventic?n’ Duration anderau ma Outcome and Age | Percentage
Prevention ) (Followup Tvpe Measure and Range Female
Type Duration) P Baseline Score| (Years)
Bryant et al., Civili ;
193 ivilian mixed
2008 gsustgggnois Five weekly 90- |(MVA, other |[CAPS-2 total b
biinded RCT. | Minute individual |trauma, score, NR 57.8
Low PE? (30) ' [sessions physical PE: 70.6
WL (30) (6 months) assault,and [WL: 63.6
Targeted other accident)
Rothbaum et al., |outcome Civilian mixed
2012 assessors Three 60-minute |(Sexual
blinded RCT, |individual assault, pss. 315" o5
Medium PE (69) sessions nonsexual (range NR)
Assessment  |(12 weeks)® assault, MVA,
Universal only (68) other)
Shalev et al.,
2012'% Outcome Civilian mixed
assessors | L e i |Teronst |l o
. blinded RCT, . attacks, MVAs, o) NR 52
Medium PE (63) sessions work or other PE: 73.59
e .
WL (93) (5 months) accidents) WL: 71.66
Targeted

CAPS/CAPS-2 = Clinician Administered PTSD Scale/Clinician Administered PTSD Scale-2; MVA = motor vehicle accident;

n = subset of sample; NR = not reported; PDS = Posttraumatic Stress Diagnostic Scale; PE = prolonged exposure therapy;
PSS-1 = PTSD Symptom Scale-Interview version; RCT = randomized controlled trial; WL = waitlist
4Imaginal and/or in vivo exposure.

®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

“Because of high overall attrition (i.e., greater than 30% at 12-week followup) in this study of exposure-based therapy,*® we
considered all of its outcomes collected at that time point as having a high risk of bias and therefore do not report them here or in
Appendix G.

9pSS-| assessed at 4- and 12-week followup only; mean baseline PDS score was 18.9 in both groups.

*The WL group received PE after 5-month followup and was no longer an inactive comparison group. Because the timing of the
delayed intervention does not meet our eligibility criteria, we do not report its outcomes at 9-month followup in the report.

122,123

All three studies compared PE with an inactive comparator of either a waitlist (WL) or

assessment only*? in civilian mixed trauma samples. Additional details about two of these
studies'®**?® are provided in the previous section on Cognitive Therapy. The third study*® was
conducted in the United States and assessed individuals ages 18 to 65 who presented to a Level |
Trauma Center in a public hospital within 72 hours of experiencing a traumatic event. A total of
162 individuals were randomized to PE (30,"%% 69,'% and 63'%) and 191 individuals were

randomized to the inactive condition (30, 68,"%® and 93'%). Because of high overall attrition
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(i.e., greater than 30% at 12-week followup) in one study of expos ure-based therapy,? we
considered all of its outcomes collected at that time point as having a high risk of bias and
therefore do not report them here. In addition, the waitlist group in another study received PE
after 5-month followup, and we do not report this group’s 9-month outcomes in the report
because the timing of the delayed intervention does not meet our eligibility criteria (see Table 3
in the Inclusion and Exclusion Criteria section).'??

The prevalence of PTSD was significantly lower in groups receiving PE compared with WL
or assessment only at the end of treatment* and at 5-month *2? followup, but not at 4-week'®
followup (Table 9). PTSD symptom severity was significantly lower in PE compared with WL
or assessment only at the end of treatment*?® and at 4-week, *® and 5-month'?? followup (Table
9).

Compared with assessment only or WL, PE was associated with significantly lower
symptoms of depression at 4 weeks (BDI-I1, 15.4 vs. 21.4, p<0.05'?%) and at the end of treatment
(BDI-2, 21.9 vs. 12.1, p=0.003).'% PE was also associated with significantly lower symptoms of
anxiety (BAI, 19.6 vs. 13.4, p=0.004) at the end of treatment.*?

Psychoeducation

Two studies met our eligibility criteria for psychoeducation, while one study otherwise
meeting eligibility criteria was rated high risk of bias and omitted from our main data
synthesis.'® Of the included studies (Table 14), one was conducted in the UK with civilian crime
victims,™? and the other in the United States with civilians presenting to a trauma center with
injuries requiring surgical intervention.** Subjects were excluded if they had been assaulted by a
member of their household*?® or if they were in criminal custody.**® Subjects and treatment
providers were not blinded with respect to treatment group assignment. The primary outcome
measures were the PSS-SR and the PCL. Because of very high overall attrition (i.e., greater than
40% at 11-month followup) in one of the studies, we considered all of its outcomes collected at
that time point as having a high risk of bias and therefore do not report them here.*?°

The incidence of PTSD did not di ffer significantly between the psychoeducation and control
groups at 1-month™2 or at 6-month*® followup (Table 9). The psychoeducation and control
groups did not differ significantly in PTSD symptom severity at 1-month* or 6-month
followup.'® There was no statistically significant difference between the psychoeducation group
and the assessment-only group in severity of symptoms of depression at either follow-up point
(BDI at 6 months, 9.8 vs. 13.9, p>0.10)."° There was no difference in perceived helpfulness of
the psychoeducation intervention compared with assessment only, p>0.10).**°

129,133
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Table 14. Characteristics of included psychoeducation trials

Study and Treatment Population Primary Outcome Mean Age
Risk of Bias, | Study Design, Duration anderau ma Meagure and and Age |Percentage
Prevention | Intervention (n) (Followup Tvpe Baseline Score Range Female
Type Duration) P (Years)
moses 2 Unblinded RCT, Chlian crime
Psychoeducation [One 1-hour victims (Actual | PSS-SR, .
S . or threatened |Psychoeducation:
Medium (52) individual session hvsical or 16.0 35 (18-76) |24.8
Assessment only |(6 months)® Phy; . ) .
(51) sexual assault; [Assessment: 15.6
Universal bag snatch)
Wong et al.,
under ] o .
review!® Unblinded RCT, Civilian mixed
Psychoeducation |One 18-minute (Gunshot, falls, PCL. NR 31.2° 16
Medium (42) video (1 month) etc.) with ' (range NR)
Control (37) physical injury
Universal

n = subset of sample; NR = not reported; PCL = Posttraumatic Stress Disorder Checklist; PSS-SR = Post-traumatic Stress
Disorder Scale-Self Report version; RCT = randomized controlled trial
“Because of very high overall attrition (i.e., greater than 40% at 11-month followup) in this study of psychoeducation,*® we
considered all outcomes collected at that time point as having a high risk of bias and therefore do not report them here or in

Appendix G.

®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

Self-Help Materials
One study met our eligibility criteria for self-help-based interventions;'*° one study otherwise

meeting our eligibility criteria was omitted from our main data synthesis for high risk of bias.

106

The included trial (Table 15) was conducted in Australia with 49 women ranging in age from
32 to 86 years newly diagnosed with Stage 0 to Il breast cancer. This study compared a CBT-
based self-help booklet (SHB) group with an information-only boo klet group. T he SHB (which
women were encouraged to read over a 3-month period) covered topics such as relaxation and
meditation; coping with side effects; emotional adjustment, including cognitive restructuring
around self-blame and stress management activities; body image and identity; social support; and
survivorship. Subjects and treatment providers/assessors were not blinded as to diagnosis or
treatment condition. The median amount of information read by the women was 100 percent in
the intervention group and 75 pe rcent in the control group; both groups reported using the
material they received for up to 15 minutes per week, and the median number of worksheets
completed by the women in the SHB group was 25 percent.
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Table 15. Characteristics of included self-help booklet—based trial

Study and Treatment Primary Mean
Risk of Bias, Study Desllgn, Duration Population and QOutcome Age and Percentage
. Intervention Age
Prevention ") (Followup Trauma Type Measure and Range Female
Type Duration) Baseline Score 9
(Years)
Beattly et al., Women medical
2010%%° Unblinded (Newly diagnosed
RCT, NR with breast cancer 55.2
. . . a
Medium SHB (25) (6 months) within previous PSS-SR, 10.76° |(range |100
Information month) NR)
) booklet (24) (Civilian/military
Universal status not specified)

n = subset of sample; NR = not reported; RCT = randomized controlled trial; PSS-SR = Posttraumatic Stress Diagnostic Scale-
Self Report version; SHB = self-help booklet.
®Reported for the entire sample, not by treatment arm

Compared with women in the infor mation boo klet group, women in the SHB group e xhibited
a significantly greater reduction in PTSD symptom severity from baseline to 3 months but not
from baseline to 6 months (Table 9). Symptoms of depression and anxiety were measured with
the Depression and Anxiety Stress Scales (DASS). The effect sizes for change in the severity of
DASS-depression were small and did not differ significantly between the SHB group and the
information booklet group at 3 months (0.15 vs. 0.03, p=NR) or 6 months (0.20 vs. -0.06,
p=NR). Likewise, effect sizes for change in the severity of DASS-anxiety were small and did not
differ significantly between the SHB group and the information booklet group at 3 months (0.19
vs. 0.17) or 6 months (0.33 vs. 0.18). Quality of life was measured with the European
Organisation for Research and Treatment of Cancer Quality of Life Core Questionnaire and
Breast Cancer Module. The effect sizes for change in quality of life were small and did not differ
significantly between groups at 3 months (0.10 vs. 0.18, p=NR) or 6 months (0.18 vs. 0.37,
p=NR).

Supportive Counseling

Three studies met the eligibility criteria for supportive counseling (SC).***%!% Three
studies otherwise meeting eligibility criteria were omitted from our main data synthesis for high
risk of bias.®*%®!!" Table 16 summarizes the characteristics of the three studies included in the
analyses.

The three studies included women ranging in age from 18 to 76 years who recently
experienced emergency cesarean section™*° or an otherwise traumatic childbirth'?* or who were
caring for a critically ill child who had suffered an accidental injury.'® The specific format of SC
differed across studies and included personal storytelling,™* a preventive educational-behavioral
program to empower parents,'® and elements of critical stress debriefing.'?* Subjects, but not the
treatment providers, were blinded with respect to treatment group assignment. The researcher
who conducted the 3-month follow-up assessment in one study was blinded as to group
allocation.”* One study was government funded,"*® and two were funded by private
foundations.*?*° Each study used a different primary outcome measure to assess PTSD or
PTSD symptom severity: the IES,**° the Post-Hospital Stress Index for Parents (PHSI-P),*** and
the Mini-International Neuropsychiatric Interview-Post-Traumatic Stress Disorder (MINI-
PTSD).*** Follow-up assessments were conducted at various intervals ranging from 4 weeks'? to
12 months.*?
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Table 16. Characteristics of included supportive counseling trials

Study and Pooulation Primary Mean Age
Risk of Bias, | Study Design, | Treatment Duration anderau ma Outcome and Age |Percentage
Prevention | Intervention (n) | (Followup Duration) Measure and Range Female
Type -
Type Baseline Score (Years)
Gamble et al.,
2005 Outcome One 40- to 60-minute
assessor blinded |session within 72 Civilian MINI-PTSD,
Medium RCT, hours of birth (4-6 (Traumatic  [SC: NR 28 (18-46) |100
SC (50) weeks and 3 months |childbirth) Control: NR
Control (53) postpartum)
Universal
Meln}/k et al.,
20041% Three-phase Civilian
Unblinded RCT, |intervention, duration: |medical
Medium COPE (90) NR (1,3,6,and12  |(Mothers of |SHo"" 2552 (18- 100
Control (84) months critically ill
postdischarge) children)
Universal
Rydins% et al.,
2004* Civilian
Unblinded RCT, Two 2-hour group medical IES,
; SC (89) : (Emergency [SC:NR 332 (19-44)|100
Medium Control (73) sessions (6 months) cesarean Control: NR
] section)
Universal

COPE = Creating Opportunities for Parent Empowerment; IES = Impact of Event Scale; MINI-PTSD = Mini-International
Neuropsychiatric Interview-Posttraumatic Stress Disorder; n = subset of sample; NR = not reported; PHSI-P = Post-Hospital
Stress Index for Parents; RCT = randomized controlled trial; SC = supportive counseling

Compared with standard postnatal care, SC was not more effective in preventing PTSD in
mothers at 4 to 6 weeks postpartum or at 3 months postpartum (Table 9).%%* Six months after
emergency cesarean section, there was no statistically significant difference in PTSD symptom
severity between the group of mothers who received SC and the group who received standard
postpartum care.*® In mothers caring for a critically ill child, PTSD symptom severity did not
differ between the SC and the control group at 1-month, 3-month, or 6-month followup, but it
was significantly lower at 12-month followup in mothers who received SC.'%

In mothers who experienced traumatic childbirth, the percentage of women with a diagnosis
of depression did not differ significantly between the two groups at 4 to 6 weeks postpartum
(32% vs. 34%); however, at 3 months postpartum, fewer women who received SC had a

diagnosis of depression as compared with those in the control group (8% vs. 32%, p=0.002).

121

After emergency cesarean section, mothers who received SC did not differ from those in the

control group on the severity of symptoms of depression (median Edinburgh Postnatal
Depression Scale score: 6.0 vs. 6.0, p=0.1256) or in rate of depression (Edinburgh Postnatal
Depression Scale score >12, 8.5% vs. 13.8%, p=NS).*® In mothers caring for their critically ill
child, symptoms of depression were significantly lower in the SC group compared with the
control group at 1-month (POMS depression subscale, 2.6 vs. 4.1, p<0.05) and 6-month (POMS
depression subscale, 2.0 vs. 3.9, p<0.05) followup but not at 3- or 12-month follow-up.'* Two
studies evaluated anxiety, and both reported there were no significant differences between the SC
and control groups at 3-month followup (DASS-anxiety >9, 2% vs. 11% [RR (95% CI) =0.18
(0.02 to 1.45)], p=NR;*?! STAI, 38.4 vs. 40.7, p=NR'%) as well as at 6-month followup (STAI,
36.0 vs. 39.1, p=NR)*® and 12-month followup (STAI, 35.8 vs. 40.9, p=NR).'?°
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Finally, the perceived utility (helpfulness) of the SC intervention was rated as 8 or higher on
a 10-point scale by 86 percent of women who experienced a traumatic childbirth.** Similarly, 71
percent of women who experienced an emergency cesarean section reported that the SC
intervention completely met their expectations.**°

All Other Psychological Interventions

One study of eye move ment desensitization and reprocessing’®* and one study of
interpersonal therapy™® met the eligibility criteria but were omitted from our main data synthesis
for high risk of bias. No studies of cognitive processing therapy or psychological first aid met
our inclusion criteria.

High-Risk-of-Bias Studies

We rated 33 StUdieS as hlgh riSk Of bias.27,47,51,83—88,90,92-97,99-101,103-110,112-114,116-118 In most
cases, we had data from studies of either low or medium risk of bias, and we did not include
these high-risk-of-bias studies in our analyses. For some psychological or related interventions or
populations (e.g., veterans), however, we only found high-risk-of-bias studies; therefore, we
briefly summarize them here.

Eye Movement Desensitization and Reprocessing Therapy

One unblinded, nonrandomized study compared the effect of a single session of eye
move ment desensitization and reprocessing (EMDR) with waitlist on PTSD symptom severity in
U.S. survivors of Hurricane Andrew.'%% Controlling for pretreatment levels, the EMDR group
exhibited significantly lower scores at 1 month than the waitlist group on IES total (21.6 vs. 37.9,
p<0.001), IES avoidance (10.5 vs. 16.6, p<0.03) and IES intrusion (11.2 vs. 21.6, p<0.001). IES
scores remained relatively stable at the 3-month followup for the EMDR group (total, 24.3;
avoidance, 12.6; intrusions, 11.8) but were not reported for controls.

Interpersonal Counseling

One randomized study conducted in Australia compared the effect of manualized
interpersonal counseling versus treatment as usual (i.e., nonspecific psychological support) on
PTSD incidence and related PTSD and psychological symptoms in victims of MVAs, falls, and
nonaccidental injury.*®* Interpersonal counseling focused on the impact of the trauma on
interpersonal issues predating the traumatic event as well as those arising from the traumatic
event in domains such as role transitioning, grief, and loss. At 6-month followup, no statistically
significant differences were found between treatment groups in the incidence of PTSD or in the
severity of PTSD, depression, or anxiety symptoms.

Memory Structuring Intervention

One study evaluated a novel intervention called “Memory Structuring Intervention” (MSI). %
MSI attempts to shift processing of traumatic memory from uncontrollable somatosensory and
affective processes toward more controlled linguistic and cognitive processes by providing
patients organization, labeling, and causality. Seventeen MVA survivors were randomly assigned
to receive MSI versus supportive listening control 48 hours after their accident. At follow-up,
PDS total (8.1 vs. 18.5, p<0.05), PDS arousal (4.2 vs. 7.7, p<0.05), and PDS intrusions (1.6 vs.
5.8, p<0.05) were significantly lower in MSI recipients than in controls.
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Debriefing Plus Stress Coping Intervention

One study evaluated a stress coping intervention with military and civilian first responders to
a traffic accident with multiple fatalities.®® The military responders received debriefing plus
stress management, and the civilian responders received only debriefing. The results suggested
better outcome in the military responders, as indicated by lower frequency of symptoms on the
PTSS-10.

Structured Writing Intervention

One study evaluated the effective ness of a writing intervention in 67 civilians who had
experienced a traumatic physical injury or accident.”® The perceived utility of the writing
intervention was high, but it was not more effective than the information-only control condition
in reducing the incidence of PTSD.

Detailed Synthesis: Pharmacological Interventions

Overall, two studies of pharmacologic interventions met eligibility criteria for KQ
Eight studies otherwise meeting eligibility criteria were omitted from the main data synthesis for
high risk of bias.*"°:100.107113 114116118 Bth of the included studies involved civilian medical
traumas, one with mixed trauma*?? and one with stress fol lowing cardiac surgery.** The funding
was identified for only one of the studies,*?? which had both governmental and industry support.

Table 17 summarizes the available evidence of the efficacy of two included studies testing
pharmacologic interventions.

122,132
1.

Table 17. Findings and strength of evidence of the efficacy of pharmacologic interventions

Ir;)t(c)err)\l/“e;ttiloonn, Outcome Results SOE?
Escitalopram not significantly different than WL at 5- month
Incidence of followup (CAPS: 61.9% vs. 58.2%, p=NR); 1 trial (n= 116) N
PTSD Escitalopram not significantly different than placebo at 5-month |Insufficient
Escitalopram vs. or 9-month followup (CAPS: 61.9% vs. 55.6%, p=0.57; 42.1%
waitlist control or vs. 47.1%, p=NR); 1 trial (n=46)°
placebo, Civilian Escitalopram not significantly different than WL at 5- month
mixed trauma types'? followup (CAPS total: 48.7 vs. 50.6, p=NR); 1 trial (n=116)"
PTSD. symptom Insufficient
severity Escitalopram not significantly different than placebo at 5-month
or 9-month followup (CAPS total: 48.7 vs. 47.1, p=NR; 47.2 vs.
45.7, p=NR); 1 trial (n=46)°
Incidence of Hydrocortisone less than placebo at 6-month followup (PTSS- Insufficient
PTSD 10: 7.1% vs. 21.4%, p=NR ) 1 trial (n=28)
. Hydrocortisone less than placebo at 6-month followup (PTSS-
ggs;ovcsorgf;::”eiztress 10: 15.5 vs. 25.5, p=0.03); 1 trial (n=28)
Cardiac surgery™? PTSD symptom Insufficient
severity In terms of the number and type of traumatic memories,
hydrocortisone not significantly different than placebo at 6-
month followup (PTSS-10: data NR, p£0.33); 1 trial (n=28)

CAPS = Clinician Administered PTSD Scale; n = subset of sample; NR = not reported; PTSD = posttraumatic stress disorder;
PTSS-10 = Posttraumatic Stress Symptom 10 Question Inventory; SOE = strength of evidence; WL = waitlist
aFor more detailed information about the rationale for SOE grading, please refer to Appendix G.

Completers of 116 randomized.
CCompleters of 46 randomized.

Data not directly provided by the study authors. Data provided here are calculated by authors of this report.
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Selective Serotonin Reuptake Inhibitors (SSRIs)
Table 18 summarizes the characteristics of the one study meeting our inclusion criteria.'??

Table 18. Characteristics of included SSRI trial

Study and . Treatment . Mean Age
Risk of Bias, SltnLigglviii:grr: Duration Population and Prgeagélu?:t;::dme and Age Percentage
Prevention (Followup Trauma Type - Range Female
(n) . Baseline Score
Type Duration) (Years)
Shalev et al., ; ;
2011122 goctflple blind Elzzggp;%mmznd Civilian mixed CAPS total score,
Escifalopram twice da’ily (Terrorist Escitalopram: ) .
Medium 23) (9 months) attacks, MVAs, |79.83 37.8 48.9
Placebo (23) |WL: not applicable wor!< or other Pla(_:ebo: 74.91
WL (93) (5 months)? accidents) WL: 71.66
Targeted

CAPS = Clinician Administered PTSD Scale; Mg = milligrams; MVA = motor vehicle accident; n = subset of sample;

RCT = randomized controlled trial; WL = waitlist

*The WL group received PE after 5-month followup and was no longer an inactive comparison group. Because the timing of the
delayed intervention does not meet our eligibility criteria, we do not report its outcomes at 9-month followup in the report.
®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

This study was conducted in Israel with a mixed civilian trauma sample. Treatment arms
included escitalopram (n=23), placebo (n=23), and waitlist (93). Additional details about this
study can be found in the section on Cognitive Therapy.

The incidence of PTSD did not differ between the SSRI (61.9%) and waitlist (58.2%) groups
at 5-month follow-up (p=NR) (Table 17). The incidence of PTSD did not differ between the
SSRI group and the placebo group at 5-month (61.9% vs. 55.6%, p=0.57) or at 9-month (42.1%
vs. 47.1%, p=NR) followup. There were no differences between the SSR1 and waitlist groups on
mean CAPS total and PSS-SR symptom severity scores at the 5-month follow-up assessment.
There were no significant differences in PTSD symptom severity between SSRI and placebo at
either 5-month or 9-month followup. This study did not report on any other outcomes of interest.

Steroids

Hydrocortisone

One study assessing the efficacy of hydrocortisone to prevent PTSD met our inclusion
criteria.”® Three studies were rated as having a high risk of bias and omitted from our main data
synthesis.****18 Table 19 summarizes the characteristics of the one medium risk-of-bias
study.** One randomized, double-blind study was conducted in 36 adult German civilians who
were at high risk for perioperative complications during cardiac surgery with cardiopulmonary
bypass.** Patients were not eligible if they were pregnant, required an emergency operation, had
hepatic or renal dysfunction, were HIV positive, had insulin-dependent diabetes, had an
extracardial septic focus, had chronic or acute inflammatory disease, required glucocorticoids
other than hydrocortisone, or could not provide informed consent. Eligible patients were
randomly assigned to 4 days of either stress doses of hydrocortisone (a loading dose followed by
a taper) or placebo beginning before induction of anesthesia. At 6 months postsurgery, 28
patients (ages 63 to 73 years, 32% female, 14 in each arm) were assessed by phone.
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Table 19. Characteristics of included hydrocortisone trial

. . Mean
Study and Study Design, Treatment Population Primary Age and
Risk of Bias, B Duration and QOutcome Percentage
: Intervention Age
Prevention ") (Followup Trauma Measure and Range Female
Type Duration) Type Baseline Score (Years)
g\égiglgt al, Double-blind
RCT, Civilian PTSS-10;
Hydrocortisone | 4 days (6 medical; Hydrocortisone: 68.5° 32 1%
Medium stress dose® months) cardiac NR (63-73) )
(14) surgery Placebo: NR
Targeted Placebo (14)

mg = milligrams; n = subset of sample; NR = not reported; POD = postoperative day; PTSS-10 = Posttraumatic Stress Symptom
10 Question Inventory; RCT = randomized controlled trial
®Loading dose of 100 mg over 10 minutes, followed by a continuous infusion of 10 mg/hour for 24 hours (postoperative day
EPOD] 1). This was reduced to 5 mg/hour on POD 2, tapered to 3 X 20 mg on POD 3, and then 3 X 10 mg on POD 4.

Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

Compared with the placebo group, the hydrocortisone group had significantly lower stress
symptom scores as measured by the Posttraumatic Stress Symptom 10 Questionnaire Inventory
(median of 15.5 vs. 25.5, p=0.03) and appeared less likely to have evidence of PTSD as defined
by a stress symptom score > 35 (7.1% vs. 21.4%, p=NR) (Table 17). Patients did not differ
significantly with regard to number and type of traumatic memories (p<0.33). Also, patients in
the hydrocortisone group had significantly higher health-related quality-of-life scoresin5 of 8
subscales and in both physical and mental summary scores (§0.01) on the Medical Outcomes
Study Short Form (SF-36).

All Other Pharmacologic Interventions

One or more studies on the following pharmacologic therapies otherwise met inclusion
criteria but were rated high risk of bias and omitted from the main data synthesis:
anticonvulsants,*” benzodiazepines,® and beta-blockers.*">%"11¢ No studies of the following
therapies met inclusion criteria: alpha blockers, monoamine oxidase inhibitors, narcotics,
nonbenzodiazepine sedatives or hypnotics, opioid antagonists, other second-generation
antidepressants, second-generation (atypical) antipsychotics, serotonin and norepinephrine
reuptake inhibitors, or tricyclic antidepressants.

High-Risk-of-Bias Studies

Eight studies comparing a pharmacologic intervention with placebo that were rated as high
risk of bias otherwise met our eligibility criteria.*">100107113.114 116118 na compared the
effectiveness of two separate medications against each other and against placebo;* all others
compared a single medication with placebo or no treatment,>100-107113.114.116.118

Anticonvulsants—Gabapentin

An RCT pilot study compared the effectiveness of a 14-day treatment with propranolol
(n=17) with gabapentin (n=14) and with placebo control (n=14) in patients admitted to a level 1
surgical trauma center after a severe physical injury requiring specialized emergency care.*’ The
PCL-C score decreased over time in all groups, but the treatment arms did not differ significantly
at 1, 4, or 8 months; at the 4-month followup, rates of PTSD or major depressive disorder did not
differ significantly across groups.
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Benzodiazepines

A prospective cohort study in Israel compared the effectiveness of benzodiazepines (n=13)
with no benzodiazepines (n=13) in civilians presenting to the emergency department following a
traumatic event.!® Those receiving benzodiazepines were “judged to require medication” by
attending physicians, suggesting greater symptom severity than the group not receiving
benzodiazepines. The two groups did not differ in PTSD or anxiety scores at either 1 or 6
months.

Beta-Blockers

Metoprolol

A prospective observational study in Germany with a treatment completer analysis compared
the effectiveness of metoprolol (n=84, dispensed to patients for a varying and unclear period)
with placebo (n=44).*”" Assignment between groups was at the discretion of the attending
physicians. At 6-month followup, neither the number of traumatic memories nor PTSD symptom
scores differed significantly between the two groups.

Propranolol

An RCT pilot study compared the effectiveness of a 14-day treatment with propranolol
(n=17) with gabapentin (n=14) and with placebo control (n=14) in patients admitted to a level 1
surgical trauma center after a severe physical injury requiring specialized emergency care.*’ The
PCL-C score decreased over time in all groups, but the treatment arms did not differ significantly
at 1, 4, or 8 months; at the 4-month followup, rates of PTSD or major depressive disorder did not
differ significantly across groups.

A nonrandomized controlled trial in France compared the effectiveness of a 7-day treatment
with propranolol (n=11) with treatment without propranolol (n=8 patients who refused
propranolol but agreed to participate in the study) for patients presenting to the emergency
department following MVA or physical assault.*'® At 2 months after the event, patients receiving
propranolol had lower severity scores on the Treatment Outcome PTSD scale and a lower risk of
having a PTSD diagnosis.

A high-risk-of-bias RCT in the United States compared the effectiveness of 10 days of
propranolol (n=19) with placebo (n=23) in civilians presenting to the emergency department
following the experience of a traumatic event.”* At 1-month and 3-month follow-up assessments,
CAPS symptom severity and PTSD incidence did not differ significantly between groups, but
there were fewer “physiologic responders during imagery of the traumatic event” in the
propranolol group (0/8) than the placebo group (6/14) (p=0.04).

SteroidsHydrocortisone

An RCT in Israel compared the effectiveness of a single bolus of hydrocortisone (n=15, dose
based on weight) between 1.5 and 5.5 hours after the trauma with placebo (n=10) for patients
presenting to an emergency department with a variety of traumas (traffic accidents, work
accidents, snake bite)."*® At 1 and 3 months, patients who received hydrocortisone were less
likely to have a diagnosis of PTSD than those in the placebo arm.

An RCT in Germany compared the effectiveness of stress doses of hydrocortisone with
standard postoperative care in patients after cardiac surgery.**> At 6 months postsurgery, 48 (26
hydrocortisone, 22 standard care) of 91 randomized patients were available for assessment. The
median Posttraumatic 10 Stress Symptom Inventory score was significantly lower (p<0.05) in
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the hydrocortisone group (20.0) than in the standard care group (25.5), but the groups did not
differ in traumatic memories.

An RCT in Germany compared the effectiveness of stress doses of hydrocortisone with
placebo in patients with septic shock.*'* At followup (median, 31 months), the incidence of
PTSD was significantly lower (p<0.02) in the hydrocortisone group (1/9) compared with the
placebo group (7/11). There were no significant differences between the groups in the number
reporting traumatic experiences.

Detailed Synthesis: Emerging Interventions

Overall, one study assessing the efficacy of an emerging intervention met eligibility criteria
for KQ 1.1 It involved civilian traumas requiring hospitalization. The study was funded by
governmental support.

Table 20 summarizes the available evidence of the efficacy of the single study testing an
emerging intervention.

Table 20. Findings and strength of evidence of the absolute effectiveness of collaborative care
interventions

Intervention,

; Outcome Results SOE?
Population

Collaborative care not statistically different than usual
Incidence of PTSD care at 12 months [CAPS: OR (95% CI) = 1.39 (0.77 to |Insufficient
2.51)]; 1 trial (N=207)

Collaborative care lower than usual care, as measured:

® by CAPS at 6 months (42.9 vs. 56.7, p<0.01) and
12 months (38.6 vs. 47.2, p<0.05) after injury

® by greater decrease in CAPS over 12 months

Collaborative care vs. following injury (group by time interaction, p<0.01)

usual care, Civilian

trauma requiring ® by PCL-C at 6 months (40.6 vs. 49.9, p<0.01), 9
hospitalization PTSD symptom months (40.2 vs. 45.5, p<0.01) and 12 months Low
severity (37.4 vs. 42.5, p<0.05) after injury)

® by greater decrease in CAPS over 12 months
following injury (group by time interaction, p<0.01
Collaborative care not statistically different than usual
care at 1-month or 3-month followup after injury (PCL-
C:50.2 vs.51.1 and 45.9 vs. 48.6, respectively, p=NR);
1 trial (N=207)

CAPS = Clinician Administered PTSD Scale; ClI = confidence interval; N = entire sample; NR = not reported; OR = odds ratio;
PCL-C =PTSD Checklist-Civilian Version; PTSD = posttraumatic stress disorder; SOE = strength of evidence
®For more detailed information about the rationale for SOE grading, please refer to Appendix G.

Collaborative Care

One study assessing the absolute effectiveness of collaborative care to prevent PTSD met our
inclusion criteria.™® Table 21 summarizes the characteristics of this low risk-of-bias study. T his
randomized, single-blind study was conducted in 207 adult civilian trauma patients requiring
surgical hospitalization who screened positive for PTSD symptoms on two separate occasions
within 1 month of the trauma. Patients were not eligible if they required immediate psychiatric
intervention, lived over 100 miles from the trauma center, were currently incarcerated, or had
recent histories of severe violence and were likely to face criminal charges. Eligible patients
were randomly assigned to either 12 months of collaborative care, a stepped combination of care
management, psychopharmacology, and cognitive behavioral therapy (n=104) or to a usual care
control (n=103). The symptoms of PTSD and functional limitations were reassessed at 1-, 3-, 6-,
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9-, and 12-month fol lowup after the index injury admission. An ITT analysis was performed 12

months after the injury.

Table 21. Characteristics of included collaborative care trial

Study and Treatment Mean
Risk of study desian Duration Population |Primary Outcome | Age and Percentage
Bias, y design, and Trauma Measure and Age 9
. |Intervention (n) (Followup : Female
Prevention : Type Baseline Score Range
Duration)
Type (Years)
Zatzick et o CAPS;
al., in Civilian CC: NR
press’®  [Single blind medical; UC: NR
RCT, 12 months (12 trauma 385 478
Low CC (104) months) requiring ) (range NR) | "
UC (103) surgical PC';'C'
admission CC:50.5
Targeted UC:50.8

CAPS = Clinician Administered PTSD Scale; CC = collaborative care; n = subset of sample; NR = not reported;
PCL-C =PTSD Checklist-Civilian Version; RCT = randomized controlled trial; UC = usual care

Compared with usual care, the collaborative care group had significantly lower stress
symptom scores beginning 6 months after injury (Table 20). Specifically, the collaborative care
group had lower PTSD as measured by the Clinician-Administered PTSD Scale at followup 6
months (42.9 vs. 56.7, p<0.01) and 12 months (38.6 vs. 47.2, p<0.05) after the injury and over
the course of the 12 months of treatment had a greater decrease in overall PTSD symptom
severity (group-by-time interaction, p<0.01). Further, the collaborative care group had
significantly lower stress scores as measured by the PCL-C at 6 months (40.6 vs. 49.9, p<0.01),
9 months (40.2 vs. 45.5, p<0.01), and 12 months (37.4 vs. 42.5, p<0.05) after injury, and a
similar greater decrease in overall PTSD severity over the 12-month course (group-by-time
interaction, p<0.001), although no significant difference was seen 1 month or 3 months after
injury. The incidence of PTSD at 12 months did not differ between the groups (OR, 1.39; 95%
Cl, 0.77 to 2.51). Finally, patients did not differ significantly at 12-month followup with regard
to symptoms of depression as measured by the PHQ-9 (8.4 vs. 10.1), alcohol use as measured by
the Alcohol Use Disorders Identification Test (2.0 vs. 2.4), or functional impairment as measures
by the SF-36 (43.7 vs. 41.2), although there was greater improvement in collaborative care group
over the 12-month period (group-by-time interaction, p<0.01).

Comparative Effectiveness: Psychological VVersus Psychological
Interventions

Description of Included Studies

Eight studies addressed the comparative effectiveness of a psychological intervention with
another psychological intervention.8%9%122-124.126.129.131 The jnterve ntions included Battlemind
training, CBT, CT, PE, debriefing, and SC. These studies were conducted outside the United
States and included samples exposed to a variety of traumas, such as crime, physical assault,
motor vehicle and other types of accidents, and terrorist attacks.
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Key Points: Comparative Effectiveness

e Inindividuals with acute stress disorder a meta-analysis comparing CBT with SC found
that people who received CBT had greater reductions in severity of PTSD symptoms than
those who received SC (moderate SOE). Differences between CBT and SC with respect
to preventing PTSD (low SOE), reducing the severity of depression symptoms (low
SOE), or reducing the severity of anxiety symptoms (moderate SOE) also favored CBT;
these results, however, did not reach statistical significance.

e Evidence was insufficient for preventing PTSD or for reducing the severity of PTSD
symptoms in the following cases:

(0]

o
(0}
o

Battlemind training versus standard postdeployment debriefing in armed forces
personnel from the UK

CBT versus CBT plus hypnosis in civilian victims of nonsexual assault or MVAs
CBT plus hypnosis versus SC in civilian victims of nonsexual assault

CT versus PE in civilian victims of nonsexual assault or MVAs, or hospitalized
survivors of MVAs or terrorist attacks

Debriefing versus

— Addifferent form of debriefing in civilian victims of violent crime

— Psychoeducationin civilian victims of violent crime

An SSRI (escitalopram) versus

— CT for hospitalized survivors of MVVAs and terrorist attacks

— PE for hospitalized survivors of MVVAs and terrorist attacks

e Evidence was insufficient for reducing the severity of related psychological symptoms in
the following cases:

(0}

(0}

(0}

(0}

(0}

CBT versus CBT plus hypnosis for reducing symptoms of anxiety or depression
in civilian victims of nonsexual assault or MVVAs

CBT plus hypnosis versus SC for reducing symptoms of anxiety or depression in
civilian victims of nonsexual assault or MVAs

CT versus PE for reducing symptoms of anxiety or depression in civilian victims
of nonsexual assault or MVASs

Debriefing versus a different form of debriefing for reducing symptoms of anxiety
or depression in civilian victims of violent crime

Debriefing versus psychoeducation for reducing symptoms of depression in
civilian victims of violent crime

e Evidence was unavailable (no studies other than high risk of bias) for reducing PTSD
incidence, PTSD symptom severity, or the severity of related psychological symptoms
for any other psychological or pharmacological interventions of interest.

Detailed Synthesis: Psychological Versus Psychological
Interventions

Battlemind Training
Two studies®”*° reported on Battlemind training, one of which was omitted from our main

data synthesis for high risk of bias.?” Table 22 summarizes the characteristics of the one study

meeting our inclusion criteria.

126
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The included study (Table 23) was conducted in the UK and compared an adapted version of
Battlemind training with standard stress and homecoming briefs in male and female armed forces
personnel returning from Afghanistan.*?® Battlemind training is described as incorporating
information about common postdeployment reactions and self-help, drawing on positive
psychology and cognitive behavioral techniques to reframe difficulties that personnel may
encounter.*?® Treatment providers were not blinded with respect to treatment group assignment.
The primary outcome measure was the PCL-C.

Table 22. Findings and strength of evidence for the comparative effectiveness of early
psychological interventions to

revent PTSD and reduce PTSD symptom severity

Intervention,

b

: Outcome® Results SOE
Population
: Battlemind training no different than standard postdeployment
Ba_ttl_e mlnd_ . PTSD. symptom debriefing at 4-6 month followup (PCL-C: data=NR); 1 trial Insufficient
training, Military, |severity (n=2,443)
mixed combat- . Battlemind training no different than standard postdeployment
related trauma Incidence of S . - ) d -
126 debriefing at 4-6 month followup (PCL-C: data=NR); 1 trial Insufficient
types PTSD (n=2,443)
Incidence of CBT not significantly different from CBT+Hypnosis at the end of Insufficient
CBT vs. PTSD treatment (CAPS-2: 36% vs. 30%, p=NR) or at 6-month followup
CBT+Hypnosis, (CAPS-2: 42% vs. 40%, p=NR); 1 trial (n=63)
Civilian, mixed S CBT+Hypnosis less than for CBT at the end of treatment (IES-I:
trauma types* PT ptsymptom 11.30 vs. 16.58, p<0.05) but not at 6-month followup (IES-I: 13.57 |Insufficient
Severty vs. 16.97, p=NR; 1 trial (n=63)
CBT not significantly different than SC at end of treatment (CAPS-
Incidence of 2, CIDI-PTSD: RR, 0.27, 95% CI1[0.05 to 1.29]; I2:71.8%) or at 6- Low
PTSD month followup (CAPS-2, CIDI-PTSD: RR, 0.46, 95% CI[0.21 to
1.01]; F=44.9%): 3 trials (n=105)
CBT vs. SC, Greater reduction for CBT than for SC on IES-Iat the end of
Civilian, mixed treatment (WMD, -7.85, 95% CI[-11.18 to -4.53]; ’=1.3%) and at
trauma types with 6-month followup (W MD, -8.19, 95% CI[-11.79 to -4.58]; 1’=6.8%);
gicslgredg;gg‘gls’m PTSD symptom 3rals (n=105) Moderate
severity Greater reduction for CBT than for SC on IES-A at the end of
treatment (WMD, -14.04, 95% CI[-19.37 to -8.71]; I2:53.8%) and
6-month followup (WMD, -9.94, 95% CI[-15.06 to -4.83];
=44.0%); 3 trials (n=105)

. Incidence of CBT+Hypnosis not significantly different from SC at the end of o
CBT+Hypnosis vs. PTSD treatment (CAPS-2: 30% vs. 50%, p=NR) or at 6-month followup |Insufficient
SC, Civilian, (CAPS-2: 40% vs. 58%, p=NR); 1 trial (n=54)
mixed trauma CBT+Hypnosis lower than SC at the end of treatment (IES-1: 11.30
types™ PTSD_tsymptom vs. 19.83, p<0.005) and at 6-month followup (IES-1: 13.57 vs. Insufficient

severity 20.21, p<0.05); 1 trial (n=54)
CT lower than PE at the end of treatment (CAPS-2: 33% vs. 63%,
p=0.002) and at 6-month followup (CAPS-2: 37% vs. 63%,
p=0.007); 1 trial (n=60)"**
::.?ggnce of CT not significantly different from PE at 5-month followup (CAPS: |Insufficient
21.4% vs. 18.2%, p=NR)"; 1 trial (n=89)"%
El:r\;sﬁyeg?/ﬁi:rr? CT not significantly differcent frpm PE at 1Sg;month followup (CAPS:
mixed tr’auma ’ 21.2% vs. 22.9%, p=NR)"; 1 trial (n=87)
types 22123 Greater reduction for CT than for PE at 6-month followup (CAPS-2:
P 49.8 vs. 32.1, p=0.03); 1 trial (n=60)%
PTSD symptom |CT not significantly different from PE at 5-month followup (CAPS: Insufficient

severity

29.5 vs. 28.6, p=NR)"; 1 trial (n=89)"*

CT not significantly different from PE at 9-month followup (CAPS:
27.9 vs. 27.5, p=NR)"; 1 trial (n=87)"*
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Table 22. Findings and strength of evidence for the comparative effectiveness of early
psychological interventions to prevent PTSD and reduce PTSD symptom severity (continued)

Intervention,

: Outcome® Results SOE®
Population
Emotional Incidence of No significant difference between the two forms of debriefing at
debriefing vs. PTSD 2-week, 6-week, or 6-month followup (SI-PTSD: data NR); 1 trial  |Insufficient
educational (n=155)
debriefing, PTSD symptom No significant difference between emotional debriefing and
Civilian, mixed . educational debriefing at 6-month followup SSI-PTSD change Insufficient
trauma types®t  |Severity scores: -7.1 and -6.4, respectively, p=0.33)"; 1 trial (n=155)
Psychoeducation Incidence of Psychoeducation not significantly different than debriefing
vs. debriefing PTSD combined with psychoeducation (PSS: 11% vs. 23%, p=NR) at Insufficient
combined with 6-month followup®; 1 trial (n=106)
psychoeducation, PTSD svmptom Psychoeducation not significantly different than debriefing
Civilian, crime it ymp combined with psychoeducation at 6-month followup (PSS, Insufficient
victims®? Severty 10.9 vs. 13.8, p=NR; IES, 16.7 vs. 19.7, p=NR)®; 1 trial (n=106)
. CT lower than SSRI at 5-month and 9-month followup (CAPS:
CT vs. SSRI Incidence of

18.2% vs. 61.9%, and 22.8% vs. 42.1%, respectively, p=NR); Insufficient

(escitalopram) PTSD 1 trial (n=5 4)f

Civilian, mixed

122 PTSD symptom |CT less than SSRI at 5-month and 9-month followup (CAPS: -
frauma types severity 29.5 vs. 48.7, and 27.9 vs. 47.2, respectively, p=NR); 1 trial (n:54)f Insufficient
PE vs. SSRI Incidence of PE lower than SSRI at 5-month and 9-month followup (CAPS:

(escitalopram) PTSD 21.4%vs. 61.9% and 21.2% vs. 42.1%, respectively, p=NR); 1 trial |Insufficient

> : (n=77)°
t?é\ﬂlr!r?g'tyrggsegz PTSD symptom |PE less than SSRI at 5-month and 9-month followup (CAPS: Insufficient
severity 28.6 vs. 48.7 and 27.5 vs. 47.2, respectively, p=NR); 1 trial (n=71)°

CAPS/CAPS-2 = Clinician Administered PTSD Scale/Clinician Administered PTSD Scale-2; CBT = cognitive behavioral
therapy; CBT+Hypnosis = CBT combined with hypnosis; ClI = confidence interval; CIDI-PTSD = Composite International
Diagnostic Interview PTSD; CT = cognitive therapy; IES = Impact of Event Scale; IES-A = Impact of Event-Avoidance
subscale; IES-1 = Impact of Event Scale-Intrusions subscale; n = subset of sample; NR = not reported; PCL-C = PCL-C =
Posttraumatic Stress Disorder Checklist, Civilian Version; PE = prolonged exposure therapy; PSS = Posttraumatic Stress Scale;
PTSD = posttraumatic stress disorder; RR = relative risk; SC = supportive counseling; SI-PTSD = Structured Interview for
PTSD; SOE = strength of evidence; SSRI = selective serotonin reuptake inhibitor; WMD = weighted mean difference

“If the CAPS or CAPS-2 was the primary outcome measure, it is the only measure of PTSD symptom severity reported here.
Additional outcome measures of PTSD symptom severity are reported in the subsection of the text for each intervention.

PFor more detailed information about the rationale for SOE grading, please refer to Appendix G.

‘Completers of 103 randomized.

dAdjusted for baseline.

*Because of very high overall attrition (i.e., greater than 40% at 11-month followup) in this study of psychoeducation and
debriefing combined with psychoeducation, we considered all of its outcomes collected at that time point as having a high risk of
fbias and therefore do not report them here or in Appendix G.

Completers of 63 randomized.

9Completers of 86 randomized.

Table 23. Characteristics of the included Battlemind trial

Study and Study Desian Treatment Pooulation Primary Mean Age
Risk of Bias, Inte?/ventic?n’ Duration anderau ma Outcome and Age Percentage
Prevention n) (Followup Tvoe Measure and Range Female
Type Duration) P Baseline Score (Years)
Mulli92a6n etal., |Recruitment Median PCL-C
2012 SﬁsgzgoFr{sCT One 45- Mixed combat- [total score,
Battlemind ' |minute group |related Battlemind NR 17
Medium training (1,108) session (4 to |traumatic training: 21 ’
9L 6 months) events Standard care:
Standard care
Universal (1,335) 20

n = subset of sample; NR = not reported; PCL-C = Posttraumatic Stress Disorder Checklist, Civilian Version;
RCT = randomized controlled trial
®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.
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Battlemind training was no more effective than standard postdeployment debriefing in
reducing the severity of PTSD symptoms or the incidence of depression (Table 22). Most
participants (> 65%) reported that they were “somewhat” or “very much” satisfied with the
briefing and that they found it useful both at the end of treatment and at 4- and 6-month
followup. Ratings of satisfaction and perceived utility did not differ significantly between
groups.

CBT Versus CBT with Hypnosis

Table 24 summarizes the characteristics of the one study meeting our inclusion criteria.**
This government-funded RCT was conducted in Australia with civilian trauma survivors with
ASD following a nonsexual assault or MVVA. The subjects were randomized to six sessions of
CBT (n=33) or CBT combined with hypnosis (CBT+Hypnosis, n=30).

Table 24. Characteristics of the included cognitive behavioral therapy trial

Study and
Risk of Treatment Primary
Bias, Duration Outcome Mean Age and
Prevention Study design, (Followup | Population and | Measure and Age Range Percentage
Type Intervention (n) Duration) Trauma Type |Baseline Score (Years) Female
Bryarglf et al,
2005 :
. Six 50-
Unblinded RCT : .
: minute Civilian; MVAs or a 60.9
Medium gg;r(as) nosis (30) sessions (6 |nonsexual assault CAPS-2, NR 33" (range NR)
yp months)

Targeted

CAPS-2 = Clinician Administered PTSD Scale-2; CBT = cognitive behavioral therapy; CBT+Hypnosis = CBT combined with
hypnosis; MVA = motor vehicle accident; n = subset of sample; NR = not reported; RCT = randomized controlled trial
®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

There was no significant difference in the incidence of PTSD between groups at the end of
treatment or at 6-month followup, although PTSD symptom severity was lower in the
CBT+Hypnosis group than the CBT group at the end of treatment (Table 22). There were no
significant di fferences between the CBT and CBT+Hypnosis groups at the end of treatment or at
6-month followup, respectively, in severity of symptoms of depression (BDI-2: 13.24 vs. 11.37
and 14.61 vs. 13.57) or anxiety (BAI: 14.91 vs. 15.47 and 15.67 vs. 17.07).

CBT Versus SC

Three Australian studies directly compared the effectiveness of CBT versus SC.51124 Al
subjects were civilian mixed trauma survivors who met the DSM-1V or Acute Stress Disorder
Interview criteria for acute stress disorder. Duration of treatment ranged from 5 to 6 weeks. Each
trial included assessments at the end of treatment and at 6-month followup. The primary outcome
measure was the CAPS-2°'?* or the Composite International Diagnostic Interview PTSD (CIDI-
PTSD) module.®

A fourth trial, otherwise meeting criteria for this section, was rated high risk of bias and
omitted from our main data synthesis but included in our sensitivity analyses.®’ Table 25
summarizes the characteristics of the three studies meeting our inclusion criteria.
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Table 25. Characteristics of included cognitive behavioral therapy versus supportive counseling

trials
Study and . . Mean Age
Risk of Bias, | Studydesign, T_reatment Population | Primary Outcome and Age |Percentage
Prevention |Intervention (n) Duration (Followup and Trauma Meagure and Range Female
Duration) Type Baseline Score
Type (Years)
Bryagg et al.,
1998 . . . Civilian;
Unblinded RCT, |[Five 90-minute MVAS or 32 62 58.3
Medium CBT (12) week_ly individual industrial CIDI-PTSD, NR (range NR)
SC (12) sessions (6 months) accidents
Targeted
Bryar11§4et al.,
2003 o
Unblinded RCT, [Five 90-minute ﬁ'\\;ﬂglnc;r 31,22
. CBT (12) weekly individual CAPS-2, NR ' 66.7
Medium - nonsexual (range NR)
SC (12) sessions (6 months) assault
Targeted
Bryag} et al,
2005 o
. Civilian;
ggk}"?g;")d RCT. |six 50-minute MVASOF  |caps.o NR 34.0° 0.9
Medium SC (2 sessions (6 months) [nonsexual ’ (range NR) '
(24) assault
Targeted

CAPS-2 = Clinician Administered PTSD Scale-2; CBT = cognitive behavioral therapy; CIDI-PTSD = Composite International
Diagnostic Interview PTSD Module; MVA = motor vehicle accident; n = subset of sample; NR = not reported;
RCT = randomized controlled trial; SC = supportive counseling
®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

All three trials assessed the incidence of PTSD using either the CAPS-2°+1# or the CIDI-
PTSD.* We used random effects models to estimate the combined relative risk of PTSD at the
end of treatment and at 6-month followup. Both analyses did not detect statistically significant
differences between treatment groups (Table 22). Pool ed findings of the risk of PTSD at the end
of treatment rendered indeterminate results with wide confidence intervals (RR, 0.27; 95 Cl1%,
0.05 to 1.29; 1°=71.8%; Figure 3). Similarly, at 6 months, no statistically significant difference
between treatments could be detected (RR, 0.46; 95 C1%, 0.21 to 1.01; 1=44.9%:; Figure 4). The
results at 6 months, however, almost reached statistical significance and numerically favored
patients treated with CBT than with SC. In a sensitivity analysis, we included one high-risk-of-

bias trial.¥’

The findings indicated a statistically significantly lower risk of PTSD for patients

treated with CBT than SC at the end of treatment (RR, 0.33; 95% Cl, 0.12 to 0.86; 1°’=58.7%;
Appendix H, Figure H1) as well as at 6-month followup (RR, 0.45; 95% CI, 0.25 to 0.82;
1°=32.0%; Appendix H, Figure H2).
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Figure 3. Mean change from baseline to end of treatment in PTSD incidence rates for CBT
compared with SC

Treatment Control

Study N N RR (95% CI)

Bryant, 2003 12 12 0.14 (0.02, 0.99)
Bryant, 1998 12 12 0.10 (0.02, 0.66)
Bryant, 2005 33 24 P 0.73 (0.40, 1.33)

Overall (I-squared = 71.8%, p = 0.029) <>> 0.27 (0.05, 1.29)

1 4
Favors CBT Favors Supportive Counseling

Figure 4. Mean change from baseline to 6-month followup in PTSD incidence rates for CBT
compared with SC

Treatment Control

Study N N RR (95% CI)

Bryant, 2003 12 12 —_— 0.29 (0.07, 1.10)
Bryant, 1998 12 12 _ 0.25 (0.07, 0.94)
Bryant, 2005 33 24 —T 0.73(0.43,1.23)

Overall (I-squared = 44.9%, p = 0.163) <> 0.46 (0.21, 1.01)

1 4
Favors CBT Favors Supportive Counseling

All three studies assessed PTSD symptom severity with the IES, which consists of two
subscales: intrusion (IES-1) and avoidance (IES-A). Pooled results for PTSD symptom reduction
found a statistically significantly greater reduction in both subscales at the end of treatment and 6
months for subjects treated with CBT than for those who received SC (Figures 5 through 8).

Our meta-analysis shows a significantly greater reduction in IES-A scores with moderate
effect size and statistical heterogeneity at the end of treatment (WMD, -14.04, 95% -8.71; Cl,
-19.37, 1>=53.8%; Figure 5), which was maintained but slightly smaller in magnitude at 6-month
followup (WMD, -9.94; 95% Cl, -15.06 to -4.83; 1>=44.0%; Figure 6). Our sensitivity analysis
(n=136) including a fourth, high-risk-of-bias trial found a slightly larger benefit at the end of
treatment (WMD, -14.17; 95% ClI, -17.82 to -10.51; 1>=31.9%; Appendix H, Figure H3) and at
6-month followup (WMD,-11.49; 95% ClI, -16.09 to -6.90; 1°=52.7%; Appendix H, Figure H4).
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Figure 5. Mean change from baseline to end of treatment in IES-Avoidance subscale symptom
scores for CBT compared with SC

Treatment Control

Study N N WMD (95% CI)
Bryant, 2003 12 12 — B -17.00 (-22.76, -11.24)
Bryant, 1098 12 122 -16.66 (-24.24, -9.08)
Bryant, 2005 33 24 _— -9.14 (-14.81, -3.47)

Overall (I-squared = 53.8%, p = 0.115) <> -14.04 (-19.37, -8.71)

1
1
1
1
1
1
1
1
1
!

T T T T T T
-24 0 24
Favors CBT Favors Supportive Counseling

Figure 6. Mean change from baseline to 6-month followup in IES-Avoidance subscale symptom
scores for CBT compared with SC

Treatment Control

Study N N WMD (95% ClI)
Bryant, 2003 12 12 — = -12.67 (-19.08, -6.26)
Bryant, 1998 12 12 — = -12.91 (-20.80, -5.02)

Bryant, 2005 33 24 T -5.40 (-11.20, 0.40)

S
Overall (I-squared = 44.0%, p = 0.168) <> -9.94 (-15.06, -4.83)
l T

T T T T T
-24 0 . 24
Favors CBT Favors Supportive Counseling

Our meta-analysis shows a significantly greater reduction in IES-1 scores with a modest
effect size and statistical heterogeneity at the end of treatment (WMD, -7.85; 95% ClI, -11.18,
-4.53; 1=1.3%; Figure 7. Mean change from baseline to end of treatment in IES-Intrusion
subscale symptom scores for CBT compared with SC), which was maintained and slightly larger
in magnitude at 6-month followup (WMD, -8.19, 95% ClI, -11.79 to -4.58; 1°=6.8%; Figure 8).
Our sensitivity analysis (n=136) including a fourth, high-risk-of-bias trial found a slightly larger
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benefit at the end of treatment (WMD, -8.39; 95% ClI, -11.45 to -5.34; 1°=0.0%; Appendix H,
Figure H5) but a slightly smaller benefit at 6-month followup (WMD, -7.91; 95% ClI, -10.85 to -
4.98; 1°=0.0%; Appendix H, Figure H6).

Figure 7. Mean change from baseline to end of treatment in IES-Intrusion subscale symptom
scores for CBT compared with SC

Treatment Control

Study N N WMD (95% Cl)

Bryant, 2003 12 12 _ -12.16 (-19.27, -5.05)
Bryant, 1998 12 12 _ -7.59 (-12.94, -2.24)
Bryant, 2005 33 24 —_— -5.79 (-10.98, -0.60)

Overall (I-squared = 1.3%, p = 0.363) <> -7.85 (-11.18, -4.53)

T T T T T T T
-20 0 ) 20
Favors CBT Favors Supportive Counseling

Figure 8. Mean change from baseline to 6-month followup in IES-Intrusion subscale symptom
scores for CBT compared with SC

Treatment Control

Study N N WMD (95% ClI)

Bryant, 2003 12 12 e — -12.25 (-19.27, -5.23)
Bryant, 1098 12 12 —_— -8.43 (-14.83, -2.03)
Bryant, 2005 33 24 _— -5.78 (-10.88, -0.68)

Overall (I-squared = 6.8%, p = 0.342) <> -8.19 (-11.79, -4.58)

T T ! T T T T T
-20 0 20
Favors CBT Favors Supportive Counseling

Taken together, consistent evidence (1° range 0.0% to 53.8%) from three medium risk-of-bias
trials and a fourth high-risk-of-bias trial supports a conclusion of greater reduction of PTSD
symptom severity for patients treated with CBT than for those treated with SC (moderate SOE)
(Table 22).
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All three included trials (n=105) evaluated the effectiveness of CBT on coexisting psychiatric
conditions.®¥**2* Three trials used the BDI or the BDI-2, two trials used the BAI,***** and one
trial used the STAL?

Our meta-analysis showed no statistically significant difference between CBT and SC on
changes in anxiety symptoms at the end of treatment (SMD, -0.25; 95% ClI, -0.64 to 0.13;
1°=0.0%; Figure 9) or at 6-month followup (SMD, 95% ClI, -0.28 to -0.67, 0.11; 1°=0.0%; Figure
10). Our sensitivity analysis that included one high-risk-of-bias trial® found a statistically
significant di fference between groups on changes in anxiety symptoms at the end of treatment
(SMD, -0.39; 95% Cl, -0.74 to -0.04; 1°=2.2%; Appendix H, Figure H7) and at 6-month
followup (SMD, -0.59; 95% ClI, -1.16 to -0.01; 1°=58.7%; Appendix H, Figure H8).

Figure 9. Mean change from baseline to end of treatment in anxiety symptom scores for CBT
compared with SC

Treatment Control

Study N N SMD (95% Cl)

Bryant, 2003 12 12 ] -0.50 (-1.32, 0.31)
Bryant, 1998 12 12 —o——— -0.41 (-1.22, 0.40)
Bryant, 2005 33 24 —_— -0.08 (-0.61, 0.44)

Overall (I-squared = 0.0%, p = 0.628) <>> -0.25 (-0.64, 0.13)

i
T T - T T

0 2
Favors CBT Favors Supportive Counseling

Figure 10. Mean change from baseline to 6-month followup in anxiety symptom scores for CBT
compared with SC

Treatment Control

Study N N SMD (95% ClI)

Bryant, 2003 12 12 -0.47 (-1.28, 0.35)
Bryant, 1998 12 12 -0.56 (-1.37, 0.26)
Bryant, 2005 33 24 —_— -0.09 (-0.62, 0.44)

Overall (I-squared = 0.0%, p = 0.565) <>> -0.28 (-0.67, 0.11)

_‘2 Favors‘ CBT Igavors Suppor':ive Counseling‘2

Similarly, the pooled results rendered no statistically significant differences on changes in
depression symptoms between CBT and SC at the end of treatment (SMD, -0.15; 95% CI, -0.53
to 0.24; 1°=0.0%; Figure 11) or at 6-month followup (SMD, -0.21; 95% ClI, -0.70 to 0.27;

1°’=30%; Figure 12). Our sensitivity analyses that included one high-risk-of-bias trial® did not
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render any statistically significant differences on change in depression symptoms (Appendix H,
Figures H-9 and H-10).

Figure 11. Mean change from baseline to end of treatment in depression symptom scores for CBT
compared with SC

Treatment Control

Study N N SMD (95% Cl)

Bryant, 2003 12 12 -0.10 (-0.90, 0.70)
Bryant, 1998 12 12 -0.62 (-1.45, 0.20)
Bryant, 2005 33 24 ‘ 0.03 (-0.49, 0.56)

Overall (l-squared = 0.0%, p = 0.416) <:> -0.15 (-0.53, 0.24)

T T T T

0 2
Favors CBT Favors Supportive Counseling

Figure 12. Mean change from baseline to 6-month followup in depression symptom scores for
CBT compared with SC

Treatment Control

Study N N SMD (95% CI)

Bryant, 2003 12 12 : -0.09 (-0.89, 0.71)
Bryant, 1998 12 12 i -0.81 (-1.64, 0.03)
Bryant, 2005 33 24 — 0.03 (-0.49, 0.56)
Overall (I-squared = 30.0%, p = 0.240) <:> -0.21 (-0.70, 0.27)

T T * T T
-2 0 _ 2
Favors CBT Favors Supportive Counseling
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CBT+Hypnosis Versus SC
Table 26 summarizes the characteristics of the one study meeting our inclusion criteria.**
This government-funded RCT was conducted in Australia with civilian trauma survivors with
acute stress disorder following a nonsexual assault or MVVA who were randomized to six sessions
of CBT+Hypnosis (n=30) or SC (n=24). Additional details about this study can be found in the
section on the efficacy of CBT.

Table 26. Characteristics of the included cognitive behavioral therapy+hypnosis versus
supportive counseling trial

Study and Treatment Population Primary
Risk of Bias, | Studydesign, Duration a7 Outcome Mean Age and | Percentage
Prevention | Intervention (n)| (Followup an T rauma | peasure and Age Range Female
Type Duration) ype Baseline Score (Years)

Bryant et al.,

2005 Unblinded
RCT, Six 50-minute |Civilian; MVA

. CBT+Hypnosis |sessions (6 or nonsexual [CAPS-2, NR 34° (range NR) 60.9

Medium
(30) months) assault
SC (24)

Targeted

CAPS-2 = Clinician Administered PTSD Scale-2; CBT+Hypnosis = combined with hypnosis; cognitive behavioral therapy;
MVA = motor vehicle accident; n = subset of sample; NR = not reported; RCT = randomized controlled trial; SC = supportive
counseling

®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

There was no significant difference between the rates of PTSD for the CBT+Hypnosis and
SC groups at the end of treatment or at 6-month followup (Table 22). PTSD symptom severity
was lower in the CBT+Hypnosis group compared with the SC group at the end of treatment and
at 6-month followup. T here were no significant differences between the CBT+Hypnosis and SC
groups in severity of depression (BDI-2, 11.37 vs. 14.96 and 13.57 vs. 16.29) at the end of
treatment or followup. Similarly, there were no significant differences between these two groups
on severity of anxiety (BAI, 15.47 vs. 20.25 and 17.07 vs. 21.13).

CT Versus PE

Table 27 summarizes the characteristics of the two studies meeting our inclusion criteria for
evaluating the comparative effectiveness of CT and PE.*?'% Both studies compared CT with PE
in civilian mixed trauma samples. The CT arm contained 30'* and 40'2? subjects; the PE arm,
30%% and 63 subjects.*” Additional details about this study are in the section on the efficacy of
cognitive therapy.
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Table 27. Characteristics of included cognitive therapy versus exposure therapy trials
Study and . Treatment . Mean Age
Risk of Bias, Study Des_lgn, Duration Population and Primary Outcome and Age | Percentage
. Intervention Measure and
Prevention (Followup Trauma Type . Range Female
(n) - Baseline Score
Type Duration) (Years)
Bryant et al.,
20083 Outcome Civilian mixed CAPS-2 total score
assessors Five weekly [(MVA, “other PE: 70.6 '
blinded RCT, |(sessions (6 |trauma,” physical |~T- 66.8 35.8% 57.8%
Low 1 66.
PE (30) months) assault, and
CT (30) “other accident”)
Targeted
ggﬂ%’z etal, |outcome 12 weekly
assessors 1.5-hour Civilian mixed CAPS total score
blinded individual (Terrorist attacks, PE: 73.59 ! 39.8% 52
Medium RCT, sessions MVAs, work or CT: 71.78 )
PE (63) (5and 9 other accidents) T
Targeted CT (40) months)

CAPS/CAPS-2 = Clinician Administered PTSD Scale/Clinician Administered PTSD Scale-2; CT = cognitive therapy;
MVA = motor vehicle accident; n = subset of sample; NR = not reported; PE = prolonged exposure therapy; RCT = randomized

controlled trial

®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

Compared with PE, CT was associated with a lower incidence of PTSD at the end of
treatment and 6-month fol lowup in one study,*?® but it was not significantly different at 5-month
or 9-month followup in the other study'?? (Table 22). In the first study,'? after adjusting for

pretreatment levels, CAPS-2 total score, IES-1 and IES-A did not differ significantly between CT

and PE (p=NS) at the end of treatment. However, at 6-month followup, the CT group had

significantly higher CAPS-2 total (32.1 vs. 49.8, p=0.03), IES-1 (11.4 vs. 18.6, p=0.02), and IES-

A (12.8 vs. 19.2, p=0.03) scores. In the second study,*?? the PE and CT groups did not differ
significantly on CAPS total score at 5-month (28.6 vs. 29.5) or at 9-month (27.5 vs. 27.9)
followup, reflecting no differences in the underlying subscales of re-experiencing, avoidance,
and hyperarousal at either assessment time point. Likewise, the PSS-SR total score did not differ
significantly between the PE and CT groups at either the 5-month (11.0 vs. 11.6) or 9-month
(10.4 vs. 9.6) follow-up assessment.

One study measured de pression and anxiety at the end of treatment and 6-month followup.*??
There was no significant difference between the CT and PE groups on BDI-2 scores at the end of
treatment or at 6-month followup (18.9 vs. 12.1 and 20.4 vs. 12.4, p’s=NS). Compared with the
PE group, the CT group exhibited significantly higher BAI scores (23.4 vs. 13.4, p=0.008) at the
end of treatment only.

Debriefing Versus Another Form of Debriefing

One RCT met our inclusion criteria (Table 27)."* It compared two forms of CISD: CISD
minus the psychoeducational component (“emotional debriefing,” n=76) and CISD minus the
emotional component (“educational debriefing,” n=79) (Table 28). Additional details about this
study can be found in the section on the efficacy of debriefing.
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Table 28. Characteristics of the included trial of debriefing versus another form of debriefing

Study and Treatment Mean
Risk of Studv Desi Durati Population Primary Outcome Age and p ¢
Bias, udy besign, uration and Trauma| Measure and Baseline Age ercentage
Preventio Intervention (n) (Folloyvup Type Score Range Female
Duration)
n Type (Years)
Sijbrandij
etal, Unblinded RCT
2006 |Emotional ' |One45-1060- ooy SKPTSD, - 40.4°
debriefing (76) mlnu.te individual Assault or Emotlopal debrleflng: 19.9 (ra.nge 48.7°
Low Educational session (2 and 6 Accident Educational debriefing: NR) )
T weeks; 6 months) 19.9
debriefing (79)
Universal

n = subset of sample; NR = not reported; RCT = randomized controlled trial; SI-PTSD = Structured Interview for PTSD
®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

The study reported that there was no significant difference between the two forms of
debriefing on incidence of PTSD or the severity of PTSD symptoms (Table 22). There was no
statistically significant difference between the two forms of debriefing in severity of depression
or anxiety. At 6 months, HADS-Depression change scores were -1.6 and -1.5 (p=0.23) for
emotional debriefing and educational debriefing, respectively. Similar results were obtained for
anxiety: HADS-Anxiety change scores were -2.4 and -2.2 (p=0.96).

Psychoeducation Versus Debriefing Plus Psychoeducation
One government-funded study conducted in the UK with civilian crime victims compared
psychoeducation (n= 54) with debriefing combined with psychoeducation (n=52) (Table 29).'*
Additional details about this study are reported in the section on efficacy of debriefing. Because
of very high overall attrition (i.e., greater than 40% at 11-month followup), we considered all
outcomes collected at that time point as having a high risk of bias and therefore do not report

them here

Table 29. Characteristics of the included trial of psychoeducation versus debriefing plus

psychoeducation
Study and
Risk of Study Desian Téi?;:?gzt Population | Primary Outcome|Mean Age and Percentage
Bias, Intervi/antiong(r;) (Followup and Trauma Measure and Age Range Femaleg
Prevention - Type Baseline Score (Years)
Type Duration)

Rose etal., |ynplinded RCT, Civilian crime  |PSS-SR,

1999 Psychoeducation One 1-hour victims (Actual |Psychoeducation:
(52) individual session |OF treatened - 116.0 35.9 (18-76)" [24.8°

Medium Debriefing + |6 v L:h oSS! physical or Debriefing + ) )
psychoeducation (6 months) sexual assault; |psychoeducation:

Universal |(®%) bag snatch) 16.8

n = subset of sample; PSS-SR = Post-traumatic Stress Disorder Scale-Self-Report; RCT = randomized controlled trial
®Because of very high overall attrition (i.e., greater than 40% at 11-month followup) in this study of psychoeducation and

debriefing pl

us psychoeducation,

129

therefore do not report them here or in Appendix G.
®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

we considered all outcomes collected at that time point as having a high risk of bias and

The incidence of PTSD did not differ significantly between the psychoeducation and
debriefing combined with psychoeducation groups at 6 months (Table 22). There was no
significant difference in PTSD symptom severity at 6-month followup.'?® In addition, there was
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no significant difference in the severity of depressive symptoms between psychoeducation and
debriefing combined with psychoeducation at 6-month followup (BDI, 9.8 vs. 12.1; p=NR).*?

Comparative Effectiveness: Psychological Versus Pharmacological
Interventions

Description of Included Studies
Table 30 summarizes the characteristics of the one study meeting our inclusion criteria.'??
This RCT was conducted in Israel with a mixed civilian trauma sample of 242 individuals
admitted for emergency services. Treatment arms included PE (n=63), CT (n=40), and
escitalopram (n=23). Additional details about this study are in the section on the efficacy of
cognitive therapy.

Table 30. Characteristics of the included psychological versus pharmacological intervention trial

Study and . Treatment . . Mean Age
Risk of Bias, Study Desllgn, Duration Population | Primary Outcome and Age |Percentage
Prevention Intervention (Followup andTTrau ma BMealgureSand Range Female
Type ) Duration) ype aseline score (Years)
PE and CT, 12
Shalev et al., |Outcome weekly 90-minute | ..
2012 assessors individual sessions ?Il\ell::?):]isTlxed CAPS total score,
blinded RCT,  |(9 months) attacks PE: 73.59
Medium PE (63) MVAS work |CT:71.78 39.8" 56.3"
CT (40) . |Escitalopram and | Giner Escitalopram:
Escitalopram placebo, 10 mg ident 79.83
Targeted (23) twice daily (9 accidents)
months)

CAPS = Clinician Administered PTSD Scale; CT = cognitive therapy; mg = milligrams; MVA = motor vehicle accident;
n = subset of sample; PE = prolonged exposure therapy; RCT = randomized controlled trial; WL = waitlist

®Subjects in the pharmacological arm were blinded as to whether they were receiving escitalopram or placebo.

PData not directly provided by the study authors. Data provided here are calculated by authors of this report.

Key Points

e The evidence is insufficient to determine the comparative effectiveness of CT over an
SSRI (escitalopram) to prevent PTSD or to reduce PTSD symptoms severity for civilians
exposed to a variety of traumatic events (MVAs, physical assault, work-or other-related
accidents, terrorist attacks).

e The evidence is insufficient to determine the comparative effectiveness of PE over an
SSRI (escitalopram) to prevent PTSD or to reduce PTSD symptoms severity for civilians
exposed to a variety of traumatic events (MVAs, physical assault, work-related or other
accidents, terrorist attacks).

Detailed Synthesis: Psychological VVersus Pharmacological
Interventions

CT Versus SSRI

The incidence of PTSD and the severity of PTSD symptoms were significantly higher
(P=NR) in the SSRI (escitalopram) group than inthe CT group at 5-month and 9-month followup
(Table 22).
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PE Versus SSRI

The incidence of PTSD and the severity of PTSD symptoms were significantly higher
(p=NR) in the SSRI (escitalopram) group than in the PE group at 5-month and 9-month followup
(Table 22).

Comparative Effectiveness: Psychological VVersus Emerging
Interventions
No studies met inclusion criteria for this part of KQ 1.

Comparative Effectiveness: Pharmacological Versus

Pharmacological Interventions

A high-risk-of-bias RCT pilot study that otherwise met inclusion criteria compared the
effectiveness of a 14-day treatment with propranolol (n=17) versus gabapentin (n=14) in patients
admitted to a level 1 surgical trauma center after a severe physical injury requiring specialized,
emergent care (see more detailed description in the Detailed Synthesis: Pharmacological
Interve ntions section).*” There was no difference in effectiveness between propranolol and
gabapentin as measured by PTSD severity (at 1 month, 4 months, or 8 months) or by rates of
PTSD or Major Depressive Disorder at 4-month followup.

Comparative Effectiveness: Pharmacological Versus Emerging
Interventions
No studies met inclusion criteria for this part of KQ 1.

Comparative Effectiveness: Emerging Versus Emerging
Interventions
No studies met inclusion criteria for this part of KQ 1.

KQ 2: Impact of Timing, Intensity, or Dosing

Description of Included Studies

Two studies met eligibility criteria for KQ 2;***'% Two studies that otherwise met eligibility
criteria were omitted from the main data synthesis for high risk of bias.®*® The studies covered
a variety of populations, such as civil crime victims, critically ill patients, soldiers exposed to
combat, and severely injured patients. Interventions included CISD, ps ychoeducation,
psychotherapeutic treatment, trauma risk management, and pharmacological sedation. One
study*® was funded by a foundation, and we could not determine the funding source for the
second included study.**
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Key Points

e For robbery victims, the evidence was inconclusive whether immediate debriefing
compared with delayed debriefing leads to fewer posttraumatic symptoms (insufficient
SOE).

e For critically ill patients, the evidence was inconclusive whether light sedation compared
with deep sedation leads to differences in posttraumatic symptoms, anxiety, and
depression after hospital discharge (insufficient SOE).

e No studies of the impact of timing, intensity, or dosing on the risk of harms of
interventions met our eligibility criteria.

Detailed Synthesis
Table 31 summarizes the available evidence of the impact of timing, intensity, or dosing on
the effectiveness of interventions.

Table 31. Findings and strength of evidence of the impact of timing, intensity, and dosing on the
effectiveness of interventions

Population,
Treatment

Impact of

. a
Intensity Impact of Dosing SOE

Impact of Timing

Fewer posttraumatic symptoms with early
vs. delayed CISD (PDS: 5.6 vs. 14.3;

o p<0.001); 1 trial (N=77)
Robbery victims, . . -
Debriefing (CISD)™* No evidence |Not applicable Insufficient
Lower PTSD symptom severity with early
vs. delayed CISD (PDS: 6.9 vs. 33.1;
p<0.001); 1 trial (N=77)

Similar incidence
rates of PTSD with
light and deep
sedation (PCL: 10%
vs. 9%, p=0.83); 1

trial (N=137)
Critically ill patients,
Pharmacological No evidence Not applicable |Similar rates of PTSD |Insufficient
sedation*®® symptom severity

ranks with light and
deep sedation (IES-R
and PCL: PTSD
scores NR, p=0.07);
1 trial (N=137)

CISD = Critical Incident Stress Debriefing; IES-R = Impact of Event Scale-Revised: N = entire sample; NR = not reported;

PCL = PTSD Checklist; PDS = Posttraumatic Stress Diagnostic Scale; PTSD = posttraumatic stress disorder; RCT = randomized
controlled trial; SOE = strength of evidence

®For more detailed information about the rationale for SOE grading, please refer to Appendix G.

Impact of Timing of Interventions

One study (Table 32) assessed the impact of timing on the effectiveness of debriefing (CISD)
to prevent PTSD.** This RCT was conducted with 77 A ustralian civilians who had been
exposed to a first-time robbery at their place of employment. Victims were not eligible to enter
the study if they had experienced physical injuries, were threatened with a gun, or had received
prior treatment or prevention of stress-related symptoms. The funding source was not reported.
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Eligible victims were randomly assigned to immediate debriefing (within 10 hours of the
robbery) or to delayed debriefing (48 hours or more after the robbery). Debriefings were
conducted individually or in small groups. After 2 weeks, victims who received immediate
debriefing had statistically significantly fewer symptoms on the PDS and significantly lower
symptom severity than those in the delayed debriefing group (Table 31). Because of the lack of
an inactive control group in this study, no conclusions about a greater efficacy of early debriefing
can be drawn. It is conceivable that the difference between immediate and delayed intervention

can be attributed to harmful effects of delayed debriefing relative to no beneficial effects of
immediate debriefing.

Table 32. Characteristics of studies on impact of timing

. o . Mean Age
Study ar)d Risk Stu.dy Timing of Population and Primary Outcome and Age |Percentage
of Bias, Design, |Treatment After Trauma Tvpe Measure and Range Female
Prevention Type| Intervention | Trauma (N) yp Baseline Score (Yea?s)
CamPfieId et al.,
200113 Immediate CISD: PDS total score
i : and symptom
lFirét?ll_lnded <10 hours (36) |Civilian crime severi);y gcore 22.82° 545
Medium ! Delayed CISD: |victims (robbery) (18-32) )
CIsD
>48 hours (41) .
. Baseline: NR
Universal

CISD = Critical Incident Stress Debriefing; n = subset of sample; NR = not reported; PDS = Posttraumatic Stress Diagnostic
Scale; RCT = randomized controlled trial
®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

Impact of Intensity of Intervention

The only available evidence on the impact of the intensity on the effectiveness of

interventions were two high-risk-of-bias studies, which are summarized below.

Impact of Dosing of Pharmacological Interventions
One study (Table 33) assessed the impact of the doses of sedating medications on symptoms
of PTSD, anxiety, and depression in critically ill patients.*® This outcome assessor-blinded
Swiss RCT (funded by the Swiss National Science Foundation) assigned 137 critically ill
patients with endotracheal intubation to receive light sedation (i.e., sedated to be tranquil or
lightly sleeping) or deep sedation (i.e., sedated to the point of being asleep but able to awaken
upon physical stimulation) with midazolam and morphine. T he primary endpoi nts were self-
reported PTSD, anxiety, or depressive symptoms 4 weeks after discharge. At the 4-week
followup, a similar proportion of patients in the light and deep sedation group met symptom
criteria for the diagnosis of PTSD (10% vs. 9%; p=0.83) as assessed on the PTSD Checklist and
the IES-R (Table 31). Likewise, patients in both treatment groups exhibited similar rates of
anxiety (HADS-A: ADS-A: 12% vs. 12%) and depression (HADS-D: 8% vs. 4%), respectively.
Overall, almost 20 percent of patients enrolled in this study died during the hospital stay.
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Table 33. Characteristics of the study on the depth of sedation

. Treatment . .
Study and | Study Deglgn, Duration Population | Primary Outcome Age Mean Percentage
Risk of Intervention and Trauma Measure and
' (Followup - (Years) Female
Bias (n) Duration) Type Baseline Score
;Ife%%gg &l |single-blinded
" RCT; . Civilian
Light sedation \l/\lv(;tezlzgpllcable (4 medical; IES-R and PCL: 61.4° 2352
Medium (69) ostdischarge) Mechanical |Not applicable ’ ’
Deep sedation p 9 ventilation
Universal _ |(68)

IES-R = Impact of Event Scale-Revised; n = subset of sample; PCL = PTSD Checklist; RCT = randomized controlled trial
®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

High-Risk-of-Bias Studies
Two studies rated high risk of bias otherwise met our eligibility criteria.**** Because of the

lack of other evidence for this key question, we briefly summarize characteristics and main
findings of these studies.

Impact of Intensity of Intervention

A German RCT (N=113) compared the effectiveness of inpatient psychotherapy in severely
injured patients with a combination of inpatient and continued outpatient psychotherapy.™® After
1 year of followup of completers only, the long-term therapy group had numerically fewer
posttraumatic, depressive, and anxiety symptoms than patients receiving inpatient
psychotherapeutic treatment only. Differences did not reach statistical significance. Only 41
percent of all randomized patients completed the follow-up assessments.

A British nonrandomized parallel-group comparison trial compared Trauma Risk
Management (TRiM) in two different groups of 180 males (Army infantry and Marine
commandos) at different stages of implementation (TriM naive and TriM experienced).”
Subjects in the TRiM-experienced group reported lower levels of psychological distress than
subjects in the TRiM-naive group. Differences did not reach statistical significance.

KQ 3: Subgroup Analyses

Description of Included Studies

Eight studies met eligibility criteria for KQ 3;%/107120126.128.129.131.13 v,/ of the eight were
rated high risk of bias and omitted from the main data synthesis, but they are discussed
separately below.”**” The six studies with low™! or medium risk of bias involved survivors of a
variety of trauma types: medical illness (breast cancer), violent crime, intentional and
unintentional injuries, and combat. Interventions included psychological debriefing, emotional
debriefing, psychoeducation, CISD, PE, a British adaptation of Battlemind training, and a self-
help workbook. Three studies were funded by national government sources?®'2**3* and one by a
private foundation;**° two did not identify their funding source.*?®*%
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Key Points

e For violent crime victims, the effect of early psychological interventions (debriefing,
immediate vs. delayed debriefing) on PTSD symptoms did not differ between men and
women at 2 weeks and 6 months (low SOE).*#%*3

e For violent crime victims, the effect of a debriefing intervention on depressive symptoms
did not differ between men and women at 6 months (insufficient SOE).*?°

e For women with newly diagnosed breast cancer and survivors of civilian assault or
accident, there were inconsistent findings on whether baseline severity of PTSD
symptoms modified the effect of debriefing and a self-help workboo k on PTSD
symptoms (insufficient SOE). 2131

e For victims of violent crime, the effect of a debriefing intervention on PTSD symptoms
did not differ between those with or without previous depression or a history of child
abuse (insufficient SOE).**°

e For United Kingdom military service members after combat deployment, the effect of
Battlemind training on PTSD symptoms did not differ by the severity of combat exposure
(insufficient SOE). 2

e For survivors of mixed civilian trauma, PE was effective in reducing PTSD symptoms
among survivors of sexual assault but not physical assault or motor vehicle collisions
(insufficient SOE).*?®

e No study that met our inclusion criteria conducted subgroup analyses by ethnic or racial
groups.

Detailed Synthesis

Table 34 summarizes the main findings on subgroups.

Of the six studies that were rated as low or medium risk of bias, two reported subgroup
analyses by demographic groups (sex),***** one by type of trauma,'? one by severity of trauma
expos ure,*?® one by history of depression,*? one by history of child abuse,'* and two by severity
of baseline distress'®** (Table 34). The number of subgroup analyses conducted ranged from
one®®** to nine.**°

All studies except one™® used a test of interaction (intervention by group or intervention by
time by group) for their subgroup analyses. Two studies*?®'% reported that the subgroup analyses
were not prespecified, and four studies'?®*?313:134 did not state whether the subgroup analyses
were prespecified or post hoc. Only one of the six studies adjusted for multiple comparisons*? or
reported the magnitude of the effect within levels (categories) of the subgroups being analyzed.

None reported confidence intervals around estimated effects.

74



Table 34. Summar

of evidence about subgroups

Subgroup;
Interventions

PTSD Symptoms

Depression Symptoms

Quality of Life

SOE?

Demographic

Sex did not modify the effect
of early interventions; 2 trials
(N=157; N=77)"%%1%

Sex did not modify the
effect of early
interventions; 1 trial

PTSD symptoms;
Low for no effect
of sex

groups: sex; (N=157)**° No evidence )
CBT, CISD Depression
symptoms or
quality of life:
insufficient
Modified PE reduced PTSD
symptoms among survivors of
Type of trauma; PE |[sexual, but not physical, No evidence No evidence Insufficient
assault and not among MVA
survivors; 1 trial (N=137)*%®
giZé%T)Ig}QF previous Previous depression did not ng\é;%lésifgi?ffcststl)?n e
o F modify effect of debriefing; 1 PP No evidence Insufficient
depr(_ass_lon, trial (N=157)2 debrleflnlgé 1 trial
Debriefing (N=157)
Historg of child History of child abuse did not :'cl)stt%rg dci)Ithhr:(ladeaf?elﬁ:steo?Id
abusg ; modify effectlzcgf debriefing; 1 debriefing: 1 trial No evidence Insufficient
Debriefing trial (N=157) (N= 157)1%
Severity of exposure
to trauma’; Severity of combat exposure
Battlemind training, |did not mod |fy_tr_1e ?ﬁec.t of No evidence No evidence Insufficient
standard Battlemind training; 1 trial
postdeployment (n=2, 443)'*®
briefing
Inconsistent findings; 2 trials
(N=49; N=236);"""* one
reported that high baseline
Baseline severity of arousal symptoms increased
distressb; Debriefing, PTSD symptoms among those
randomized to debriefing while [No evidence No evidence Insufficient

self-help workbook

the other reported that a self-
help workbook reduced PTSD
symptoms to a greater extent
in those with high baseline
PTSD symptom severity

CBT = cognitive behavioral therapy; CISD = Critical Incident Stress Debriefing; MVA = motor vehicle accident; N = entire
sample; n = subset of sample; PE= prolonged exposure therapy; PTSD = posttraumatic stress disorder; SOE = strength of

evidence

®For more detailed information about the rationale for SOE grading, please refer to Appendix G.
®Personal risk factor for PTSD.
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Table 35. Characteristics of included trials for subgroup analyses

; - Mean
Y e sy Desion, | TgEAmNt | popuiaton | P age |y eage
Intervention and Trauma Age 9
™) (Folloyvup Type Meagure and Range Female
Subgroups Analyzed Duration) Baseline Score (Years)
Beatty et al., 2010’ I
. Women newly
Unblinded RCT, ) . 55.2
Medium SHB (25) NR diagnosed with |PSS-SR: 10.76 (range 100
Information only (3and 6 bre.agt cancer (pooled for both NR)
months) (within previous |groups)
Severity of baseline (24) month)
distress (high vs. low)*
CamPﬁeId etal, .
20013 One session, .
Sggl;]r:)duerd(;()ﬁ, ngﬁizguratlon Crime victims ~ |PDS total score, (21288322) 55
Medium . ~|(robbery) NR
>48 hour (41) |(2 and 4 days; 2
weeks)
Sex
Mulligan et al., 2011"° Unblinded RCT,
Battlemind One large UK military PCL-C,
Medium training (797)  |group session |service Battlemind: 21 NR 170
Standard lasting < 1 hour |members; Standard briefing: )
Severity of combat po_st_deployment (4 to 6 months) |combat trauma |20
exposure briefing (819)
IES,
Rose et al., 1999'%° . Debriefing: 28.5
gr&k_)ll_mded Crime victims | Psychoeducation:
Medium Debr’iefing (54) One individual |(actual or 24.2 b
Psvcho- session of 1 threatened Assessment: 28.0 |35.9 248
ycho - .8c
' . education (52) hour . physical or - PSS-_SF.Q, (18-76)
Sex; previous (6 months) sexual assault; |[Debrief: 16.8
depression, history of [ASSessment bag snatch) | Psychoeducation:
child abuse (51) 16.0
Assessment: 15.6
Eé’ig?z%”’" etal. Unblinded RCT
nblinde , R
Modified (early) ;I_'hr:'ee |nd|vu_jua| Physical and 315
-hour sessions
Medium PE (69) (1and3 sexual assault, |PSS-I, NR (range 65
Assessment or MVA NR)
only (68) months)

Type of trauma
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Table 35. Characteristics of included trials for subgroup analyses (continued)

. . Mean
Study and Risk of Study Design, Treatment Population Primary Age and
Bias Intervention Duration and Trauma Outcome Age Percentage
(Followup Measure and Female

Subgroups Analyzed ") Duration) Type Baseline Score (F\e(ir;?;
Sijbrandij et al.,
2006

Unblinded RCT, SI-PTSD,
Low Emotional One individual, Emotional )

debriefing (76) |45-to 60- Assault or debriefing: 19.9 (40.4 48.7°

. ] Educational minute session ident Educational (range

Severity of baseline  |debriefing (79) |(2 and 6 weeks: |2 debriefing: 19.9  |NR)
distress, based on No debriefing |6 months) No debriefing:
presence of 3PTSD  |(81) 17.7
symptom clusters at
baseline”

DSM-1V = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; IES = Impact of Event Scale; MVA = motor
vehicle accident; n = subset of sample; NR = not reported; PCL-C = PTSD Checklist, Civilian version; PDS = Posttraumatic
Stress Diagnostic Scale; PSS-I = Posttraumatic Stress Diagnostic Scale-Interview version; PSS-SR = Posttraumatic Stress
Diagnostic Scale-Self Report version; PE = prolonged exposure therapy; PSS-1 = PTSD Symptom Scale-Interview version;
PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SHB = self-help book; SI-PTSD = Structured
Interview for PTSD; UK = United Kingdom

®Baseline distress was based on dichotomous (above median vs. below median) base line score for each outcome. For example,
for PTSD, baseline distress is based on dichotomized PTSD score at baseline.

PData not directly provided by the study authors. Data provided here are calculated by authors of this report.

“Because of very high overall attrition (i.e., greater than 40% at 11-month followup) in this study of debriefing and
psychoeducation, we considered all outcomes collected at that time point as having a high risk of bias and therefore do not report
them here or in Appendix G.'*

Ypresence of each PTSD symptom cluster was based on DSM-1V criteria. For reexperiencing, one of five DSM-IV criteria at
baseline was required; for arousal, two of five were required; and for avoidance/numbing, three of seven were required. Severity
was defined as high vs. low for each of the three PTSD symptom clusters (reexperiencing, arousal, and avoidance), where high is
defined as meeting DSM-IV criteria for that cluster.

Subgroups by Demographic Characteristics

Sex

Two trials evaluated whether sex modified the effect of early psychological interventions on
PTSD symptoms; one trial (N=157) tested debriefing versus psychoeducation among victims of
violent crime,*?° and the other (N=77) tested immediate versus delayed debriefing for robbery
victims (Table 35).2** These two trials reported consistent findings that the effect of early
psychological interventions in reducing PTSD symptoms did not differ between men and women
(Table 33)."** However, neither study reported the magnitude of the estimated effect (i.e., the
coefficient of the interaction term) or the precision of the estimate.

One study'®® reported no differences between men and women in the effects of early
intervention on depressive symptoms. Based on this single study, we concluded that the evidence
was insufficient to determine if there are differences between men and women in reducing
depressive symptoms. The evidence was insufficient for all other outcomes.

Age and Ethnic and Racial Groups

No study addressed effectiveness of interventions in subgroups defined by age, race, or
ethnicity.
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Subgroups by Type of Trauma

One study?® reported that type of trauma modified the effect of modified PE, initiated less
than 1 day after trauma, on PTSD symptoms. Survivors of sexual assault, but not survivors of
physical assault or MVAs, had clinically and statistically significant declines in PTSD symptoms
compared with those in the assessment-only group (Table 34). An overall group by trauma type
by time interaction effect was not assessed. Because this was the only study that reported a
subgroup analysis by trauma type, there is insufficient evidence that the effect of modified PE on
PTSD symptoms was different among survivors of sexual assault and survivors of other trauma

types.

Subgroups by Psychiatric Comorbidity

Previous Depression

One study reported that previous depression did not modify the effect of the debriefing for
PTSD symptoms or depression symptoms (Table 34).}% For their models for PTSD symptoms
and depression symptoms as outcomes, they did not report either estimated magnitude of effect
for the interaction terms (intervention-by-time-by-previous depression) or precision of those
estimates. The evidence was insufficient to determine the impact of previous depression on the
incidence of PTSD or PTSD symptom severity.

Previous Anxiety Disorder Other Than PTSD
No study addressed effectiveness of interventions in subgroups defined by previous anxiety
disorder other than PTSD.

Personal Risk Factors for Developing PTSD

History of Child Abuse

Rose and colleagues reported that history of child abuse did not modify the effect of
debriefing for PTSD symptoms or symptoms of depression (Table 34).'® The authors did not
report the estimated magnitude of effects for the intervention by time or by history of child abuse
interaction terms or the precision of their estimates.

Severity of Trauma Exposure
One study'*® reported that the severity of combat exposure, entered into regression models as
either linear or quadratic interaction terms, did not modify the effect of Battlemind training that
was adapted for use in the UK (Table 34). The magnitude of interaction effects and their
precision were not reported. The evidence was insufficient to conclude whether there are
differences in the effect of Battlemind training across varying levels of severity of trauma

expos ure.

Baseline Severity of Distress

Two trials (one low risk of bias) performed subgroup analyses on baseline severity of
distress.’®** Sijbrandij and colleagues evaluated the impact of debriefing on PTSD symptoms,
depressive symptoms, and anxiety symptoms, among survivors of a single traumatic event, of
any kind, that occurred 2 weeks before study entry.*! They reported a significant (p=0.005)
interaction for intervention by time by level of baseline arousal symptoms (high versus low): at 6
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weeks, individuals in the debriefing group had increased PTSD symptoms compared with
controls in the high baseline hyperarousal group but not in the low baseline hyperarousal group
(Table 34). The authors did not report magnitude of the effect or precision. Beatty and colleagues
evaluated the impact of a psychoeducational SHB on PTSD symptoms, among women with a
recent diagnosis of breast cancer.**® For PTSD symptoms, the interaction for intervention by
baseline PTSD severity was significant (p<0.01) at 3 months. Compared with controls, the
women with high baseline symptoms who received the SHB experienced decreased PTSD
symptoms to a greater extent than did women with low baseline PTSD symptoms. The
magnitude of the interaction effect and its precision were not reported. The discrepant findings
between these two trials may arise from differences in any or all of the following:

(1) composition of the sample (including type of trauma and percentage of women),

(2) intervention (debriefing vs. workbook), (3) timing of followup assessment, (4) definition of
baseline distress, or (5) measure of PTSD symptoms.

High-Risk-of-Bias Studies
The two studies omitted from the main data synthesis for high risk of bias are briefly
described here.?"%’

Exposure to Combat-Related Events

Adler and colleagues randomly assigned, at the platoon level, U.S. soldiers who had been
deployed to Iraq to stress education (n=527), Battlemind debriefing (n=582), small group
Battlemind training (n=562), and large group Battlemind training (n=616).2” Attrition was very
high (53.9%) at the follow-up survey at 4 months, primarily because of Army reassignment of
personnel; the only difference between the baseline and follow-up samples was a higher loss to
fol lowup among noncommissioned officers than junior-ranking soldiers. They reported that the
interaction between intervention and exposure to combat-related events (entered as a quadratic
term) was strong (with PTSD symptoms as the outcome). Among soldiers with low levels of
combat exposure, PTSD symptoms did not differ for soldiers randomized to any of the four
interventions. However, among soldiers with very high levels of combat exposure, all three of
the active interventions resulted in substantially lower PTSD symptoms at 4 months than stress
education.

Sex

Krauseneck and colleagues,™®” previously described in KQ 1, conducted a prospective cohort
study of the effect of beta-adrenergic blockade with metoprolol on traumatic memories and
PTSD symptoms among cardiac surgery patients 1 day before surgery and at 1 week and 6
months after surgery. Baseline and treatment medical characteristics (such as duration of
surgery) did not differ between those who did or did not receive metoprolol. The authors did not
report on psychological characteristics that might confound the association between beta-
blockers and PTSD symptoms upon followup. For PTSD symptoms, they reported a significant
interaction of treatment (metoprolol vs. no metoprolol) by time by sex: at 6 months, women
treated with metoprolol had lower PTSD symptoms than women not treated with metoprolol,
whereas men treated with metoprolol had the same PTSD symptoms as men not treated with
metoprolol.
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KQ 4: Risks of Harms

Description of Included Studies

Overall, we identified four studies assessing harms for early interventions to prevent
PTSD.#93 131135 Tywo otherwise eligible studies were rated high risk of bias and omitted from the
main data synthesis but are discussed below.®** The two included studies involved civilian
medical trauma, assault or accident,"*" and mechanical ventilation."*® Interventions for these two
studies involved different forms of psychological debriefing (emotional or educational)*** and
use of light versus deep sedation.**

Key Points

e For patients with early hyperarousal, the evidence was inconclusive whether emotional
debriefing leads to increased PTSD symptoms compared with no debriefing (insufficient
SOE).

e For critically ill patients, the evidence was inconclusive whether there was a difference in
mortality between light and deep sedation groups (insufficient SOE).

Detailed Synthesis

Table 36 summarizes the available evidence of the absolute and comparative risks of harms
from early interventions to prevent PTSD for the two studies with either low or medium risk of
bias. For absolute risk, the SOE was determined to be insufficient because the data are froma
single study and results are mixed across assessment points. For comparative risk, the SOE was
found to be insufficient because the data are from a relatively small sample from a single study.

Table 36. Findings and strength of evidence about harms

Intervention, Outcome Results SOE®
Population

Emotional debriefing vs.

educational debriefing Absolute risk: PTSD For patients with early hyperarousal, the evidence was

o PR inconclusive whether emotional debriefing leads to
vS. no debrle_fmg, sgverlty (in subgroup increased PTSD symptoms compared with no
Civilian medical with hyperarousal) debriefing; 1 trial (N=236)

(psychological trauma)** 9 e

Insufficient

The evidence was inconclusive whether there was a
difference in mortality between light and deep sedation |Insufficient
groups; 1 trial (N=137).

Comparative risk:

Light sedation vs. deep Mortality

The evidence was inconclusive whether there was a
difference in the incidence of organ dysfunction,
hypertension, or tachycardia between light and deep
sedation groups; 1 trial (N=137).

sedation), Mechanical

ventilation’®® Comparative risk:

Incidence of adverse
events

Insufficient

N = entire sample; PTSD = posttraumatic stress disorder; SOE = strength of evidence
®For more detailed information about the rationale for SOE grading, please refer to Appendix G.

One trial provided limited data about the absolute risk of early interventions to prevent the
onset of PTSD,**! while a second study provided limited data about the comparative risks of such
interve ntions.™* Table 37 summarizes the characteristics of these studies.
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Table 37. Characteristics of the included studies evaluating risk of harms from interventions to
prevent PTSD

andStFl;iii of . Treatment . Primary Outcome Mean Age
Bias Study Design, Duration Population and Measure and and Age Percentage
' Intervention (n) | (Followup Trauma Type - Range Female
Prevention Duration) Baseline Score (Years)
Type
gggga}g'}d'l et al,| ynplinded RCT, SIPTSD
(Ijié?)?téc;.r;]al (76) One 45- to 60- |Civilian medical, (Ijié?)?tgr;]all 19.9 40,42
Ieting minute session|psychological Ieting: 19. ' 48.7%
Low Educational (6 months) frauma Educational (range NR)
debriefing (79) debriefing: 19.9;
Universal No debriefing (81) Control 17.7
Treggiari etal., | gingle-blinded
2009 RCT: . .
Light sedation |7 days Civilian medical, |\e5 p ¢ pcL: not |61.4° a
. mechanical . 235
Medium (69) (2 month) ventilation applicable (range NR)
Deep sedation
Universal (68)

IES-R = Impact of Event Scale-Revised; n = subset of sample; NR = not reported; PCL = PTSD Checklist; PTSD = posttraumatic
stress disorder; RCT = randomized controlled trial; SI-PTSD = Structured Interview for PTSD
®Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

One trial (low risk of bias), previously described in KQ 1, was conducted in 236 adult Dutch
civilians who had experienced psychological trauma (Table 37).** Eligible patients were
randomly assigned to one of three groups: (1) emotional debriefing, (2) educational debriefing,
or no debriefing within 2 weeks of the trauma. In a subgroup analysis, the authors reported that
for participants with early hyperarousal, those receiving emotional debriefing experienced higher
PTSD scores than the control group at 6 weeks (test for interaction, p=0.005) (Table 36). This
difference was not found at the two other assessment points (2 weeks or 6 months), and no other
differences between the groups were noted.

A second study (medium risk of bias), previously described in KQ 2, provided data relevant
to comparative risks (Table 37).*® In this randomized open label study of 137 adult Swiss
patients being placed on mechanical ventilation for at least 12 hours, patients were randomly
assigned to receive either light or deep sedation. There were no differences in mortality (14%
ICU deaths in each arm; 18% vs. 17% death during stay hospital stay, p=0.65) or in the incidence
of adverse events (as measured by organ dysfunction, hypertension, and tachycardia) (Table 36).

High-Risk-of-Bias Studies

Two studies otherwise meeting our eligibility criteria were omitted for high risk of bias.***®

Critical Incident Stress Debriefing

The other study was a nonrando mized retrospective cohort study in the Netherlands with
high potential for selection bias; it compared the effectiveness of one session of debriefing
(n=46) with no debriefing (n=59) for police officer first responders to a large plane crash.” At
18-month followup, but not at 8-month followup, the officers who had been debriefed were
significantly more likely to e xhibit disaster-related hyperarousal symptoms than those not
debriefed.
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Critical Incident Stress Debriefing and Stress Management

One tested the comparative effectiveness of CISD versus a stress management class versus a
group that received no intervention but completed assessment tools at the follow-up periods.®*
More information about this study’s characteristics is available above in the KQ 3 (Subgroup
Analyses) section. At 4-month followup, CISD was not more distressing or arousing than a stress
management class or no intervention.
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Discussion

We conducted a systematic review of the efficacy and comparative effectiveness and harms
of psychological, pharmacological, and emerging interventions for the prevention of PTSD in
adults exposed to psychological trauma. Because of the ongoing controversy about whether
different treatments are efficacious at all, we first assessed evidence for the efficacy of the
treatments of interest and then proceeded to assess comparative effectiveness. We used this
approach because our preliminary searches and input from experts during the topic refinement
process suggested that we would find little head-to-head comparative evidence; we realized that
we would likely need to rely on indirect evidence to attempt to draw conclusions abo ut
comparative effectiveness.

Below, we summarize the main findings and strength of evidence (SOE) by Key Question
(KQ). We then discuss the findings in relationship to what is already known, applicability of the
findings, implications for decisionmaking, limitations, research gaps, and conclusions.

Key Findings and Strength of Evidence
KQ 1: Efficacy and Comparative Effectiveness

The evidence for the effectiveness of psychological, pharmacological, and emerging
interventions to prevent PTSD is limited. Overall, 52 studies met eligibility criteria for KQ
1.27:475183-97.99-114.116-133 (3f these, 35 were rated as high risk of bias and omitted from the main
data synthesis.?"#"°!8%:88,90.92:97.99-114.116-118 Tah) a5 38 and 39 summarize the main findings and
the SOE for KQ 1.

We identified trials that reported on one or more of eight different psychological
interventions: debriefing, cognitive behavioral therapy (CBT), CBT combined with hypnosis,
cognitive therapy (CT), prolonged e xpos ure therapy (PE), ps ychoeducation, self-help materials,
and supportive counseling (SC). We included two trials that reported on two different
medications: hydrocortisone and escitalopram. In addition, we identified one trial reporting on an
emerging intervention: collaborative care. All these studies evaluated the efficacy of the
intervention against an inactive control such as a waitlist, usual care, or placebo.

From these studies, we concluded that debriefing is not effective in preventing PTSD or
reducing the severity of PTSD symptoms in civilian victims of crime, assault, or accident trauma
at 6-month followup (low SOE) (Table 38). We had insufficient data (single study) to determine
the efficacy of debriefing at 2- or 6-week followup, as well as at 11-month followup. Froma
single study involving civilian trauma patients requiring surgical hospitalization, we concluded
that collaborative care produces a greater decrease in PTSD symptom severity at 6, 9, and 12
months after injury compared with usual care (low SOE). However, data addressing whether
there was a difference in PTSD diagnosis 12 months after injury were not conclusive
(insufficient SOE). For most interventions—namely, CBT, CBT combined with hypnosis, CT,
PE, psychoeducation, self-help material, SC, and the two pharmaceuticals—we had single
studies with small treatment arms (generally fewer than 80 subjects). This paucity of information
led us to conclude that the evidence was insufficient to support their efficacy in preventing PTSD
or reducing the severity of PTSD symptoms. When assessed, we arrived at the same conclusion
for the effectiveness of these interventions in reducing comorbid symptoms of anxiety and
depression.
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Table 38. Summary of findings and strength of evidence for the efficacy of psychological,
pharmacological, and emerging interventions to prevent PTSD and reduce PTSD symptom

severity
Interventllon, Outcome Results SOE
Population
Cognitive behavioral | Incidence of . . . N
. Inconclusive, single trial (N=46 Insufficient
therapy, Civilian, PTSD 9 ( )
mixed trauma PTSD symptom : : ; — i
types?’ severity Inconclusive, single trial (N=46) Insufficient
Cognitive therapy, Q_Iggjgnce of Inconclusive, single trial (n=133) Insufficient
Civilian, mixed - - - - —
trauma types 2212 PTSD symptom | Inconclusive, 2 trials (n=193), inconsistent findings at Insufficient
severity different assessment intervals
Collaborative care Incidence of . . . _ -
Civilian, mixed PTSD Inconclusive, single trial (N=207) Insufficient
traur_n_a types PTSD symptom Collaborative cgre produces a greater decreasg .|n PTSD
requiring - severit symptom severity at 6, 9, and 12 months after injury Low
hospitalization y compared to usual care, single trial (N=207)
- I Incidence of Debriefing not significantly different than control at multiple
ngrleflng, Civilian PTSD followup assessment intervals across 2 trials (n=341) Low
mixed trauma — — - -
types 2 L3t PTSD symptom | Debriefing not significantly different than control at multiple Low
severity followup assessment intervals across 2 trials (n=341)
Exposure-based Incidence of Inconclusive, 3 trials (n=355), inconsistent findings at Insufficient
therapies, Civilian, PTSD different assessment intervals
mixed trauma PTSD symptom | Inconclusive, 3 trials (n=355) with different assessment Insufficient
typest?2123.128 severity intervals that prevent direct comparisons
Hydrocortisone Incidence of . . - _ -
stress dose, Civilians | PTSD Inconclusive, single trial (n=28) Insufficient
undergoing high-risk | PTSD symptom . . . _ -
cardiac surgery'® severity Inconclusive, single trial (n=28) Insufficient
. Incidence of Inconclusive, 2 trials (n=182) with different assessment -
Psychoeducation, . ' - . Insufficient
Civilian, crime 2 Eigg t intervals that prevent direct comparisons
and injury™ victims ) SYMPIOM 1 conclusive, single trial (n=103) Insufficient
severity
Self-help materials,
Women, neV\{Iy PTSD. szmptom Inconclusive, single trial (N=49) Insufficient
diagnosed with severity
breast cancer'?
SSRI (escitalopram), Q_Iggjgnce of Inconclusive, single trial (n=139) Insufficient
Civilian, mixelc;2 PTSD symptom
trauma types . i i i = ici
typ severity Inconclusive, single trial (n=139) Insufficient
i Insufficient
Supportive Incidence of Inconclusive, single trial (N=103)
. PTSD
counseling, Women, - - - - —
mixed trauma PTSD symptom Inconclusive, 2 trials (N=336), inconsistent findings at
121,125,130 different assessment intervals using different outcome Insufficient

types

severity

measures

N = entire sample; n = subset of sample; PTSD = posttraumatic stress disorder; SSRI = selective serotonin reuptake inhibitor;
SOE = strength of evidence
®Incidence of PTSD not reported.
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Table 39. Summary of findings and strength of evidence for the comparative effectiveness of
psychological, pharmacological, and emerging interventions to prevent PTSD and reduce PTSD

symptom severity

Intervention,

: Outcome Results SOE
Population
Battlemind training vs.
fg%?g;ri ebrr\l/ie(\:f'e UK E;’vselzt)s/ymptom Inconclusive, single trial (n=2,443) Insufficient
members'?®
CBT vs. CBT+Hypnosis |Incidence of PTSD |Inconclusive, single trial (n=63) Insufficient
CIVI“%?' mixed trauma PTSD. symptom Inconclusive, single trial (n=63) Insufficient
types severity
CBT not significantly different thanZSC at end of treatment
Incidence of PTSD (RR, 0.27; 95% CI[0.05 to 1.29]; | :71.8%? or at6 Low
months (RR, 0.46; 95% CI[0.21 to 1.01]; I'=44.9%); 3
trials (n=105)
_— Greater reduction for CBT than for SC on IES-Iat the end
CBT vs. SC, Civilian, of treatment (WMD, -7.85; 95% CI[-11.18 to -4.53];
mixed trauma types with |2=1.3%3 and at 6 months (WD, -8.19: 95% CI[-11.79 to
acute stress -4.58]; =6.8%); 3 trials (n=105)
disorder™"> PTSD symptom
severity . Moderate
Greater reduction for CBT than for SC on IES-A at end of
treatment (WMD, -14.04; 95% CI [-19.37 to -8.71];
’=53.8%) and 6 months (WMD, -9.94; 95% CI[-15.06 to
-4.83]; ’=44.0%); 3 trials (n=105)
CBT+Hypnosis vs. SC, |Incidence of PTSD |Inconclusive, single trial (n=54) Insufficient
C'V'I'%rf’ mixed trauma PTSD. Symptom Inconclusive, single trial (n=54) Insufficient
types severity
Inconclusive, 2 trials (n=163), inconsistent findings at
Incidence of PTSD |different assessment intervals; 1 trial used a completer Insufficient
CT vs. PE, Civilian, analysis
mixed trauma types'?**% PTSD Inconclusive, 2 trials (n=163), inconsistent findings at
symptom . ' o -
severity dn‘ferent assessment intervals; 1 trial used a completer Insufficient
analysis
CT vs. SSRI Incidence of PTSD [Inconclusive, single trial (n=54) Insufficient
Eﬁ;géa:?;z;n;)t’y%gg{%n' SP;'VSeIzt)slymptom Inconclusive, single trial (n=54) Insufficient
Emotional debriefing vs. |Incidence of PTSD |Inconclusive, single trial (n=155) Insufficient
Educational debriefing, PTSD svmptom
Civilian, mixed trauma ) Symp Inconclusive, single trial (n=155) Insufficient
typeslSl severity
PE vs. SSRI Incidence of PTSD |Inconclusive, single trial (n=71) Insufficient
%e;tgéa{;)gagqrg)t,yggg@n, E;’\lselﬁtf/ymptom Inconclusive, single trial (n=71) Insufficient
Psychoeducation vs. Incidence of PTSD |Inconclusive, single trial (n=106) Insufficient
debriefing combined with PTSD svmptom
psychoeducation, ymp Inconclusive, single trial (n=106) Insufficient

Civilian, crime victims?®

severity

CBT = cognitive behavioral therapy; CBT+Hypnosis = CBT combined with hypnosis; CI = confidence interval; CT = cognitive

therapy; IES-A = Impact of Event-Avoidance subscale; IES-1 = Impact of Event Scale-Intrusions subscale; n = subset of sample;
PE = prolonged exposure therapy; PTSD = posttraumatic stress disorder; RR = relative risk; SC = supportive counseling; SSRI =
selective serotonin reuptake inhibitor; UK = United Kingdom; WMD = weighted mean difference

A small number of studies evaluated the comparative effectiveness of two or more
psychological interventions with one another or with a pharmacological intervention. Our meta-
analyses of trials that compared CBT with SC in a sample of participants with acute stress
disorder found that, at both the end of treatment and at 6-month followup, CBT was no more
effective than SC for preventing PTSD (low SOE), reducing symptoms of anxiety (moderate
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SOE), or reducing symptoms of depression (low SOE) (Table 39). By contrast, related meta-
analyses of the CBT compared with SC trials found that, at both the end of treatment and at 6-
month followup, CBT was more effective than SC in reducing the severity of PTSD symptoms
as measured by the IES (moderate SOE).

For many interventions, we had insufficient evidence to draw conclusions about efficacy.
This, coupled with the fact that this knowledge base largely comprises single studies with small
sample sizes, we concluded that the evidence was insufficient to determine the comparative
effectiveness of most of the psychological interventions in preventing PTSD or reducing PTSD
symptom severity. This includes whether Battlemind training is more effective than standard
postdeployment debriefing for military personnel in the UK, CBT plus hypnosis is more
effective than CBT or SC for civilian victims of nonsexual assault or motor vehicle accidents
(MVA), various forms of debriefing, alone or in combi nation with psychoeducation for crime
victims, and CT compared with PE for hospitalized survivors of MVAs or terrorist attacks. Only
one study compared psychological interventions (CT and PE) with a medication (escitalopram),
so we could not draw any conclusion about the comparative effectiveness of an selective
serotonin reuptake inhibitors (SSRI) with a psychological intervention. No study evaluated the
comparative effectiveness of two or more medications with each other. Finally, when assessed,
we drew the same conclusion (insufficient evidence) for the comparative effectiveness of these
interventions in reducing comorbid symptoms of depression and anxiety.

KQ2: Timing, Intensity, or Dosing

The evidence on the impact of timing, intensity, or dosing on the effectiveness or risk of
harms of interventions used for the prevention of PTSD is scarce. Overall, four studies addressed
timing and dosing questions;**'>13*13> two of these were rated as high risk of bias.®***> We
found no studies on the impact of intensity of intervention for any psychological or emerging
interventions. Table 40 summarizes the main findings and the SOE for KQ 2.

Table 40. Summary of evidence of the impact of timing, intensity, and dosing on the effectiveness
of interventions and strength of evidence

Intervention,

a
Population Outcome Results SOE

Debriefing (CISD)
timing (early vs. late), PTSD symptom severity | Inconclusive, single trial (N=77) Insufficient
Robbery victims™*

Pharmacological
sedation depth (light
vs. deep%, Critically ill
patients™®

Incidence of PTSD Inconclusive, single trial (N=137) Insufficient

CISD = critical incident stress debriefing; N = entire sample; PTSD = posttraumatic stress disorder; SOE = strength of evidence
®For more detailed information about the rationale for SOE grading, please refer to Appendix G.

One randomized controlled trial (RCT) addressed the impact of timing of a psychological
intervention. Immediate debriefing (within 10 hours) compared with late debriefing (after 48
hours) led to victims experiencing significantly fewer posttraumatic symptoms (insufficient
SOE) (Table 40). No evidence was available on the impact of timing for any other psychological,
pharmacological, or emerging interventions or any other outcomes.

Inone RCT, dosing of sedation (light vs. deep) in critically ill patients did not affect either
posttraumatic symptoms or symptoms of depression or anxiety (insufficient evidence). We did
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not find any eligible evidence on the effect of dosing for any other pharmacological or emerging
interventions to prevent PTSD.

KQ 3: Subgroups
Evidence is also sparse on whether the effect of early interventions differs across
demographic groups, psychiatric diagnoses, or personal risk factors for developing PTSD. Six

studies that met our inclusion criteria

27,107,120,129.131.134 i ncluded subgroup analyses; two were

rated high risk of bias.?"**’ Table 41 summarizes the main findings and the SOE for KQ 3.

Table 41. Summary of evidence and strength of evidence for the effect of early interventions in

various subgroups

Subgroup;
Intervention, Outcome Results SOE
Population

Demographic groups: Incidence of PTSD [No evidence Insufficient
sex; CBT, CISD; Crime |[PTSD symptom Sex did not modify the effect of CBT or CISD; consistent
victims*?%*% severity findings, 2 trials (N=234) Low

. Incidence of PTSD |Inconclusive, single trial (N=137) Insufficient
Type of trauma; PE,
Mixed civilian trauma'® E;'\/Selﬁtf/ymptom Inconclusive, single trial (N=137) Insufficient
Psychiatric diagnosis: Incidence of PTSD |No evidence Insufficient
previous depression;
Debriefing, Crime PTSD. Symptom Inconclusive, single trial (N=157) Insufficient
victims 2 severity
History of child abuse’; |Incidence of PTSD |No evidence Insufficient
Psychoeducation vs.
Sgsgﬁcf;ggu%c;?::ﬂ?rim;h E;’vselﬁt)s/ymptom Inconclusive, single trial (N=157) Insufficient
victims*?
Severity of baseline Incidence of PTSD |No evidence Insufficient
distress”; Debriefing,
?:er:;heel/?c\{\iﬂ:;bv(\)/gﬁ; en E;I'\/Selﬁt)slymptom Inconsistent findings, 2 trials (N=285) Insufficient
with breast cancer'?*%
Severity of combat Incidence of PTSD |No evidence Insufficient
exposureb; UK military PTSD symptom . . . _ -

Inconclusive, single trial (n=2,443) Insufficient

service members!?®

severity

CBT = cognitive behavioral therapy; CISD = critical incident stress debriefing; N = entire sample; n = subset of sample; PE =
prolonged exposure therapy; PTSD = posttraumatic stress disorder; SOE = strength of evidence; UK = United Kingdom

®For more detailed information about the rationale for SOE grading, please refer to Appendix G.
®Personal risk factor for PTSD.

Two trials assessed whether sex modified the effect of early psychological interventions on
PTSD symptoms.'?**** Both reported consistent results that the effects of early psychological
interventions on PTSD symptoms were similar for men and women (Table 41). However,
because neither trial reported the magnitude of the estimated effect or its precision, we graded

the SOE as low.

One trial tested the effect of a debriefing intervention on subgroups defined by sex, history of
depression, and history of child abuse, but it did not report magnitude or precision of effects

(SOE insufficient in all cases).

129

No differences were found for any of these subgroup

comparisons for the effect of debriefing.
Two trials provided inconsistent findings on whether baseline severity of PTSD symptoms

modified the effect of early psychological interventions (SOE insufficient).

120,131

87




KQ 4: Harms

Little evidence exists addressing the absolute risks and/or comparative risks of harms from
early interventions to prevent PTSD. Four studies assessed harms; 1313 two were rated as
high risk of bias.?*® Table 42 summarizes the main findings and the SOE for KQ 4.

Table 42. Summary of findings and strength of evidence about harms

Intervention, Outcome Results SOE®
Population

Emotional debriefing

vs. no debriefing, For subgroup with hyperarousal, inconclusive,

- . PTSD symptom severity | single trial (N=236), inconsistent findings at Insufficient
C|V|I|ani medical diff t tint |
traumal: ifferent assessment intervals
Pharmacological Mortality Inconclusive, single trial (N=137) Insufficient

sedation (light vs.
deep),” Critically ill
patients®

Incidence of adverse

events Inconclusive, single trial (N=137) Insufficient

N = entire sample; PTSD = posttraumatic stress disorder; SOE = strength of evidence
®For more detailed information about the rationale for SOE grading, please refer to Appendix G.
®Open label study.

A three-armed RCT (low risk of bias) considered absolute risk in patients presenting to an
outpatient psychiatric clinic after assault or an accident.”* In a subgroup of patients with early
hyperarousal, those receiving emotional debriefing experienced higher PTSD severity at 6 weeks
than those not receiving such debriefing (Table 42). The investigators did not find this difference
in this subgroup at either 2 weeks or 6 months or in any other subgroups (insufficient evidence).
We found no other trials of psychological or pharmacological interventions that provided
infor mation on risks of early interventions.

One randomized open-label study considered comparative risk of harms from light versus
deep sedation for patients requiring mechanical ventilation.*®> The two groups did not differ with
regard to rates of mortality (whether during their stays in the intensive care unit or their overall
hospitalization) or in the incidence of adverse events (organ dysfunction, hypertension, and
tachycardia). The evidence was insufficient (single study) for us to draw any conclusions about
harms for this intervention.

Findings in Relationship to What Is Already Known

As stated in the introductory chapter of this review, variability of types of trauma, contexts in
which they occur, and individual differences of those exposed to traumatic events are likely to
prohibit a “one size fits all” model for preventive intervention. Preventing PTSD is not easy in
part because each individual responds to stress differently; thus, predicting who will develop
PTSD is similarly difficult. Other challenges include identifying people at risk for PTSD and,
froma logistics perspective, conducting “early” interventions in the aftermath of a traumatic
event.

Our results found insufficient evidence to support the effectiveness of most psychological,
pharmacological, and emerging interventions that have been studied to prevent PTSD. The two
primary reasons are that (1) we generally had only one or two studies that addressed each
intervention and (2) most of these studies had relatively small sample sizes.
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Departments of Veterans Affairs and Defense Guidelines

Clinical practice guidelines published in October 2010 by the U.S. Department of Veterans
Affairs and Department of Defense (VA/DoD)'® listed several possible early interventions:
crisis intervention and stress management, the PIE (proximity, immediacy, and e xpectations)
model for combat stress reactions, brief CBT, debriefing, and pharmacological interventions
(benzodiazepines and sedatives). However, these guideline developers concluded that, among
these, only time-limited CBT (four or five sessions) is the most effective in preventing PTSD in
samples of survivors of sexual assault, nonsexual assault, and accidents.

We concluded that short- term CBT (5 to 6 weeks) is no more effective than SC in
preventing PTSD for samples of civilian trauma survivors (motor vehicle accidents [MVAs],
industrial accidents, and nonsexual assault) with acute stress disorder. We did find, however, that
CBT was more effective than SC in reducing PTSD symptom severity (moderate SOE) with
these same trauma samples.

Consistent with the VA/DoD guidelines, we concluded that debriefing was not effective in
preventing PTSD or reducing PTSD symptom severity. The guidelines note that short-term use
of benzodiazepines improved sleep and PTSD symptoms but that long-term use was associated
with a higher incidence of PTSD at 6 months. One of the prospective cohort studies that met our
eligibility criteria (but rated high risk of bias),’® which examined the efficacy of early
intervention with benzodiazepines, reported that the treatment and control groups were not
significantly in PTSD or anxiety symptoms at 1-month and 6-month followup. These guidelines
also stated that no studies (in their evidence base) had evaluated the effectiveness of
antidepressants for preventing PTSD. We identified one study that compared an SSRI with
placebo and other psychological interventions,*? but it provided insufficient evidence to
determine the absolute and comparative effectiveness of an SSRI compared with either CT or PE
for preventing PTSD or for reducing PTSD symptom severity.

Finally, the VA/DoD guidelines stated that the effectiveness of PIE has not been confirmed
and that there is some evidence that it is not effective in preventing PTSD. Our literature search
did not identify any studies that used the PIE (proximity, immediacy, and expectations) model,
so we cannot comment on this intervention or method of intervention.

National Center for Posttraumatic Stress Disorder

The National Center for Posttraumatic Stress Disorder and the VA/DoD identify
psychological first aid as an appropriate post-trauma early intervention strategy.** In general,
psychological firstaid is seen as a mental health correlate of physical first aid and not as a
therapeutic or preventive intervention for PTSD. Guidelines published by the VA/DoD reported
that there is insufficient evidence to recommend for or against the use of psychological first aid
to address post-trauma symptoms beyond 4 days. Our search of the literature did not identify any
studies on the effective ness of psychological firstaid in preventing PTSD.

Other Sources

Our literature searches did not identify a large number of studies that reported on prevention
interventions after the 2001 World Trade Center disasters (WTCD) in the United States. Two
studies of employees at the worksite after the WTCD were identified did not meet our eligibility
criteria because of lack of objective information about the interventions used.**"** The only data
available about the interventions from this team of investigators were based on participant self-
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report; this precluded our categorizing themin our analyses or results. Although evidence from
these studies is insufficient to draw any conclusions about the effectiveness of whatever crisis
intervention strategies they had used, the studies were methodol ogically sound and were the only
studies we found that reported on data on this traumatic event. Given this, we briefly summarize
characteristics and main findings of these studies.

Both studies pertain to a prospective cohort of English- or Spanish-speaking adults living in
New York City on the day of the WTCD identified using rando m-di git dialing. The first cohort
was contacted 1 year after the WTCD, and the second 2 years after the event. In telephone
interviews, the investigators asked subjects whether they had attended brief sessions related to
coping with the WTCD and questions about alcohol use and mental health status including PTSD
symptom severity. Compared with subjects who had not attended any intervention sessions,
subjects who received two to three sessions experienced a reduction in PTSD symptom severity
(OR, 0.36; p<0.05) at 1 year after the WTCD"*’ and lower PTSD symptom severity (0.8
percentage points lower, p<0.05) during the month before the assessment.**® At the 2-year
followup, 80 percent of the sample reported that the brief sessions were helpful for coping with
the disaster.'®

Despite the limitations of these studies (i.e., lack of randomization, inability to contact
subjects without a telephone, e xcluding individuals who did not speak English or Spanish), their
results suggest brief postdisaster crisis interventions may be effective after mass exposure to
psychologically traumatic events. The reasons for the effectiveness of these interventions are
unclear and warrant further investigation. Whether the findings of this intervention would
generalize to other types of disasters and trauma samples also remains unclear.

Implications for Clinical and Policy Decisionmaking

Treatment guidelines from the VA/DoD outline a four-stage framework for early responses
to traumatic events®: (1) provide concrete help, food, warmth, and shelter; (2) soothe and reduce
states of extreme emotion and increase controllability; (3) assist survivors with distressing and
repetitive reappraisals of the trauma; and (4) treat specific syndromes and disorders such as acute
stress disorder, depression, and anxiety.

The first step in this framework is clear, but clinical uncertainty exists about what
interventions to use to address the other three. Initially, practical considerations, such as presence
or lack of availability of trained personnel or resources to implement treatment, will likely guide
treatment decisions in the immediate aftermath of a traumatic event. Once safety and basic needs
stabilization has occurred, which early psychological or pharmacological interventions would be
most effective and the least harmful in preventing PTSD cannot be specified from our results. If
individuals have access to a variety of early interventions and they do not have a preference for a
particular type of intervention, our findings would support the use of brief CBT interventions
over SC for possibly reducing PTSD symptom severity; this was the intervention for which we
had the most information to support efficacy (although low SOE). If an individual prefers
medication, our results did not identify any class of drugs that has been shown to be effective in
preventing PTSD.

Evidence on the impact of timing, intensity, or dosing on the effectiveness or risk of harms of
interventions used for preventing PTSD is extremely scarce. The single trial of critical incident
stress debriefing (CISD) timing indicated that early CISD was more effective than late CISD in
reducing the number of posttraumatic symptoms in victims of robbery.** However, because of
the lack of an inactive control group in this study, no firm conclusions about a greater efficacy of
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early debriefing can be drawn. It is conceivable that the difference between immediate and
delayed intervention can be attributed to harmful effects of delayed debriefing relative to no
beneficial effects of immediate debriefing.

With respect to subgroups, we had similarly very little evidence. Clinicians may not need to
take the sex of a patient into consideration when choosing a preventive intervention for at least
some types of traumas, for example, nonsexual assault crime or robbery victims (low SOE).
Whether that would generalize to other types of trauma, such as sexual assault, is unclear. We
found no evidence about which early interventions are more or less effective for various other
subgroups of interest (defined by sociodemographic characteristics, history of psychological
conditions such as depression, or history of traumas that might put victims at increased risk of
PTSD).

Evidence addressing the absolute risks and/or comparative risks of harms from early
interventions for the prevention of PTSD was similarly insufficient. Of note, concern has been
raised as to whether emotional debriefing might worsen symptoms associated with PTSD. The
one study addressing this question found higher PTSD scores with emotional debriefing than
with no debriefing (test of interaction, p=0.005) at 6-week followup but no differences at 2
weeks or 6 months.'*

We would like to emphasize though that these results do not apply to the treatment of PTSD,
a topic that is not covered in this report.

Applicability

The scope of this review was limited to studies that enrolled adults exposed to psychological
trauma who were at risk for PTSD. We did not attempt to review literature on preventive
interventions for PTSD in children exposed to psychological trauma.

The included studies covered diverse populations exposed to a wide range of traumas.
Nevertheless, we had little or no evidence about terrorist attacks, sexual assault, natural disaster,
or combat. Many studies were conducted in civilian populations outside the United States; the
applicability of their results to patients or victims within this country is uncertain. The mean age
of subjects was generally in the 30s to 40s, but some studies enrolled slightly older populations.
Some studies screened participants for posttraumatic symptoms before enrollment and generally
included them in their samples. Althoughthese participants did not have a diagnosis of PTSD per
se (because their symptoms had lasted less than 1 month), results from studies in such selected
populations with acute stress symptoms might have little applicability to average populations
exposed to psychological trauma who may not have acute stress symptoms at the time of the
intervention. Furthermore, most studies were conducted in clinical settings. Results from samples
of patients attending a clinic might not apply to members of the general community who suffered
traumatic experiences of the same type. Therefore, evidence, in general, was insufficient to
determine whether findings are applicable to all those at risk for PTSD from this heterogeneous
set of traumatic events or, possibly, applicable only to certain groups.

Similarly, we did not find evidence to confirm or refute whether treatments are more or less
efficacious for various subgroups: patients characterized by sex, race, or ethnicity; refugee status;
first responders; victims of either natural or manmade disasters; or individuals with coexisting
psychiatric conditions or with a history of events that might have put themat risk of PTSD. The
samples used in many studies had some subjects with the aforementioned subgroup
characteristics, even if the main focus was on a different population. For instance, the trials may
have included individuals with a history of multiple past traumas, service-connected disability, or
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coexisting psychiatric conditions such as depression. Three drawbacks posed challenges for this
review and limit anything we might say aboutapplicability: we had only a single study per
intervention/population combination, many studies did not publish details about some attributes
of their subjects (e.g., race or ethnicity), and generally investigators did not report whether
interve ntions were efficacious for individuals in subgroups that they may have in fact included.

For the few interventions for which we did have low or moderate SOE for effectiveness
(collaborative care over usual care and CBT over SC for people with acute stress disorder, for
instance), we could not say with confidence that these results could be generalized to other
patient populations or other types of trauma.

In addition, many studies were conducted outside the United States with civilian populations
(not U.S. military abroad). For example, all three trials comparing CBT with SC were conducted
by the same research group in Australia. Whether and how differences in ethical or cultural
backgrounds and health systems affect the applicability of results to U.S. populations remains
uninvestigated and unanswered.

Finally, for many interventions we lacked sufficient (or indeed any) evidence to draw
conclusions about either absolute or comparative effectiveness. Consequently, we cannot draw
any conclusions about applicability.

Limitations of the Comparative Effectiveness
Review Process

To find relevant studies, we employed an intensive search process in multiple electronic
databases; we also conducted searches for grey literature. Because of time and monetary
limitations, however, we limited eligible studies to those published in English. Methods research
indicates that such an approach can introduce language bias; however, in general, it may also
lead to overestimates of the effectiveness of interventions.

For KQs 1 through 4, we included RCTs and prospective cohort studies. For KQ 4, focused
on harms, we also reviewed retrospective cohort studies or case-control studies without any
sample size limits. We chose this broad approach because preliminary searches indicated that,
for many interventions, no evidence from controlled trials is available. Nevertheless, these
eligibility criteria might still have led us to exclude some observational studies that might have
provided useful information, particularly for generating hypotheses for future studies with more
rigorous study designs.

For harms, studies conducted in other populations (i.e., those without PTSD) might have
yielded useful information. Such studies could, for instance, could provide important information
about adverse effects of medications that might be used to prevent PTSD or its symptoms.

If information in full-text articles was unclear or missing, we attempted to contact authors for
clarification. The yield of this effort, however, was small. Despite multiple attempts to contact
authors, few replied or were able to provide missing information. Lack of information regarding
the timing of interventions, in particular, makes evaluating preventive interventions for PTSD
difficult; the main reason is that only interve ntions administered within the first 3 months after
the exposure to psychological trauma qualify as preventive interventions.

Finally, publication bias and selective outcome reporting are potential limitations. Although
we searched for grey and unpublished literature, the extent and i mpact of publication and
reporting bias in this body of evidence is impossible to determine.
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Limitations of the Evidence Base

Overall, two major limitations characterize this body of evidence. First, no eligible evidence
was available assessing the efficacy or comparative effectiveness or risk of harms of many of our
eligible interventions. Despite our broad eligibility criteria, including observational studies for
effectiveness and harms, we could not draw conclusions for or against benefits and harms for the
majority of our interventions of interest. Even when studies assessing the effective ness of an
intervention were available, they often did not assess harms. For example, we included 17
studies for KQ 1 on the efficacy and comparative effectiveness of interventions, but only two
studies of low or medium risk of bias provided data on the risk of harms. Although lack of
evidence cannot be equated with lack of effectiveness or harms, incautious use of interve ntions
without proven net benefit has the potential of causing more harms than benefits. Important
questions, for instance, whether particular interventions such as single-session emotional or
educational debriefing might worsen symptoms, remain unanswered.

Second, available evidence was frequently fraught with methodological shortcomings. Of the
56 studies meeting our eligibility criteria, we rated 37 as high risk of bias and only 3 as low risk
of bias. Studies assessed as high risk of bias have significant flaws of various types (e.g.,
stemming from serious errors in design, conduct, or analysis) that may invalidate their results.
Consequently, the evidence base for most critical outcomes was insufficient to draw conclusions.
The evidence for only a few outcomes could be rated as low or moderate; the latter indicates
reasonable confidence in effect estimates of those studies.

Research Gaps

For KQ 1, we have a long way to go before we can conclude which psychological and
pharmacological interventions are effective in preventing PTSD. We had insufficient data for the
majority of psychological and pharmacological interventions that have been used to prevent
PTSD; moreover, many studies that we did identify were rated as high risk of bias. For the few
interventions for which we did have low (collaborative care over usual care for individuals with
traumatic injuries requiring surgical hospitalization) or moderate SOE for effectiveness (CBT
over SC for individuals with ASD), whether these results would generalize to other trauma types
or samples is simply unknown. The studies that compared CBT with SC in individuals with ASD
were all conducted in Australia by the same group of researchers. Ideally, these studies would be
replicated in other samples by other researchers in order to determine the generalizability of
these findings. Consistent with other reviews,**3®% we also concluded that psychological
debriefing is not useful for preventing PTSD. One of these reviews also concluded that
debriefing could actually be harmful to participants and should cease;® this is not something we
can conclude from our evidence base.

Surprisingly, we had essentially no studies reporting on preventing PTSD in the aftermath of
natural disasters; those that did were rated as high risk of bias. Whether this lack of studies
reflects logistical difficulty of providing treatment immediately after a natural disaster or some
other barrier warrants further examination. Most of the studies included in our analyses were not
conducted with samples in the United States, although every year thousands of people living in
the United States are exposed to tornados, hurricanes, floods, MVAs, crime, and so on. What this
reflects—Ilack of financial support for prevention intervention, poorly designed or conducted
research, fear of prematurely offering medication because of possible adverse side effects, or
other issues—is not clear. Groups with strong interests in the mental health of U.S. citizens could
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use the results of this report to advocate for increased attention, efforts, and resources targeted at
PTSD prevention.

As noted, many of the studies we identified were rated as high risk of bias. Specific and
important methods flaws that we identified included the following:

e Inadequate randomization procedures

e High rates of loss to followup

e Inadequate statistical approaches for data analysis (e.g., lack of intention-to-treat [ITT]

analysis, or lack of statistical adjustment for significant between-group differences at
baseline)

An impor tant task of systematic reviews is to assess design and conduct of included studies
and whether they provide adequate protection against bias. The methodological shortcomings of
many studies conducted for the prevention of PTSD substantially limit our confidence that
results accurately reflect the truth. Therefore, the focus of this report is on evidence from studies
rated as having low or medium risk of bias. We summarize findings of high-risk-of-bias studies
if no other evidence is available, but readers have to be aware that we have no confidence in the
estimates of effect from such studies.

The inherent nature of conducting research in the immediate aftermath of a traumatic event
may make addressing some of the methods problems difficult. For example, loss to followup in
the wake of a natural disaster, when subjects may be living in temporary housing and then
relocate during the course of the study, can be especially challenging. By contrast, other flaws
are more readily addressed or under the investigators’ control, such as adjusting for between-
group differences at baseline. Future research of prevention interventions for PTSD should strive
to minimize these types of flaws to increase the efficacy and generalizability of their results. This
gap mightbest be bridged through active interdisciplinary consultation with statisticians, clinical
epidemiologists, and other experts in the public health sector.

For KQ 2, on timing, intensity, and dosing of interventions, eligible evidence was generally
entirely missing or of high risk of bias. Even considering two studies of medium risk of bias, we
could draw no conclusions about these for any of the eligible interventions. Focusing on timing,
intensity, and dos ing may be premature given the lack of robust support for the efficacy of any
psychological or pharmacological intervention to prevent PTSD. We may not be able to answer
the issues posed with KQ 2 until we have identified which interventions are effective, with which
populations, trauma types, and so forth. Once we have answered this question, the field will be in
a better position to address the more nuanced questions of timing, intensity, and dosing. If the
ultimate goals are to prevent PTSD, reduce the severity of PTSD, and improve quality of life, we
are not there yet. Issues of timing, intensity, and dosing overlap with considerations of risk,
harms, and delivery of interventions in an ethical and cost-effective way. Although one cannot
divorce these considerations from the preliminary question of which interventions are effective,
perhaps their consideration is not so crucial at this time.

Likewise, for KQ 3, we could draw no conclusions about the impact of characteristics of
traumatic exposure or subgroups defined by various personal or medical characteristics. Thus,
more rigorous research is warranted with respect to the impact that demographic factors,
psychiatric comorbidities, or personal risk factors might have on the effectiveness or risk of
harms of interventions. This is an area of research where the VA/DoD could expand its research
efforts in such a way as to be nefit not only military personnel but also civilian trauma survivors.
Military personnel can—and do—experience traumatic events that are not the result of direct or
even indirect combat exposure. Examples even for members of the military include subgroups
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comprising many of the following: military police; medics and health care providers in military
health care centers located outside combat zones; and victims of physical and or sexual assault,
domestic violence, or even natural disasters.

More generally, other individual and personal risk factors could also be evaluated when
possible. History of trauma and psychiatric comorbidity is a case in point. Such information
could further advance our knowledge and understanding of how best to intervene with certain
subgroups of individuals both inand outside the military culture to prevent PTSD or reduce
PTSD symptom severity.

For KQ 4, the scarce data highlight the absence of any evidence basis for the potential harms
of preventive interventions. In short, a full half of the intricate calculus of weighing therapeutic
harms and be nefits is missing. Considerations about using any of the interventions—
psychological, psychological, pharmacological, or combinations—requires a thorough
understanding of the possible risks of early interventions. It is imperative that investigators who
conceptualize their interventions in terms of both benefits and harms identify and specify
potential harms a priori and measure them adequately. Although this might be seemingly more
important (or easier) for pharmaceutical interventions, for which adverse drug events may be
better know n, those studying psychological interventions are not immune from this expectation
and ethical consideration.

Psychological first aid has gained rapid acceptance as a universal intervention for people in
the acute aftermath of trauma, but no studies of psychological first aid met inclusion criteria for
our review. Although psychological first aid was not designed as an intervention to reduce the
incidence of PTSD, it may have beneficial or adverse effects on mental health among trauma
survivors.™**° Rigorous studies of psychological first aid should be conducted.

One of the key research gaps for studies of targeted prevention is the limited ability to
identify people who are at high risk of developing PTSD shortly after they have been exposed to
trauma. Some targeted prevention studies have focused on acute stress disorder as a marker of
high risk for development of PTSD. However, only 50 percent of people who meet criteria for
acute stress disorder go on to develop PTSD, and more than 50 percent of people who develop
PTSD never meet criteria for acute stress disorder. Focusing on acute stress disorder to identify
people at high risk for developing PTSD is, therefore, not a reasonable strategy for targeted
prevention.'* Other studies have tried to identify people at high risk of developing PTSD by
using screening instruments for PTSD symptoms. However, those instruments are unlikely to be
helpful shortly after trauma when the vast majority of trauma survivors have some symptoms of
PTSD, but few of whom go on to develop the disorder of PTSD.

The development of a clinical prediction rule to identify, shortly after exposure to trauma,
those who will develop PTSD and the even smaller number who will develop chronic disabling
PTSD, would be an enormous help to the field. The National Institutes of Health announced a
Request for Application for development of a clinical prediction rule for PTSD, but the request
was limited to research on existing longitudinal datasets. Prediction rules developed from
existing datasets may have limited predictive power if key variables that predict PTSD were not
measured in the original dataset. A recent study reported that a clinical prediction rule for PTSD
had a sensitivity of 87 percent, a specificity of 65 percent, positive predictive value of 18
percent, and negative predictive value of 98 percent (in a population with a prevalence of PTSD
at 12 months of 8 percent).** This prediction rule would therefore seem to be promising for
identifying people who will not develop PTSD, but less useful for identifying people who will
develop PTSD. Itis this latter group that needs to be identified for targeted prevention of PTSD
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to be effective. We recommend that additional work be devoted to developing a clinical
prediction rule based on including all key variables predictive of PTSD (i.e., pretrauma factors,
event characteristics, and peri-event responses).

Conclusions

Evidence supporting the efficacy of most interventions used to prevent PTSD is lacking. If
available in a given setting, brief trauma-focused CBT might be the preferable choice for
reducing PTSD symptom severity in people with acute stress disorder, collaborative care may be
helpful for reducing PTSD symptom severity postinjury, and debriefing is not an effective
prevention intervention.

Our findings highlight the inherent difficulties of conducting research on prevention
interventions, which is often more challenging when conducting research on mental-health-
related problems compared with medical or other health-related issues. Our body of evidence
was highly limited because of the paucity of methodologically sound studies. Although
disappointing, our findings underscore the need for ongoing research efforts in the field of PTSD
prevention. Our findings lead us to conclude that the development of a clinical prediction
algorithm to identify those who are at high risk of developing PTSD post-trauma exposure is
perhaps a more crucial next step in the field of PTSD prevention, before determining which
interventions are more effective than others. The ability to identify those most at risk for
developing PTSD and then evaluating the effective ness of prevention interventions in those
individuals should be the focus of future clinical and research efforts.
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Appendix A. PTSD Outcome Measures and

Instruments

Abbreviated

Name Complete Name

Description

Range/Meaning of
Possible Scores

Improvement
Indicated by

CAPS Clinician-
Administered
PTSD Scale

Structured interview administered bya 010136
trained professional that assesses
symptoms, impact on functioning,
response validity, lifetime diagnosis,
and overall PTSD severity. Includes
30 items that correspond to the
DSM-1V diagnostic criteria for PTSD.
Time frame for assessment includes
past week, month, or worst month
since trauma.

Decrease

CIDI-PTSD PTSD module of
the Composite
International
Diagnostic
Interview

Structured diagnostic interview that
based on ICD-10 and DSM-IVPTSD
criteria. Once exposure to at least
one such traumatic event is
established, lifetime symptoms of
PTSD are assessed.

CIDI-PTSD

PTSD module
of the
Composite
International
Diagnostic
Interview

IES Impact of Event
Scale

15-item self-report measure that Oto 75
assesses the frequency
of experiences of intrusions,
avoidance, and emotional numbing
related to stressful events in the last
week. A total distress score is
calculated by summing all 15 item
responses.

Decrease

IES-R Impact of Event
Scale-Revised

22-item self-report measure of Oto 88
subjective distress caused by
traumatic events. Includes 7
additional items regarding
hyperarousal symptoms of PTSD.
ltems correspond directly to 14 of
the 17 DSM-1V symptoms of PTSD.
Subscale scores can be computed
for Intrusion, Avoidance, and
Hyperarousal.

Decrease

MINI-PTSD PTSD module of
the MINI
International
Neuropsychiatri

c

Structured interview includes 6 areas NA
of diagnostic criteria corresponding
to DSM-1V and ICD-10. The module
begins with screening questions to
determine if criterion A of the DSM-
IV met and follows with questions
about PTSD symptoms and
interference.

NA

PCL PTSD Checklist

17-item self-report measure of the 17 17to 85
DSM-IV symptoms of PTSD.
The PCL has been used to screen
individuals for PTSD, diagnose
PTSD, and monitor symptom
change during and after treatment.
There are three versions of the PCL:
PCL-M (military), PCL-C (civilian),
and PCL-S (specific).

Decrease

PDS or Posttraumatic
PTDS Diagnostic
Scale

49 item self-report measure of PTSD Oto 51
symptom severity related to a single
identified traumatic event. Assesses
all DSM-1V criteria (A-F) in the past

Decrease

A-1



Abbreviated o Range/Meaning of  Improvement
Name Complete Name Description Possible Scores Indicated by
month (time frame can be adjusted)
using 4 sections: trauma checklist,
description of traumatic event,
assessment of 17 PTSD symptoms,
and interference of symptoms. Total
severity score reflecting frequency
of 17 PTSD symptoms.
PHSI-P Post-Hospital A 20-item self-report questionnaire of Oto 20 Decrease
Stress Index for symptoms based on DSM-IV PTSD
Parents criteria.
PSS PTSD Symptom 17-item semi-structured interview or Oto 51 Decrease
Scale scale that assesses the presence
and severity of DSM-IV PTSD
symptoms related to a single
identified traumatic event in
individuals with a known trauma
history. Each item is assessed with
a brief, single question.
There are two versions of the PSS:
PSS-I (interview that asks about
symptoms experienced in the past 2
weeks) and PSS-SR (self-report).
PTSS-10 Posttraumatic 10-item self-report questionnaire that 10to 70 Decrease
Stress assesses the presence and intensity
Symptom 10 of post-traumatic stress symptoms
Question based on the DSM-III. Patients rate
Inventory the presence and severity of each
symptom during the past 7 days.
SI-PTSD Structured Assesses the 17 PTSD symptoms as 0to 68 Decrease
Interview for well as survival and behavioral guilt.
PTSD For each item, the interviewer

assigns a severity rating that reflects
both frequency and intensity.

Responses can be used to make a
determination about whether client's
symptoms meet DSM criteria B, C,
and D for PTSD

Abbreviations: DSM-111-R= Diagnostic and Statistical Manual Criteria, third edition; DSM-1V = Diagnostic and Statistical
Manual Criteria, fourth edition; ICD-10 = International Classification of Diseases, tenth revision; NA = not applicable; PTSD =

posttraumatic stress disorder.



Appendix B. Literature Search Strategies
MEDLINE®:

ltems
Search Query found
Search “Traumatizing”[tiab] OR “Traumatising”[tiab] OR “Trauma’[tiab] OR “Traumatic”[tiab] 207835

OR “Traumas’[tiab] OR “Traumatization”[tiab] OR “Traumatisation’[tiab] OR
“Traumatized”[tiab] OR “Traumatised’[tiab] OR "peritraumatic"[tiab]

Search "Stress Disorders, Traumatic"[Mesh] OR "PTSD"[tiab] OR "post-traumatic stress 21591
disorders"[tiab] OR "post-traumatic stress disorder"[tiab] OR "posttraumatic stress
disorders"[tiab] OR "posttraumatic stress disorder"[tiab]

Search "Social Problems/psychology"[Mesh] 39134
Search "Life Change Events"[Mesh] 17145
Search "Stress, Psychological"[Mesh] 77741
Search "Wounds and Injuries/psychology’[Mesh] 12844
Search "Disasters"[Mesh] 53875
Search "survival/psychology'[Mesh] 367
Search #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 390089
Search #9 Limits: Humans, English, All Adult; 19+ years 145273

Search "Anesthetics, Dissociative"[Pharmacological Action] OR "Opiate Alkaloids"[Mesh] OR 691213
"Benzodiazepines"[MeSH] OR "Tranquilizing Agents"[Pharmacological Action] OR
"Antipsychotic Agents"[Pharmacological Action] OR "Adrenergic Agents"[Pharmacological
Action] OR "Anticonvulsants"[Pharmacological Action] OR "Monoamine Oxidase
Inhibitors"[P harmacological Action] OR "Antidepressive Agents"[Pharmacological Action] OR
"Psychotropic Drugs"[Mesh]

Search #10 AND #11 4622

Search "Psychotherapy”[Mesh] OR "Complementary Therapies"[Mesh] OR 425466
"Therapeutics/psychology"[Mesh] OR "Adaptation, Psychological'[Mesh] OR "Mental Health
Services"[Mesh]

Search #10 AND #13 20742
Search "prevention and control" [Subheading] 890704
Search "prevention"[tiab] OR "prevent"[tiab] OR "preventive"[tiab] OR "preventative"[tiab] 567453
Search "early intervention'[tiab] 7594
Search "Emergency Treatment/psychology'[Mesh] 1043
Search "Crisis Intervention"[Mesh] 4917
Search "Resilience, Psychological"'[Mesh] 667
Search "Preventive Health Services"[MeSH] 373860
Search "Preventive Medicine"[Mesh] 31385
Search "immediate treatment"[tiab] 1682
Search #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 1517709
Search (#12 OR #14) AND #24 5026

Search "Randomized Controlled Trial"[Publication Type] OR "Randomized Controlled Trials as 464580
Topic"[Mesh] OR "Single-Blind Method"[Mesh] OR "Double-Blind Method"[Mesh] OR
"Random Allocation"[Mesh]

Search "meta-analysis"[Publication Type] OR "meta-analysis as topic"[MeSH Terms] OR 52267
"meta-analysis"[All Fields]

Search "Comparative Study"[Publication Type] OR "comparative study" OR case control stud* 2006988
OR "Case-Control Studies"[Mesh]

Search ("review"[Publication Type] AND "systematic"[tiab]) OR "systematic review"[All Fields] 45060
OR ("review literature as topic"[MeSH AND "systematic"[tiab])

Search "Cohort Studies"[Mesh] OR “cohort effect’[MeSH Term] OR cohort*[tiab] 1210509
Search #26 OR #27 OR #28 OR #29 OR #30 2970190
Search #25 AND #31 1810
Search "Stress Disorders, Post-Traumatic/prevention and control"[Mesh] 834
Search #31 AND #33 158
Search #34 Limits: Humans, English, All Adult: 19+ years 101
Search #32 OR #35 1855




PILOTS Database Search:

PILOTS search done January 5, 2012 using the following search criteria; 188 unique results
found.
DE="adults" and DE="prevention" and DE="ptsd"

English Only
Cochrane:
ID Search Hits
#1 "Traumatizing"[tiab] OR "Traumatising'[tiab] OR "Trauma"[tiab] OR "Traumatic"[tiab] OR 9433

"Traumas"[tiab] OR "Traumatization"[tiab] OR "Traumatisation"[tiab] OR "Traumatized"[tiab]
OR "Traumatised"[tiab] OR "peritraumatic'[tiab]

#2 "Stress Disorders, Traumatic"[Mesh] OR "PTSD"[tiab] OR "post-traumatic stress 1218
disorders"[tiab] OR "post-traumatic stress disorder"[tiab] OR "posttraumatic stress
disorders"[tiab] OR "posttraumatic stress disorder"[tiab]

#3 "Social Problems/psychology'[Mesh] 2

#4 "Life Change Events"[Mesh] 381
#5 "Stress, Psychological'[Mesh] 2934
#6 "Wounds and Injuries/psychology"[Mesh] 33

#7 "Disasters"[Mesh] 104
#8 "survival/psychology"[Mesh] 4

#9 (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8) 12820
#10 "Anesthetics, Dissociative"[Pharmacological Action] OR "Opiate Alkaloids"[Mesh] OR 13154

"Benzodiazepines"[MeSH] OR "Tranquilizing Agents"[Pharmacological Action] OR
"Antipsychotic Agents"[Pharmacological Action] OR "Adrenergic Agents"[Pharmacological
Action] OR "Anticonvulsants"[Pharmacological Action] OR "Monoamine Oxidase
Inhibitors"[Pharmacological Action] OR "Antidepressive Agents"[Pharmacological Action]
OR "Psychotropic Drugs"[Mesh]

#11 (#1 AND #10) 269

#12 "Psychotherapy“[Mesh] OR "Complementary Therapies"[Mesh] OR 10506
"Therapeutics/psychology"[Mesh] OR "Adaptation, Psychological'[Mesh] OR "Mental
Health Services"[Mesh]

#13 (#1 AND #12) 572
#14 (#11 OR #13) 777
#15 "prevention"[tiab] OR "prevent"[tiab] OR "preventive"[tiab] OR "preventative"[tiab] 100796
#16 "early intervention'[tiab] 1157
#17 "Emergency Treatment/psychology"[Mesh] 2

#18 "Crisis Intervention"[Mesh] 263
#19 "Resilience, Psychological'[Mesh] 21

#20 "Preventive Health Services"[MeSH] 443
#21 "Preventive Medicine"[Mesh] 2727
#22 "immediate treatment"[tiab] 246
#23 (#15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22) 101847
#24 (#14 AND #23) 266
#25 "Adult"[Mesh] 270874
#26 (#24 AND #25) 155
#27 (#26) 148




IPA, CINAHL, PsychINFO:

# Query Limiters/Expanders Results
Si1 S10 Limiters - English Language; Human; 124
Language: English; Age Groups: All Adult;
Language: English; Articles about Human
Studies; English; Language: English; Age
Groups: Adulthood (18 yrs & older), Young
Adulthood (18-29 yrs), Thirties (30-39 yrs),
Middle Age (40-64 yrs), Aged (65 yrs &
older), Very Old (85 yrs & older); Population
Group: Human; Exclude Dissertations
Search modes - Boolean/Phrase
S10 S8 and S9 Search modes - Boolean/Phrase 456
S9 "prevention" OR (MH "Early Intervention+") Search modes - Boolean/Phrase 516323
S8 S5or S7 Search modes - Boolean/Phrase 2562
S7 S3 and S6 Search modes - Boolean/Phrase 1672
S6 DE "Drug Therapy" Search modes - Boolean/Phrase 96635
S5 S3and S4 Search modes - Boolean/Phrase 902
S4 DE "Psychotherapeutic Techniques" OR Search modes - Boolean/Phrase 25870
DE "Animal Assisted Therapy" OR DE
"Autogenic Training" OR DE "Cotherapy"
OR DE "Dream Analysis" OR DE
"Ericksonian Psychotherapy" OR DE
"Guided Imagery" OR DE "Mirroring" OR
DE "Morita Therapy" OR DE
"Motivational Interviewing" OR DE
"Mutual Storytelling Technique" OR DE
"Paradoxical Techniques" OR DE
"Psychodrama"
S3 SlorS2 Search modes - Boolean/Phrase 163590
S2 "Injuries" OR DE "Burns" OR DE "Electrical = Search modes - Boolean/Phrase 119613
Injuries” OR DE "Head Injuries" OR DE
"Spinal Cord Injuries" OR DE "Wounds"
S1 "Posttraumatic Stress Disorder” OR DE Search modes - Boolean/Phrase 45455

"Reactive Psychosis" OR DE "Stress
Reactions" OR DE "Psychological
Stress" OR DE "Acute Stress Disorder"
OR DE "Emotional Trauma"




EMBASE:

No. Query Results
#1 'posttraumatic stress disorder'/exp 26,817
#2 'psychotherapy'’/exp 174,672
#3 'drug therapy'/exp 1,526,816
#4 #2 OR #3 1,688,791
#5 #1 AND #4 5,638
#6 ‘prevention’/exp OR ‘early intervention'/exp 934,844
#7 #5 AND #6 202
#8 ‘randomized controlled trial'/exp OR 'single blind procedure'/exp OR 'double blind 1,448,799
procedure'/exp OR 'systematic review'/exp OR 'cohort analysis'/exp OR 'meta
analysis'/exp OR 'comparative study'/exp OR 'case control study'/exp
#9 #7 AND #8 37




Web of Science:

Set  Results Query

#12 108 #11 AND #8
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#11 336,240 #10 OR #9
Databases=SCI-EXPANDED, SSCI, A&HCI| Timespan=All Years
Lemmatization=0n

#10 50,812 (TS=(early intervention)) AND Language=(English)
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#9 291,955 (TS=(prevention)) AND Language=(English)
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#8 1,418 #7 AND #4
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#7 54,820 #6 OR #5
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#6 15,172 TS=(pharmacotherapy)
Databases=SCI-EXPANDED, SSCI, A&HCI| Timespan=All Years
Lemmatization=0n

#5 41,223 TS=(Psychotherapy)
Databases=SCI-EXPANDED, SSCI, A&HCI| Timespan=All Years
Lemmatization=0n

#4 39,541 #3 OR #2 OR #1
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#3 12,815 TS=("post trauma*")
Databases=SCI-EXPANDED, SSCI, A&HCI| Timespan=All Years
Lemmatization=0n

#2 27,812 TS=(posttraumatic)
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#1 11,784 TS=(PTSD)
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

Total references identified by the main searches, minus duplicates = 2364

Total references from main and handsearches, minus duplicates = 2438



The following update searches were conducted on July 30, 2012

MEDLINE®:
Search Query Items found
#1 Search “Traumatizing’[tiab] OR “Traumatising”[tiab] OR “Trauma’[tiab] OR 215392
“Traumatic”[tiab] OR “Traumas”[tiab] OR “Traumatization’[tiab] OR “Traumatisation”[tiab]
OR “Traumatized"[tiab] OR “Traumatised”[tiab] OR "peritraumatic"[tiab]
#2 Search "Stress Disorders, Traumatic"[Mesh] OR "PTSD"[tiab] OR "post-traumatic stress 22750
disorders"[tiab] OR "post-traumatic stress disorder"[tiab] OR "posttraumatic stress
disorders"[tiab] OR "posttraumatic stress disorder"[tiab]
#3 Search "Social Problems/psychology'[Mesh] 40575
#4 Search "Life Change Events"[Mesh] 17610
#5 Search "Stress, Psychological"[Mesh] 80886
#6 Search "Wounds and Injuries/psychology'[Mesh] 13375
#7 Search "Disasters"[Mesh] 55059
#8 Search "Survival/psychology"[Mesh] 379
#9 Search #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 403607
#10 Search #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 Filters: Humans 342462
#11 Search #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 Filters: Humans; English 278680
#12 Search #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 Filters: Humans; English; 151076
Adult: 19+ years
#13 Search "Anesthetics, Dissociative"[P harmacological Action] OR "Opiate Alkaloids"[Mesh] 701274
OR "Benzodiazepines"[MeSH] OR "Tranquilizing Agents"[Pharmacological Action] OR
"Antipsychotic Agents"[Pharmacological Action] OR "Adrenergic Agents"[Pharmacological
Action] OR "Anticonvulsants"[Pharmacological Action] OR "Monoamine Oxidase
Inhibitors"[Pharmacological Action] OR "Antidepressive Agents"[Pharmacological Action]
OR "Psychotropic Drugs"[Mesh]
#14 Search #12 and #13 4732
#15 Search "Psychotherapy"[Mesh] OR "Complementary Therapies"[Mesh] OR 438499
"Therapeutics/psychology"[Mesh] OR "Adaptation, Psychological'[Mesh] OR "Mental
Health Services"[Mesh]
#16 Search #12 and #15 21625
#17 Search "prevention and control" [Subheading] 919536
#18 Search "prevention"[tiab] OR "prevent'[tiab] OR "preventive"[tiab] OR "preventative'[tiab] 591226
#19 Search "early intervention"[tiab] 8083
#20 Search "Emergency Treatment/psychology'[Mesh] 1083
#21 Search "Crisis Intervention"[Mesh] 4974
#22 Search "Resilience, Psychological"[Mesh] 850
#23 Search "Preventive Health Services"[MeSH] 385136
#24 Search "Preventive Medicine"[Mesh] 31611
#25 Search "immediate treatment'[tiab] 1745
#26 Search #17 or #18 or #19 or #20 or #21 or #22 or #23 or #24 or #25 1570081
#27 Search (#14 OR #16) AND #26 5239
#28 Search "Randomized Controlled Trial"[Publication Type] OR "Randomized Controlled 481850
Trials as Topic"[Mesh] OR "Single-Blind Method"[Mesh] OR "Double-Blind Method"[Mesh]
OR "Random Allocation"[Mesh]
#29 Search "meta-analysis"[Publication Type] OR "meta-analysis as topic"[MeSH Terms] OR 57134
"meta-analysis"[All Fields]
#30 Search "Comparative Study"[Publication Type] OR "comparative study" OR case control 2059195
stud* OR "Case-Control Studies"[Mesh]
#31 Search ("review"[Publication Type] AND "systematic"[tiab]) OR "systematic review"[All 49778
Fields] OR ("review literature as topic"[MeSH AND "systematic"[tiab])
#32 Search "Cohort Studies"[Mesh] OR “cohort effect’[MeSH Term] OR cohort*[tiab] 1264820
#33 Search #28 or #29 or #30 or #31 or #32 3065032
#34 Search #27 and #33 1914
#35 Search "Stress Disorders, Post-Traumatic/prevention and control"[Mesh] 870
#36 Search #33 and #35 170
#37 Search #33 and #35 Filters: Humans 167
#38 Search #33 and #35 Filters: Humans; English 163
#39 Search #33 and #35 Filters: Humans; English; Adult: 19+ years 108

B-6



Search Query Items found

#40 Search #34 OR #39 1962
#41 Search #40 AND (2011/12:2012/07[edat]) 33

PILOTS search limited to Date Range= 2011-2012 using the following search criteria; 40
unique results.

DE="adults" and DE="prevention" and DE="ptsd"

English Only

Cochrane Library:

ID Search Hits

#1  "Traumatizing'[tiab] OR "Traumatising"[tiab] OR "Trauma"[tiab] OR "Traumatic"[tiab] OR 10124
"Traumas"[tiab] OR "Traumatization"[tiab] OR "Traumatisation"[tiab] OR "Traumatized"[tiab] OR
"Traumatised'[tiab] OR "peritraumatic"[tiab]

#2  "Stress Disorders, Traumatic"[Mesh] OR "PTSD"[tiab] OR "post-traumatic stress disorders'[tiab] 1304
OR "post-traumatic stress disorder"[tiab] OR "posttraumatic stress disorders"[tiab] OR
"posttraumatic stress disorder"[tiab]

#3  "Social Problems/psychology'[Mesh] 2

#4  "Life Change Events"[Mesh] 392
#5  "Stress, Psychological'[Mesh] 3096
#6  "Wounds and Injuries/psychology"[Mesh] 34

#7  "Disasters'[Mesh] 113
#8  "Survivallpsychology'[Mesh] 4

#9 (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8) 13678
#10 "Anesthetics, Dissociative"[Pharmacological Action] OR "Opiate Alkaloids"[Mesh] OR 13673

"Benzodiazepines"[MeSH] OR "Tranquilizing Agents"[Pharmacological Action] OR
"Antipsychotic Agents"[Pharmacological Action] OR "Adrenergic Agents"[Pharmacological
Action] OR "Anticonvulsants"[Pharmacological Action] OR "Monoamine Oxidase
Inhibitors"[Pharmacological Action] OR "Antidepressive Agents"[Pharmacological Action] OR
"Psychotropic Drugs"[Mesh]

#11  (#1 AND #10) 354

#12 "Psychotherapy'[Mesh] OR "Complementary Therapies"[Mesh] OR 11130
"Therapeutics/psychology"[Mesh] OR "Adaptation, Psychological'[Mesh] OR "Mental Health
Services"[Mesh]

#13 (#1 AND #12) 682
#14  (#11 OR #13) 939
#15 "prevention"[tiab] OR "prevent'[tiab] OR "preventive"[tiab] OR "preventative"[tiab] 105103
#16 "early intervention"[tiab] 1308
#17 "Emergency Treatment/psychology'[Mesh] 2

#18 "Crisis Intervention"[Mesh] 293
#19 "Resilience, Psychological'[Mesh] 25

#20 "Preventive Health Services"[MeSH] 462
#21 "Preventive Medicine"[Mesh] 2953
#22 "immediate treatment'[tiab] 276
#23 (#150R #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22) 106214
#24  (#14 AND #23) 392
#25 “Adult'[Mesh] 279877
#26  (#24 AND #25) 232
#27  (#26), from 2011 to 2012 70




IPA, CINAHL, PsycINFO:

Search  Search Terms Search Limits Results
ID#
S1 "Posttraumatic Stress Disorder" OR DE 47098
"Reactive Psychosis" OR DE "Stress Reactions"
OR DE "Psychological Stress" OR DE "Acute
Stress Disorder" OR DE "Emotional Trauma"
S2 “Injuries" OR DE "Burns" OR DE "Electrical 125584
Injuries" OR DE "Head Injuries" OR DE "Spinal
Cord Injuries" OR DE "Wounds"
S3 SlorS2 171131
S4 DE "Psychotherapeutic Techniques" OR DE 26493
"Animal Assisted Therapy" OR DE "Autogenic
Training" OR DE "Cotherapy" OR DE "Dream
Analysis" OR DE "Ericksonian Psychotherapy"
OR DE "Guided Imagery" OR DE "Mirroring" OR
DE "Morita Therapy" OR DE "Motivational
Interviewing" OR DE "Mutual Storytelling
Technique" OR DE "Paradoxical Techniques"
OR DE "Psychodrama"
S5 S3and S4 918
S6 DE "Drug Therapy" 100216
S7 S3and S6 1748
S8 S5or S7 2653
S9 "prevention” OR (MH "Early Intervention+") 539111
S10 S8 and S9 475
Si11 S10 Limiters - English Language; Human; 132
Language: English; Age Groups: Adult: 19-
44 years, Middle Aged: 45-64 years, Aged:
65+ years, Aged, 80 and over, All Adult;
Language: English; Articles about Human
Studies; English; Language: English; Age
Groups: Adulthood (18 yrs & older), Young
Adulthood (18-29 yrs), Thirties (30-39 yrs),
Middle Age (40-64 yrs), Aged (65 yrs &
older), Very Old (85 yrs & older); Population
Group: Human; Exclude Dissertations
S12 S11 Limiters - Published Date from: 20111201- 5

20120731

Note: The number of available results reflects the removal of duplicates.



EMBASE:

No. Query Results
#1 'posttraumatic stress disorder'/exp 28,724
#2 'psychotherapy'/exp 180,063
#3 'drug therapy'/exp 1,606,636
#4 #2 OR #3 1,773,200
#5 #1 AND #4 6,041

#6 ‘prevention’/exp OR 'early intervention'/exp 976,054
#7 #5 AND #6 230

#8 ‘randomized controlled trial'/exp OR 'single blind procedure'/exp OR 'double blind 1,516,832

procedure'/exp OR 'systematic review'/exp OR 'cohort analysis'/exp OR ‘meta analysis'/exp
OR 'comparative study'/exp OR 'case control study'/exp

#9 #7 AND #8 44

#10  #9 AND [1-12-2011]/sd NOT [30-7-2012)/sd 8




Web of Science:

Set

Results

Query

#1

12,757

TS=(PTSD)
Databases=SCI-EXPANDED, SSCI, A&HCI| Timespan=All Years
Lemmatization=0n

#2

29,614

TS=(posttraumatic)
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#3

13,588

TS=("post trauma*")
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#4

42,065

#3 OR #2 OR #1
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#5

42,555

TS=(Psychotherapy)
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#6

16,068

TS=(pharmacotherapy)
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#7

56,975

#6 OR #5
Databases=SCI-EXPANDED, SSCI, A&HCI| Timespan=All Years
Lemmatization=0n

#8

1,546

#7 AND #4
Databases=SCI-EXPANDED, SSCI, A&HCI| Timespan=All Years
Lemmatization=0n

#9

308,926

(TS=(prevention)) AND Language=(English)
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#10

54,447

(TS=(early intervention)) AND Language=(English)
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#11

356,307

#10 OR #9
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#12

118

#11 AND #8
Databases=SCI-EXPANDED, SSCI, A&HCI Timespan=All Years
Lemmatization=0n

#13

18

#12
Databases=SCI-EXPANDED, SSCI, A&HCI| Timespan=2011-2012
Lemmatization=0n
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Appendix C. Abstract and Full-Text Form Fields

The following are lists of fields used in the abstract and full-text review forms. Please see the
Evidence Tables (Appendix E) for fields used in the data abstraction forms.

Table C1. Abstract review form fields

REF ID

Author

Year

Title

Abstract

Exclude (Select an option from the dropdown list)

Include

Background? (To suggest an abstract that would otherwise be excluded from the review for use as background
information, mark it with BKG, along with EXC and the exclusion number/code. Use BKG judiciously!)

Comments: Please include a comment if you included an abstract, but did so do to a lack of clarity within the abstract.
Explain why you think the FT will reveal that the study should be excluded.

Table C2. Full text review form fields
Ref ID
Authors

Year
Title
Inclusion/Exclusion Code

Should article be included as background? (‘X)

Design

Subpopulations

Psychological Interventions (‘X"
Pharmacological Interventions (‘X)
CAM Interventions (‘X

Group 1 (Main treatment group)

Group 2 (First comparison group)

Group 3 (Second comparison group, if applicable)
Group 4 (Third comparison group, if applicable)

KQ 1 (X)
KQ 2 ('X)
KQ 3 (‘X)
KQ 4 (X)
Comments

Does the study belong to a set of Companion Studies? (Yes/No)

Include citations of any Companion Studies here




10.

11.

12.

13.

14.

15.

16.

17.

Appendix D. Studies Excluded at the Full-Text Level

Excluded for Ineligible Publication Type

Andre C, Lelord F, LegeronP, et al. Effectiveness of early intervention on 132 bus drivers victims of
aggressions: A controlled study. Encephale-Revue De Psychiatrie Clinique Biologique Et Therapeutique.
1997 Jan-Feb;23(1):65-71.

Cuijpers P, Van Straten A, Smit F. Preventing the incidence of new cases of mental disorders: a meta-
analytic review. J Nerv Ment Dis. 2005 Feb;193(2):119-25. PMID: 15684914.

Donovan JM, Bennett MJ, McElroy CM. The crisis group--an outcome study. Am J Psychiatry. 1979
Jul;136(7):906-10. PMID: 453351.

Dreman S. Children of victims of terrorism in Israel: coping and adjustment in the face of trauma. Isr J
Psychiatry Relat Sci. 1989;26(4):212-22. PMID: 2632457.

Foa EB. Trauma and women: course, predictors, and treatment. J Clin Psychiatry.
1997;58(Supplement):25-8.

Hembree EA, Foa EB. Interventions for trauma-related emotional disturbances in adult victims of crime. J
Trauma Stress. 2003;16(2):187-99. PMID: 2003-05170-009.

Johnston SL, Dipp RD. Support of marines and sailors returning from combat: a comparison of two
different mental health models. Mil Med. 2009;174(5):455-9.

Lieberman EJ, Wolin SJ. Family therapy and a physician's suicide. Am J Psychiatry. 2004
Dec;161(12):2329-30; author reply 30-1. PMID: 15569917.

Lundin T. THE TREATMENT OF ACUTE TRAUMA - POSTTRAUMATIC-STRESS-DISORDER
PREVENTION. Psychiatr Clin North Am. 1994 Jun;17(2):385-91.

Pitman RK, Delahanty DL. Conceptually driven pharmacologic approaches to acute trauma. CNS Spectr.
2005 Feb;10(2):99-106. PMID: 15685120.

Querques J. Can reading a diary improve psychological outcomes in the intensive care unit? Crit Care Med.
2009;37(1):356-7.

Roberts Neil P, Kitchiner Neil J, Kenardy J, et al. Early psychological interventions to treat acute traumatic
stress symptoms. Cochrane Database of Systematic Reviews. 2010(3).

Steffgen G, de Boer C, Bollendorff C. Prevention of post-traumatic stress disorder in bank clerks after a
bank robbery. Arbeitsmedizin Sozialmedizin Umweltmedizin. 2002;37(8):369-72.

van Dijk JA, Schoutrop MJ, Spinhoven P. Testimony therapy: treatment method for traumatized victims of
organized violence. Am J Psychother. 2003;57(3):361-73. PMID: 12961820.

Vinar O. An attempt to prevent the sequelae of the posttraumatic stress disorder: experience from the 1997
flood in Moravia. Homeost Health Dis. 1998;38(4):165-8.

Williams WV, Polak PR. Follow-up research in primary prevention: a model of adjustment in acute grief. J
Clin Psychol. 1979 Jan;35(1):35-45. PMID: 422729.

Zatzick D, Rivara F, Jurkovich G, et al. Enhancing the population impact of collaborative care
interventions: mixed method development and implementation of stepped care targeting posttraumatic
stress disorder and related comorbidities after acute trauma. Gen Hosp Psychiatry. 2011 Mar-
Apr;33(2):123-34. PMID: W0S:000289183700006.
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Excluded for Ineligible Study Design

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

Alford JW. Can patients accurately predict how illness will change their lives? R | Med 1995
Oct;78(10):284-5. PMID: 8541615.

Backer J. Perceived stressors of financially secure, community-residing older women. Geriatr Nurs 1995
Jul-Aug;16(4):155-9. PMID: 7628739.

Bober T, Regehr CD. Strategies for reducing secondary or vicarious trauma: do they work? Brief Treatment
and Crisis Intervention 2006;6(1):1-9.

Bohl N. Measuring the effectiveness of CISD: A study. Fire Engineering 1995;148:125-6.

Briere J, Evans D, Runtz M, et al. Symptomatology in men who were molested as children: a comparison
study. Am J Orthopsychiatry 1988 Jul;58(3):457-61. PMID: 3407736.

Bryant RA, Creamer M, O’Donnell M, et al. A study of the protective function of acute morphine
administration on subsequent posttraumatic stress disorder. Biol Psychiatry 2009;65(5):438-40. PMID:
19058787.

Carr VJ, Lewin TJ, Carter GL, et al. Patterns of service utilisation following the 1989 Newcastle
earthquake: findings from phase 1 of the Quake Impact Study. Aust J Public Health 1992 Dec;16(4):360-9.
PMID: 1296784.

Deahl MP, Gillham AB, Thomas J, et al. Psychological sequelae following the Gulf War. Factors
associated with subsequent morbidity and the effectiveness of psychological debriefing. Br J Psychiatry
1994 Jul;165(2):60-5. PMID: 79530509.

Dyregrov A, Gjestad R. A maritime disaster: reactions and follow-up. Int J Emerg Ment Health 2003
Winter;5(1):3-14. PMID: 12722485.

Flannery RB, Jr. Staff victims of elder patient abuse and the Assaulted Staff Action Program (ASAP):
preliminary empirical inquiry. Am J Alzheimers Dis Other Demen 2003 Mar-Apr;18(2):93-6. PMID:
12708224.

Grainger C. Occupational violence: armed holdup - a risk management approach. International Journal of
Stress Management 1995;2(4):197-205.

Harris MB, Baloglu M, Stacks JR. MENTAL HEALTH OF TRAUMA-EXPOSED FIREFIGHTERS AND
CRITICAL INCIDENT STRESS DEBRIEFING. Journal of Loss & Trauma 2002;7(3):223-38. PMID:
6790660.

Holbrook TL, Galarneau MR, Dye JL, et al. Morphine Use after Combat Injury in Irag and Post-Traumatic
Stress Disorder. N Engl J Med 2010 Jan;362(2):110-7.

Irvine J, Firestone J, Ong L, et al. A randomized controlled trial of cognitive behavior therapy tailored to
psychological adaptation to an implantable cardioverter defibrillator. Psychosom Med 2011 Apr;73(3):226-
33.PMID: 21321256.

Jackson CT, Covell NH, Shear KM, et al. The road back: predictors of regaining preattack functioning
among Project Liberty clients. Psychiatr Serv2006 Sep;57(9):1283-90. PMID: 16968757.

Joseph S, Yule W, Williams R, et al. Crisis support in the aftermath of disaster: a longitudinal perspective.
Br J Clin Psychol 1993 May;32 ( Pt 2):177-85. PMID: 8318935.

Kenardy JA, Webster RA, Lewin TJ, et al. Stress debriefing and patterns of recovery following a natural
disaster. J Trauma Stress 1996 Jan;9(1):37-49. PMID: 8750450.

Kobayashi I, Sledjeski E, Fallon W, Jr., et al. Effects of early albuterol (salbutamol) administration on the
development of posttraumatic stress symptoms. Psychiatry Res 2011 Jan 30;185(1-2):296-8. PMID:
20546929.

Kreitzer MJ, Gross CR, Ye X, et al. Longitudinal impact of mindfulness meditation on illness burden in
solid-organ transplant recipients. Prog Transplant 2005 Jun;15(2):166-72. PMID: 16013466.
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20. Matsuoka Y, Nishi D, Yonemoto N, et al. Omega-3 fatty acids for secondary prevention of posttraumatic
stress disorder after accidental injury: an open-label pilot study. J Clin Psychopharmacol 2010
Apr;30(2):217-9. PMID: 20520307.

21. Matthews LR. Effect of staff debriefing on posttraumatic stress symptoms after assaults by community
housing residents. Psychiatr Serv 1998 Feb;49(2):207-12. PMID: 9575006.

22. McGhee LL, Maani CV, Garza TH, et al. The effect of propranolol on posttraumatic stress disorder in
burned service members. J Burn Care Res 2009 Jan-Feb;30(1):92-7. PMID: 19060728.

23. Miller-Burke J, Attridge M, Fass PM. Impact of traumatic events and organizational response. A study of
bank robberies. J Occup Environ Med 1999 Feb;41(2):73-83. PMID: 10029951.

24, Mooren TT, de Jong K, Kleber RJ, et al. The efficacy of a mental health program in Bosnia-Herzegovina:
impact on coping and general health. J Clin Psychol 2003 Jan;59(1):57-69. PMID: 12508331.

25. Nurmi LA. The sinking of the Estonia: the effects of critical incident stress debriefing (CISD) on rescuers.
Int J Emerg Ment Health 1999 Winter;1(1):23-31. PMID: 11227750.

26. Quinn JF, Strelkauskas AJ. Psychoimmunologic effects of therapeutic touch on practitioners and recently
bereaved recipients: a pilot study. ANS Adv Nurs Sci 1993 Jun;15(4):13-26. PMID: 8512301.

217. Ryding EL, Persson A, Onell C, et al. An evaluation of midwives' counseling of pregnant women in fear of

childbirth. Acta Obstetricia et Gynecologica Scandanavica 2003;82(1):10-7.

28. Sullivan MJ, Stanish WD. Psychologically based occupational rehabilitation: the Pain-Disability
Prevention Program. Clin J Pain 2003 Mar-Apr;19(2):97-104. PMID: 12616179.

29. Tan H. Debriefing after critical incidents for anaesthetic trainees. Anaesth Intensive Care 2005
Dec;33(6):768-72. PMID: 16398383.

30. Trusz SG, Wagner AW, Russo J, et al. Assessing Barriers to Care and Readiness for Cognitive Behavioral
Therapy in Early Acute Care PTSD Interventions. Psychiatry-Interpersonal and Biological Processes 2011
Fal;74(3):207-23.

31. Wee DF, Mills DM, Koehler G. The effects of critical incident stress debriefing (CISD) on emergency
medical services personnel following the Los Angeles Civil Disturbance. International Journal of
Emergency Mental Health 1999;1(1):33-7.

Excluded for Ineligible Population

1. Achterberg J, Kenner C, Casey D. Behavioral strategies for the reduction of pain and anxiety associated
with orthopedic trauma. Biofeedback Self Regul 1989 Jun;14(2):101-14. PMID: 2675983.

2. Acierno RE, Resnick HS, Flood AM, et al. An acute post-rape intervention to prevent substance use and
abuse. Addict Behav1701;28(9):1701-15.

3. Angell KL, Kreshka MA, McCoy R, et al. Psychosocial intervention for rural women with breast cancer:
The Sierra-Stanford Partnership. J Gen Intern Med 2003 Jul;18(7):499-507. PMID: 12848832.

4. Arving C, Sjoden PO, Bergh J, et al. Satisfaction, utilisation and perceived benefit of individual

psychosocial support for breast cancer patients--a randomised study of nurse versus psychologist
interventions. Patient Educ Couns 2006 Aug;62(2):235-43. PMID: 16500071.

5. Bell KR, Hoffman JM, Temkin NR, et al. The effect of telephone counselling on reducing post-traumatic
symptoms after mild traumatic brain injury: a randomised trial. J Neurol Neurosurg Psychiatry 2008
Nov;79(11):1275-81. PMID: 18469027.

6. Bisson JI, Jenkins PL, Alexander J, et al. Randomised controlled trial of psychological debriefing for
victims of acute burn trauma. Br J Psychiatry 1997 Jul;171:78-81. PMID: 9328501.

7. Bisson JI, Shepherd JP, Joy D, et al. Early cognitive-behavioural therapy for post-traumatic stress
symptoms after physical injury. Randomised controlled trial. Br J Psychiatry 2004 Jan;184:63-9. PMID:
14702229.
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

Boscarino JA, Adams RE, Figley CR. A prospective cohort study of the effectiveness of employer-
sponsored crisis interventions after a major disaster. Int J Emerg Ment Health 2005 Winter;7(1):9-22.
PMID: 15869077.

Boscarino JA, Adams RE, Foa EB, et al. A propensity score analysis of brief worksite crisis interventions
after the World Trade Center disaster: implications for intervention and research. Med Care 2006
May;44(5):454-62. PMID: 16641664.

Carlier IV, Voerman AE, Gersons BP. The influence of occupational debriefing on post-traumatic stress
symptomatology in traumatized police officers. Br J Med Psychol 2000 Mar;73 (Pt 1):87-98. PMID:
10759053.

Carlsson M, Arman M, Backman M, et al. Coping in women with breast cancer in complementary and
conventional care over 5 years measured by the mental adjustment to cancer scale. J Altern Complement
Med 2005 Jun;11(3):441-7. PMID: 15992227.

Cedereke M, Monti K, Ojehagen A. Telephone contact with patients in the year after a suicide attempt:
does it affect treatment attendance and outcome? A randomised controlled study. Eur Psychiatry 2002
Apr;17(2):82-91. PMID: 11973116.

Chan I, Kong P, Leung P, et al. Cognitive-behavioral group program for Chinese heterosexual HIV-
infected men in Hong Kong. Patient Educ Couns 2005 Jan;56(1):78-84. PMID: 15590226.

Chesney MA, Chambers DB, Taylor JM, et al. Coping effectiveness training for men living with HIV:
results from a randomized clinical trial testing a group-based intervention. Psychosom Med 2003 Nov-
Dec;65(6):1038-46. PMID: 14645783.

Chierichetti SM, Moise G, Galeone M, et al. Beta-blockers and psychic stress: a double-blind, placebo-
controlled study of bopindolol vs lorazepam and butalbital in surgical patients. Int J Clin Pharmacol Ther
Toxicol 1985 Sep;23(9):510-4. PMID: 2865218.

Conlon L, Fahy TJ, Conroy R. PTSD in ambulant RTA victims: a randomized controlled trial of debriefing.
J Psychosom Res 1999 Jan;46(1):37-44. PMID: 10088980.

Constantino RE, Sekula LK, Rubinstein EN. Group intervention for widowed survivors of suicide. Suicide
Life Threat Behav2001 Winter;31(4):428-41. PMID: 11775718.

Cook CA, Guerrerio JF, Slater VE. Healing touch and quality of life in women receiving radiation
treatment for cancer: a randomized controlled trial. Altern Ther Health Med 2004 May-Jun;10(3):34-41.
PMID: 15154151.

de Groot M, de Keijser J, Neeleman J, et al. Cognitive behaviour therapy to prevent complicated grief
among relatives and spouses bereaved by suicide: cluster randomised controlled trial. BMJ 2007 May
12;334(7601):994. PMID: 17449505.

de Groot M, Neeleman J, van der Meer K, et al. The effectiveness of family-based cognitive-behavior grief
therapy to prevent complicated grief in relatives of suicide victims: the mediating role of suicide ideation.
Suicide Life Threat Behav 2010 Oct;40(5):425-37. PMID: 21034206.

Duggan AK, Berlin LJ, Cassidy J, et al. Examining maternal depression and attachment insecurity as
moderators of the impacts of home visiting for at-risk mothers and infants. J Consult Clin Psychol 2009
Aug;77(4):788-99. PMID: 19634970.

Duggan M, Dowd N, O'Mara D, et al. Benzodiazepine premedication may attenuate the stress response in
daycase anesthesia: a pilot study. Can J Anaesth 2002 Nov;49(9):932-5. PMID: 12419719.

Ehlers A, Clark DM, Hackmann A, et al. A randomized controlled trial of cognitive therapy, a self-help
booklet, and repeated assessments as early interventions for posttraumatic stress disorder. Arch Gen
Psychiatry 2003;60(10):1024-32.

Fava M, Littman A, Halperin P, et al. Psychological and behavioral benefits of a stress/type A behavior
reduction program for healthy middle-aged army officers. Psychosomatics 1991 Summer;32(3):337-42.
PMID: 1882025.
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25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42,

43.

Fernandez-Hermida JR, Secades-Villa R, Fernandez-Ludena JJ, et al. Effectiveness of a therapeutic
community treatment in Spain: a long-term follow-up study. Eur Addict Res 2002 Jan;8(1):22-9. PMID:
11818690.

Field T, Peck M, Scd, et al. Postburn itching, pain, and psychological symptoms are reduced with massage
therapy. J Burn Care Rehabil 2000 May-Jun;21(3):189-93. PMID: 10850898.

Frasure-Smith N, Prince R. Long-term follow-up of the Ischemic Heart Disease Life Stress Monitoring
Program. Psychosom Med 1989 Sep-Oct;51(5):485-513. PMID: 2798700.

Garand L, Buckwalter KC, Lubaroff D, et al. A pilot study of immune and mood outcomes of a
community-based intervention for dementia caregivers: the PLST intervention. Arch Psychiatr Nurs 2002
Aug;16(4):156-67. PMID: 12143075.

Gatchel RJ, Gaffney FA, Smith JE. Comparative efficacy of behavioral stress management versus
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Evidence Table 1. Characteristics of included trials

Appendix E. Evidence Tables

Study Design

Primary Outcome

Author, Year Study Setting & Timing of Funding
Country Group Sample Size Study Duration Assessment Source
Beatty, 2010* Randomized: 49 RCT PSS-SR Academic
Australia g; gi Outpatient, urban public a%sn?gze, 3months, &6
hospitals
ég?g;ed' 49 6 months
4 G2: 24
Bryant, 2008° Randomized: 90 RCT CAPS-2, Government
. G1: 30 . . Baseline, 5 weeks, 6 months
Australia G2: 30 Outpatient, special MH
G3: 30 6 months
ITT Analyzed: 90
G1: 30
G2: 30
G3: 30
Analyzed (Completers
Analysis): 69
G1: 25
G2: 23
' G3:21
Bryant, 2003° Randomized: 24 RCT CAPS-2 & IES Government
. Gl: 12 . Baseline, 1 week, & 6 months
Australia G2: 12 Inpatient
Analyzed: 24 6 months
G1l: 12
G2: 12
Bryant, 1998 * Randomized: 24 RCT IES Government
. Gl: 12 . . Baseline
Australia G2 12 Outpatient, special MH CIDIPTSD & IES
Analyzed: 24 6 months 6 weeks & 6 months
*Study design changed from Gl: 12
NRCT to RCT G2: 12
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Evidence Table 1. Characteristics of included trials (continued)

Study Design

Primary Outcome

Author, Year Study Setting & Timing of Funding
Country Group Sample Size Study Duration Assessment Source
Bryant, 2005° Randomized: 87 RCT IES Government
. G1: 33 . . Baseline

Australia G2 30 Outpatient, special MH IES & CAPS-2

G3: 24 6 months 5 weeks, 6 months

ITT Analyzed: 87

G1: 33

G2: 30

G3: 24

Analyzed (Completers

Analysis): 69

Gl: 24

G2: 23

G3: 22
Campfield, 2001° Randomized: 77 RCT PDS NR
Australia g%_ Ztls Outpatient, special MH 5:&:5;':32 éjgls S:;t

Analyzed: 77 2 weeks ?rzﬁrrirgi ng, 2 weeks post-

G1: 36

G2: 41
Gamble, 2005’ Randomized: 103 RCT MINI-PTSD Foundation and academic

Australia

G1: 50

Inpatient and Home

4-6 weeks, 3 months

G2: 53
Analyzed (Completers 3 months
Analysis): 103
G1: 50
G2: 53
Melnyk, 2004° Randomized: 174 RCT Post-Hospital Stress Index Government
G1: 90 . for Parents (post treatment)
NA G2: 84 Inpatient 1 month, 3 months, 6
12 months months, & 12 months

ITT Analyzed: 174
G1: 90
G2: 84

Analyzed (Completers
Analysis): 163

G1: 87

G2: 76
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Evidence Table 1. Characteristics of included trials (continued)

Author, Year
Country

Study Design
Study Setting
Group Sample Size Study Duration

Primary Outcome
& Timing of Funding
Assessment Source

Mulligan, 2012°
United Kingdom

Randomized: 2523 RCT
G1: 1144 Outoatient. milt
G2: 1379 utpatent, military

4-6 months
Analyzed 4-6 month ITT:

2443
G1: 1108
G2: 1335

Analyzed 4-6 month
completers analysis:
G1: 797
G2: 819

PCL-C NR
Baseline, 4-6 months

O'Donnell, 2012"

Australia

Randomized: 46 RCT

g% gg Outpatient, special MH

Analyzed 6 & 12 month [TT: 12 months
46

G1: 24

G2: 22

Analyzed (6 month
completers analysis): 42
G1: 22

G2: 20

Analyzed 12 month
completers analysis): 31
G1: 19

G2: 12

CAPS Government and Foundation
Baseline, 6 months, 12
months
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Evidence Table 1. Characteristics of included trials (continued)

Author, Year
Country

Group Sample Size

Study Design
Study Setting
Study Duration

Primary Outcome
& Timing of
Assessment

Funding
Source

Rose, 1999*
United Kingdom

Randomized: 157
Gl: 54
G2: 52
G3: 51

Analyzed (completers
analysis): 92

G1: NR

G2: NR

G3: NR

ITT Analyzed: 157
G1: 54
G2: 52
G3: 51

RCT
Community

6 months ?

PSS-SR & IES

Baseline, 6 months®

Government

Rothbaum, 2012*
United States

Randomized: 137
G1: 69
G2: 68

Analyzed 4 weeks ITT® 137
G1: 69
G2: 68

RCT

Inpatient and outpatient

4 weeks”

PDS & PSS-I
Baseline, 4 weeks

Government

Ryding, 2004"

Sweden

Randomized: 162
G1: 89
G2: 73

Analyzed: 147
G1: 82
G2: 65

RCT
Inpatient

6 months

IES
6 months

Foundation/non- profit
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Evidence Table 1. Characteristics of included trials (continued)

Study Design

Primary Outcome

Author, Year Study Setting & Timing of Funding
Country Group Sample Size Study Duration Assessment Source
Shalev, 2011* Randomized: 242 RCT CAPS Foundation, Pharmaceutical,

Israel

Gl1: 63
G2: 40
G3: 23
G4: 23
G5: 93

Analyzed: 180
G1: 52
G2: 35
G3: 19
G4: 17
Gb: 57

Outpatient, special MH

9 months

Baseline, 5 months, & 9

months

and Government

Sijbrandij, 2006"

Netherlands

Randomized: 236
G1: 76
G2: 79
G3: 81

ITT Analyzed: 236
G1: 76
G2: 79
G3: 81

RCT
Outpatient, special MH
6 Months

SI-PTSD

Baseline, 2 weeks, 6 weeks,

& 6 months

NR

Treggiari, 2009™

Switzerland

Randomized: 137
G1: 69
G2: 68

Analyzed:129
G1: 65
G2: 64

RCT
Inpatient

4 weeks

PCL & IES-R
Baseline & 4 weeks

Foundation

Weis, 2006

Germany

Randomized: 36
G1: NR
G2: NR

Analyzed: 28
G1l: 14
G2: 14

RCT
Inpatient

6 months

PTSS-10
6 months

NR
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Evidence Table 1. Characteristics of included trials (continued)

Author, Year
Country

Study Design
Study Setting
Group Sample Size Study Duration

Primary Outcome
& Timing of
Assessment

Funding
Source

Wong, Under review®

United States

Randomized: 99 RCT
G1: 52

G2 47 Inpatient

1 month
Analyzed 1 month completers

analysis: 79
Gl: 42
G2: 37

PCL
Baseline, 1 month

NR

Zatzick, In press™

United States

Randomized: 207 RCT
G1: 104

G2: 103 Inpatient and outpatient

12 months
Analyzed 1 month ITT: 207
G1: 104
G2: 103

Analyzed 1 month completers
analysis: 176

Gl1: 86

G2: 90

Analyzed 3 months ITT: 207
G1: 104
G2: 103

Analyzed 3 months
completers analysis: 164
G1: 81

G2: 83

Analyzed 6 months ITT: 207
G1: 104
G2: 103

Analyzed 6 months
completers analysis: 162
G1: 86

G2: 76

CAPS & PCL-C

Baseline, 1 month, 3 months,
6 months, 9 months, & 12
months

Government
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Evidence Table 1. Characteristics of included trials (continued)

Study Design

Primary Outcome

Author, Year Study Setting & Timing of Funding
Country Group Sample Size Study Duration Assessment Source
Zatzick, In press® Analyzed 9 months ITT: 207

. G1: 104
(continued) G2 103

Analyzed 9 months
completers analysis: 155
G1: 83

G2: 72

Analyzed 12 months ITT: 207
G1: 104
G2: 103

Analyzed 12 months
completers analysis: 167
G1: 87

G2: 80

? Followup was also conducted at 11 months, but we rated all 11-month outcomes as having a high risk of bias because of high overall attrition (>30%) at that timepoint and
therefore do not report any of those outcomes.

b Followup was also conducted at 12 weeks, but we rated all 12-week outcomes as having a high risk of bias because of high overall attrition (>30%) at that timepoint and therefore
do not report any of those outcomes.

Abbreviations: CAPS = Clinician Administered PTSD Scale; CAPS-2 = Clinician Administered PTSD Scale-2; CIDI PTSD = Composite International Diagnostic Interview PTSD
module; G = group; IES = Impact of Event Scale; IES-R = Impact of Event Scale-Revised; ITT = intent-to-treat analysis; MH = mental health; MINI-PTSD = Mini-International
Neuropsychiatric Interview-Post-Traumatic Stress Disorder Module; NA = not applicable; NR = not reported; NRCT = nonrandomized controlled trial; PCL = Posttraumatic Stress
Disorder Checklist; PCL-C = Posttraumatic Stress Disorder Checklist-Civilian Version; PDS = Posttraumatic Stress Diagnostic Scale; PTSD = posttraumatic stress disorder; PSS-I
= Posttraumatic Stress Scale-Interview version; PSS-SR = Posttraumatic Stress Scale-Self-Report version; PTSS-10 = Posttraumatic Stress Symptom 10 Question Inventory; RCT
=randomized controlled trial; SI-PTSD = Structured Interview for PTSD
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Evidence Table 2. Characteristics of samples from included trials

Population % Without PTSD Mean Age (Age
Author, Year Trauma Type Baseline PTSD Diagnosis Range if reported) % Female % Nonwhite
Beatty, 2010* Female PSDS-SR, mean (SD) NR NR Overall: 55.2  Overall: 100
. Overall: 10.76 (NR) G1: 56.0 G1: 100
Medical trauma GL: NR G2: 54.5 G2: 100
G2: NR
Bryant, 2008° Male and Female CAPS-2 total, mean (SD) NR Overall: 35.4% Overall: Overall; 13.3°
. Overall: 67.0° (NR) G1:37.9 57.7% G1: 10
Mixed: non-sexual 1. 79 6 (17.7) G2: 33.7 GL 63 G2: 13
assault or MVA G2: 66.8 (19.0) G3: 34.7 G2: 60 G3: 17
G3: 63.6 (18.3) G3: 50
Bryant, 2003° Male and Female IES-intrusion (IES-1) and NR Overall: 31.21° Overall: 66.7 NR
S avoidance (IES-A) subscales, G1: 29.42 Gl: 66.7
Mixed: MVA or mean (SD) G2: 33.0 G2: 66.7
nonsexual assault  Gyerqll: 26.16% (NR), 18.42°
(NR)
G1: 27.83 (5.31), 20.58 (5.02)
G2: 24.50 (8.20), 16.25 (7.42)
Bryant, 1998* Male and Female IES-1 and IES-A, mean (SD) NR Overall: 32.62° Overall: 58.3 NR
. Overall: 24.62* (NR), 29.00° G1: 32.25 G1: 58.3
Mixed: MVA or (NR) G2: 33.00 G2: 58.3
industrial accidents 1.4 17 (7.45), 29.33 (12.23)
G2: 25.08 (5.56), 28.67 (7.08)
Bryant, 2005° Male and Female IES-1 and IES-A, mean (SD) NR Overall: 33.69° Overall: 60.9 NR
) Overall: 25.48% (NR), 21.98* G1: 33.09 G1: NR
Mixed: Nonsexual (NR) G2: 32.97 G2: NR
assault or MVA GL: 24.73 (8.06), 24.43 (9.49) G3: 35.00 G3: NR
G2: 27.12 (7.46), 21.58 (9.66)
G3: 24.58 (8.21), 19.92 (9.79)
Campfield, 2001° Male and Female NR NR Overall: 22.82(18- Overall: 545 NR
32) G1:52.8
Interpersonal GL: 22.61 G2: 56.1
violence G2 23.02
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Evidence Table 2. Characteristics of samples from included trials (continued)

Population % Without PTSD Mean Age (Age
Author, Year Trauma Type Baseline PTSD Diagnosis Range if reported) % Female % Nonwhite
Gamble, 2005’ Female NR NR Overall: 28 (18-46)  Overall: 100  Caucasian/
Traumatic birth g% HS glifogg an
G2: 90.6
Aboriginal/
Torres Strait
Islander
NR
Asian
G1: NR
G2: 1.9
Other
G1: NR
G2: 5.7
Melnyk, 2004° Female NR NR Overall: 31.2 Overall: 100  Overall: 28.8
Medical trauma G1: 32.0 G1: 25.3
other (Child G2: 30.1 G2: 32.9
hospitalized with
PICU admission)
Mulligan, 2012° Male and Female PCL-C, full study sample, Overall: 97.6° Overall: 44% Overall: 1.7 NR
median (IQR): Gl:97.1 sample < 25; 95% Gl: 11
Combat Overall: 20.5% (NR) G2: 98 <40 G2: 2.2
G1: 21 (18-26) G1: NR
G2: 20 (17-26) G2: NR
O'Donnell, 2012" Male and Female CAPS total score, mean (SD): Overall: 28 Overall: 35.9° Overall: NR
. Overall: 58.67% (NR) G1: 33 G1: 34.67 39.1%
Injury G1: 56.61 (NR) G2: 23 G2: 37.14 G1: 50
G2: 60.73 (NR) G2: 28
Rose, 19997 Male and Female PSS, IES, mean (SD) NR Overall: 35.9% (18-  Overall: NR
Overall: 16.1% (NR), 26.9° 76) 24.8%
Assault (NR) Gl: 35.4 Gl 315
G1: 16.8 (13.9), 28.5 (18.4) G2: 34.9 G2: 25.0
G2: 16.0 (13.2), 24.2 (19.0) G3: 37.3 G3: 17.6

G3: 15.6 (12.6), 28.0 (19.3)

E-9



Evidence Table 2. Characteristics of samples from included trials (continued)

Population % Without PTSD Mean Age (Age
Author, Year Trauma Type Baseline PTSD Diagnosis Range if reported) % Female % Nonwhite
Rothbaum, 2012% Male and Female PDS score, mean (SE) NR Overall: 31.48% Overall: 65%  Black
Overall: 19.18% (NR) G1: 30.17 (12.08) G1: 63.8 Overall: 78.8°%
Rape'I”O”SEX”aL G1: 18.90 (1.80) G2:32.78(11.12)  G2: 66.2 G1: 81.2
assault, MVA, other 5. 19 46 (1.78) G2: 76.5
(unspecified) Native
No baseline PSS-I| data American
available Overall: 2.9%
Gl1: 2.9
G2:0
Other
Overall; 6.6 %
G1: 8.7
G2: 4.4
Ryding, 2004* Female NR NR Overall: 32 Overall: 100  NR
Shalev, 2011% Male and Female CAPS total, mean (SD) 100 Overall: 38.6% Overall: 52.1 NR
S Overall: 74.35" (SD) G1: 40.1 Gl: 44.4
t'\g'r’r‘ggét'\’;\t’tg‘c(?%)’ G1: 73.59 (21.34) G2: 39.54 G2: 75.0
G2: 71.78 (15.18 G3: 39.83 G3: 56.5
(11%), other (6%) &3 79 83 515.603 G4: 36.26 G4: 43.5
G4: 74.91 (14.69) G5: 37.28 G5: 58.1
G5: 71.66 (15.22)
Sijbrandij, 2006™ Male and Female SIPTSD, mean (SD) 100 Overall: 40.4° Overall: NR
) Overall: 19.17% (NR) Gl1: 41.7 48.7%
Mixed G1: 19.9 (NR) G2: 38.3 Gl: 47.4
G2: 19.9 (NR) G3: 41.2 G2: 54.4
G3: 17.7 (NR) G3: 44.4
Treggiari, 2009™ Male and Female NR NR Overall: 61.4° Overall: Overall: 2.5
_ G1: 63.0 23.5°% G1: 2
ICU ventilation G2: 59.8 GL: 25 G2: 3
G2: 22
Weis, 2006/ Male and Female NR NR Overall: 68.5° Overall: NR
. G1: 68 321
Cardiac surgery G2: 69 G1: 28.6
G2: 35.7
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Evidence Table 2. Characteristics of samples from included trials (continued)

Population % Without PTSD
Author, Year Trauma Type Baseline PTSD Diagnosis

Mean Age (Age
Range if reported)

% Female

% Nonwhite

Wong, Under Male and Female NR % without probable
review™ , PTSD
Injury G1: 86.5
G2:91.5
Between-groups p=.53

Overall: 31

G1: 28.8 (9.05)
G2: 33.7 (12.3)
Between-groups
p=.03"

Overall: 16
G1:17.3
G2: 14.9

African
American
Overall;: 12.1°2
G1: 13.5
G2: 10.6
Asian
American
Overall: 9.8
G1: 15.4
G2: 4.3
Hispanic
Overall: 59
G1: 55.8
G2: 61.7
Other
Overall: 3.0%
G1: 3.9

G2: 2.1
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Evidence Table 2. Characteristics of samples from included trials (continued)

Population % Without PTSD Mean Age (Age
Author, Year Trauma Type Baseline PTSD Diagnosis Range if reported) % Nonwhite
Zatzick, In press™ Male and Female PCL-C total score, mean (SD) NR Overall: 38.5 (13.1) Overall: 47.8 Black
. Overall: 50.6 (10.5) G1: 39.4 (13.4) Overall: 18.4
Injury G1: 50.5 (10.5) G2: 37.7 (12.8) G1: 20.2
G2: 50.8 (10.5) G2: 16.5
American
N (%) with pre-injury PTSD Indian
symptoms Overall: 13.0
Overall: 130 (62.8) G1: 13.4
G1: 66 (63.5) G2: 12.6
G2: 64 (62.1) Asian
Overall: 5.8
G1: 3.9
G2:7.8
Hispanic
Overall: 2.9
G1:1.9
G2: 3.9

¥ Data not directly provided by the study authors. Data provided here are calculated by authors of this report.

® The study authors state that no differences between groups were significant at baseline, although the p value suggests a statistically significant difference in age.

Abbreviations: C-section = Cesarean section; CAPS = Clinician Administered PTSD Scale; CAPS-2 = Clinician Administered PTSD Scale-2; G = group; ICU = intensive care
unit; IES = Impact of Event Scale; IES-R = Impact of Event Scale-Revised; IQR = interquartile range; MVA = motor vehicle accident(s); N = number of participants; NR = not
reported; PCL-C = Posttraumatic Stress Disorder Checklist-Civilian Version; PDS = Posttraumatic Stress Diagnostic Scale; PICU = pediatric intensive care unit; PSS-I =
Posttraumatic Stress Scale-Interview version; PSS-SR = Posttraumatic Stress Scale-Self-Report version; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial;
SD = standard deviation; SI-PTSD = Structured Interview for PTSD
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Evidence Table 3. Treatment and control arms from included trials

Group 1 Group 2 Group 3 Group 4 Group 5
Mode Mode Mode Mode Mode
Duration and Duration and Duration and Duration and Duration and
Number of Number of Number of Number of Number of
Author, Year Treatments/ Treatments/ Treatments/ Treatments/ Treatments/ Cointerventions Allowed
Comparison Dose and Dose and Dose and Dose and Dose and
Type Frequency Frequency Frequency Frequency Frequency If Yes, Describe Comments
Beatty, 2010" Self-help "Information NA NA NA Unclear G2 group: Received
. . . workbook with  control" group same workbook as G1
Active vs. inactive suggestions, (see Comments) NA but without suggestions,
worksheets, and worksheets or CD
cD Self-help
Workbook to be
Selt-help read over a 3-
Workbook to be month period
read over a 3-
month period
Bryant, 2008° Prolonged Cognitive Waitlist NA NA No
. exposure therapy (CT) /
Head-to-head trial therapy (PE) cognitive NA NA
(mixed imaginal restructuring Assessment at
and in vivo) FoF individual  P@seline and at 6
Face-to-face . weeks
(F2F) individual Ve weekly 90-
min sessions
Five weekly 90-
min sessions
Bryant, 2003° CBT-mixed (see Supportive NA NA NA No G1 CBT components:
. components in  control Education about trauma
Head-to-head trial Comments) s NA reactions, progressive
L F2F individual muscle relaxation
F2F individual Five 90-min traning, imaginal
Five 90-min sessions once a exposure, cognitive

sessions once a
week

week

restructuring, graded in
Vivo exposure.

G2 Supportive control
components:
Educational, general
problem-solving skills.
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Evidence Table 3. Treatment and control arms from included trials (continued)

Group 1 Group 2 Group 3 Group 4 Group 5
Mode Mode Mode Mode Mode
Duration and Duration and Duration and Duration and Duration and
Number of Number of Number of Number of Number of Cointerventions
Author, Year Treatments/ Treatments/ Treatments/ Treatments/ Treatments/ Allowed
Comparison Dose and Dose and Dose and Dose and Dose and
Type Frequency Frequency Frequency Frequency Frequency If Yes, Describe Comments
Bryant, 1998* CBT-mixed (see Supportive NA NA NA No G1 CBT components:
. components in  control Education about trauma
Head-to-head trial Comments) . NA reactions, muscle relaxation
L F2F individual training, imaginal exposure,
F2F individual Five 90-min cognitive restructuring of
Five 90-min sessions with fear-related beliefs, and
sessions with clinical graded in vivo exposure
clinical psychologist, G2 Supportive control
psychologist, once per week components: provider
once per week offered unconditional
supportive role and
education about trauma
including homework.
Bryant, 2005° CBT-mixed (see CBT-mixed Supportive NA NA NA G1 CBT components:
. components in  combined with  control Education about trauma
Head-to-head trial Comments) hypnosis (see L reactions, breathing control,
L components in F2F individual imaginal exposure, cognitive
F2F individual Comments) Five once- restructuring, graded in vivo
Five once- S weekly 90-min exposure, relapse-
weekly 90-min T 2F individual - (o ions prevention strategies.
sessions Five once- G2 CBT+Hypnosis
weekly 90-min components: Identical to G1
sessions CBT except that hypnotic
induction used prior to each
imaginal exposure exercise.
Campfield, 2001° Psychological ~ Psychological ~ NA NA NA NA

Head-to-head trial

debriefing

F2F individual
and group

One 1-2 hr

debriefing within debriefing after
10 hrs of robbery 48 hrs of robbery

debriefing

F2F individual
and group

One 1-2 hr
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Evidence Table 3. Treatment and control arms from included trials (continued)

Group 1 Group 2 Group 3 Group 4 Group 5
Mode Mode Mode Mode Mode
Duration and Duration and Duration and Duration and Duration and
Number of Number of Number of Number of Number of
Author, Year Treatments/ Treatments/ Treatments/ Treatments/ Treatments/ Cointerventions Allowed
Comparison Dose and Dose and Dose and Dose and Dose and
Type Frequency Frequency Frequency Frequency Frequency If Yes, Describe Comments
Gamble, 2005’ Supportive Usual care NA NA NA Unclear G1: F2F component
Active vs. inactive ;%%T;glrlgged Other (see NA %ﬁg\ﬁg_d by a research
CISD elements Comments) G2: No other data
and issues Standard provided.
relevant to postnatal care
childbearing
context
Multiple (F2F
and phone) (see
Comments)
Two sessions
lasting 40-60
mins total
Melnyk, 2004° Psychoeducation Inactive control  NA NA NA No G1 intevention: COPE
Active vs. inactive (see Comments) (see Comments) NA program, which was an
Self-help Self-help education-behavioral

Three sessions
(6-16 hrs after
PICU admission;
2-6 hrs after
transfer to
general pediatric
unit; 2-3 days
after children
discharged)

Three sessions
(6-16 hrs after
PICU admission;
2-6 hrs after
transfer to
general pediatric
unit; 2-3 days
after children
discharged)

intervention program
delivered by audiotapes
and matching written
information followed by 2
booster sessions that
introduced a workbook
with parent-child
activities designed to
enhance child coping.
G2: Also received
audiotaped information
and a workbook, but
both were non-specific.
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Evidence Table 3. Treatment and control arms from included trials (continued)

Group 2 Group 3 Group 4 Group 5
Mode Mode Mode Mode
Group 1 Duration and Duration and Duration and Duration and Were
Mode Number of Number of Number of Number of Cointerventions
Author, Year Duration and Number of Treatments/ Treatments/ Treatments/ Treatments/ Allowed?
Comparison Treatments/ Dose and Dose and Dose and Dose and
Type Dose and Frequency Frequency Frequency Frequency Frequency If Yes, Describe Comments
Mulligan, 2012° Battlemind training (see  Standard post- NA NA NA Unclear G1 received Anglicized
. Comments) deployment brief postdeployment Battlemind
Head-to-head trial (see Comments) NA training.
F2F group FoF G2 received a standard
Single session of 45 min group postdeployment stress and
Single session of homecoming brief.
35 min
O'Donnell, 2012"  CBT-mixed (see Usual care NA NA Unclear Unclear G1 CBT was conducted by
) . ) Comments) masters-level clinical
Active vs. inactive o NA NR NA psychologists. Treatment
F2F individual Varied but NR was manualized, evidence-
4-10 sessions of 90 min based, and specifically
(Note: >4 sessions tailored to the clinical
provided if HADS scores symptom-cluster profile of
were 11 or greater after each patient and involved
4th session) structured homework
activities.
Rose, 1999™ Psychological debriefing Psychoeducation No NA NA No Co-intervention allowed
Head-to-head trial; F2F individual F2F individual ":tAe”’e”“O” NA %ﬂjgsiggggtf’gfﬁgi ore.
active vs. Inactive Single 1 hr debriefing Single 30 min
session within 30 days of educational NA
assault session with
leaflet within 30
days of assault
Rothbaum, 2012** Modified PE (see Assessment only NA NA NA Unclear Modified PE components:
. . . Comments for imaginal exposure,
Active vs. inactive components) NA NA identification of behavioral
F2F individual exposures, prief

Three 1 hr sessions
distributed about 1 week
apart

psychoeducation,
breathing retraining, and
homework assignments
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Evidence Table 3. Treatment and control arms from included trials (continued)

Group 1 Group 2 Group 3 Group 4 Group 5
Mode Mode Mode Mode Mode
Duration and Duration and Duration and Duration and Duration and
Number of Number of Number of Number of Number of
Author, Year Treatments/ Treatments/ Treatments/ Treatments/ Treatments/ Cointerventions Allowed
Comparison Dose and Dose and Dose and Dose and Dose and
Type Frequency Frequency Frequency Frequency Frequency If Yes, Describe Comments
Ryding, 2004*  Supportive Usual care (see NA NA NA Unclear G1 Supportive
. counseling (see  Comments) counseling components:
AC“V.e VS Comments) NA Focused on personal
inactive NA oy
storytelling in
F2F group NA unstructured sessions
Two 2-hour G2 usual care: Midwife's
sesssions at 1-2 and doctor's standard
months post- procedure of visiting
partum mother in maternity ward
to exchange information
about the birthing
experience (Note: not all
patients in the usual care
group received it)
Shalev, 2011"*  PE (see CT Escitalopram Placebo Waitlist Unclear G1 PE components:
ﬁgﬁd-to-head (C:%m;’gﬁ?st)s " FoFindividual  NA NA NA NA 5;3; Ciggeig”bcrzg?ﬁi’ng
; L 12 weekly 90- Initial dose of 10 Initial dose of 1 NA control, prolonged
ﬁ?@{ﬁ/f' F2F individual min sessions mg daily was tablet daily was imaginal exposure and in

12 weekly 90-min
sessions

increased to 20
mg (10 mg twice
daily) after

2 weeks of
treatment.
Trained
psychiatrists
provided 4
weekly

sessions (weeks
1-4) followed by
4 biweekly
sessions (weeks
6-12).

increased to 2
daily tablets after
2 weeks of
treatment.
Trained
psychiatrists
provided 4
weekly

sessions (weeks
1-4) followed by
4 biweekly
sessions (weeks
6-12) (see
Comments)

Vivo exposure

(Note: concealment was
broken at the end of the
study, and 8 participants
with PTSD who received
placebo were invited to
receive PE, which was
accepted by 5 of them.)
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Evidence Table 3. Treatment and control arms from included trials (continued)

Group 1 Group 2 Group 3 Group 4 Group 5
Mode Mode Mode Mode Mode
Duration and Duration and Duration and Duration and Duration and
Number of Number of Number of Number of Number of
Author, Year Treatments/ Treatments/ Treatments/ Treatments/ Treatments/ Cointerventions Allowed
Comparison Dose and Dose and Dose and Dose and Dose and
Type Frequency Frequency Frequency Frequency Frequency If Yes, Describe Comments
Sijbrandij, 2006  Psychological Psychological No intervention NA Unclear Unclear
Head-to-head trial; debriefing debriefing NA NA NA
active vs. inactive F2F individual F2F individual NA NA
Single 45-60 min Single 45-60 min
' session session
Treggiari, 2009  Light Deep NA NA NA Unclear
. pharmacological pharmacological
Head-to-head trial sedation sedation NA
NA NA
Light sedation Deep sedation

group targeting a
Ramsay level of

1-2 by giving
intermittant
injection of
midazolam

group targeting
Ramsay level of

3-4 by giving
continuous
infusion of
midazolam
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Evidence Table 3. Treatment and control arms from included trials (continued)

Group 1 Group 2 Group 3 Group 4 Group 5

Mode Mode Mode Mode Mode

Duration and Duration and Duration and Duration and Duration and

Number of Number of Number of Number of Number of
Author, Year Treatments/ Treatments/ Treatments/ Treatments/ Treatments/ Cointerventions Allowed
Comparison Dose and Dose and Dose and Dose and Dose and
Type Frequency Frequency Frequency Frequency Frequency If Yes, Describe Comments
Weis, 2006 Hydrocortisone  Placebo NA NA NA No
Active vs. inactive NA NA NA

Started with NA

loading dose of
100 mg over 10
min IV before
anesthesia,
followed by
continuous
infusion of 10
mag/hr for 24 hrs
which was
reduced to 5
mag/hr on day 2
and then
3x20mg IV on
day 3 and
3x10mg IV on
day 4
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Evidence Table 3. Treatment and control arms from included trials (continued)

Group 1 Group 2 Group 3 Group 4 Group 5
Mode Mode Mode Mode Mode
Duration and Duration and Duration and Duration and Duration and
Number of Number of Number of Number of Number of
Author, Year Treatments/ Treatments/ Treatments/ Treatments/ Treatments/ Cointerventions Allowed
Comparison Dose and Dose and Dose and Dose and Dose and
Type Frequency Frequency Frequency Frequency Frequency If Yes, Describe Comments
Wong, Under Psychoeducation Wound care NA NA NA Unclear Psychoeducation was
review'® education provided using a video
Other (see NA L .
. . . viewing session and
Active vs. inactive Comments) Other (see included information
Single 18-min Comments) about traumatic event
viewing session  Single 10-min causes/identity,
viewing session consequences,

controllability, and
timeline regarding when
to seek treatment.

Wound care education
included information
about medical treatment
for lacerations, the
healing process, and
home care.

E-20



Evidence Table 3. Treatment and control arms from included trials (continued)

Group 1 Group 2 Group 3 Group 4 Group 5
Mode Mode Mode Mode Mode
Duration and Duration and Duration and Duration and Duration and
Number of Number of Number of Number of Number of
Author, Year Treatments/ Treatments/ Treatments/ Treatments/ Treatments/ Cointerventions Allowed
Comparison Dose and Dose and Dose and Dose and Dose and
Type Frequency Frequency Frequency Frequency Frequency If Yes, Describe Comments
Zatzick, In press™ Collaborative Usual care (see NA NA NA Unclear Gl received a stepped
. . . care (see Comments) collaborative care
Active vs. inactive Comments) NA intervention from a
Other (see trauma center-based
Other (see Comments) mental health team. The
Comments) NR main components were

Care managers:
median (IQR) of
13.2 (13.3) hours
with each patient

delivered F2F and by
phone, including care
management and
evidence-based
pharmacotherapy and
CBT.

G2 received usual care,
which the authors
describe as routine
outpatient surgical and
primary care visits, as
well as occasional
specialty mental health
service usage.

Abbreviations: CBT = cognitive behavioral therapy; CBT+Hypnosis = CBT combined with hypnosis; CD = compact disc; CISD = Critical incident stress debriefing; COPE =
Creating Opportunities for Parent Empowerment; CT = Cognitive therapy; F2F = face-to-face; G = group; HADS = Hospital Anxiety and Depression Rating Scale; hr = hour; IQR
= interquartile range; IV = intravenous; mg = milligrams; min(s) = minute(s); N = number of participants; NA = not applicable; NR = not reported; NS = not significant; PE =

prolonged exposure therapy; PICU = pediatric intensive care unit; PTSD = posttraumatic stress disorder
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes

Author. Year Clinician Administered Scale for Self-Administered Scale for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes

Beatty, 2010" NA PSDS-SR NR Only overall baseline
Mean (SE) PSDS-SR provided
@ 3 months so unable to calculate
G1: 5.43(0.91) mean change.
G2: 9.46 (0.98)
p=.01
@ 6 months
Gl1: 6.78 (1.07)
G2: 8.98 (1.10)
p=NS

Bryant, 2008° CAPS-2 total score IES-Intrusion and Avoidance CAPS-2

Mean (SD) - ITT sample
@ Baseline

G1: 70.6 (17.7)

G2: 68.8 (19.0)

G3: 63.6 (18.3)

@ Post-treatment (6 weeks)
Gl1: 31.5(27.3)

G2: 43.0 (27.6)

G3: 55.9(23.1)

G1<G3, p <.001

G2<G3, p=NS

@ 6 months Follow-up
G1: 32.1(29.1)

G2: 49.8 (29.4)

G3: NA

G1<G2, p=.03

subscales
Mean (SD) - ITT sample
@ Baseline
G1: 26.9 (8.5), 26.9 (9.3)
G2: 26.3(8.2), 23.6 (9.9)
G3: 23.5(9.1), 24.0 (8.7)

@ Post-treatment (6 weeks)
G1: 12.4 (12.5), 11.7 (12.4)
G2: 17.7 (11.3), 17.1 (12.4)
G3: 22.1(9.8), 22.6 (10.8)

Intrusion: G1<G3, p=.001, G2 vs. G3,

p=NS

Avoidance: G1<G3, p <.001, G2 vs. G3,

p=NS

@ 6 months Follow-up
G1:11.4 (11.2), 12.8 (13.5)
G2: 18.6 (11.4),19.2 (12.0)
G3: NA, NA

Intrusion: G1<G2, p=.02
Avoidance: G1<G2, p=.03

Patients meeting PTSD
criteria, N (%) - ITT
sample

@ Post-treatment (6
weeks)

G1: 10 (33%)

G2: 19 (63%)

G3: 23 (77%)

Gl vs. G2: OR (95%
Cl): 252 (1.28 to
4.93), p=.002

G1 vs. G3: OR (95%
Cl): 3.40 (1.73 to
6.67), p <.001

@ 6 months Follow-up

G1: 11 (37%)

G2: 19 (63%)

G3: NA

Gl vs. G2: OR (95%
Cl): 2.10 (1.12 to
3.94), p=.007

NNT=3.75
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Clinician Administered Scale for

Author, Year PTSD Symptom Reduction

Self-Administered Scale for Incidence of
PTSD Symptom Reduction PTSD

Comments/ Other
Outcomes

Bryant, 2008*
(continued)

CAPS-2 score

Mean (SD) - Completers analysis
results

Baseline

G1: 71.4 (18.0) (N=25)

G2: 66.9 (17.8) (N=23)

G3: 61.3(18.2) (N=21)

@ Post-treatment (6 weeks)
G1: 24.4 (23.1)

G2: 35.8(24.7)

G3: 50.1 (22.9)

G1<G3, p<.001; G2<G3, p=.03

@ 6 months Follow-up
G1: 21.4 (24.1)

G2: 44.3 (28.5)

G3: NA

IES-Intrusion and Avoidance subscales NA
Mean (SD) - Completers analysis results

Baseline

G1: 26.2 (9.0), 26.6 (10.1)

G2: 26.8 (8.0), 23.4 (10.6)

G3: 22.7 (9.8), 23.2 (10.1)

@ Post-treatment (6 weeks)
G1: 8.8(10.3), 8.4 (10.5)

G2: 15.2 (10.8), 14.6 (12.6)
G3: 20.7 (10.6), 21.0 (12.4)

Post hoc Tukey comparisons:

G1<G3, p <.002 (Intrusion); p <.001
(Avoidance)

G1<G2, p=.03 (Intrusion)

G2<G3, p=NS (Intrusion); p=NS
(Avoidance)

@ 6 months Follow-up
G1l:6.9(7.4), 7.6 (7.7)

G2: 15.0(10.7),16.3 (10.8)
G3: NA, NA

Post hoc Tukey comparisons:
G1<G2, p=.007 (Intrusion); p=.009
(Avoidance)
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author, Year

Clinician Administered Scale for
PTSD Symptom Reduction

Self-Administered Scale for
PTSD Symptom Reduction

Incidence of
PTSD

Comments/ Other
Outcomes

Bryant, 2003°

CAPS-2, Frequency and Intensity
subscales

Mean (SD)

@ Post-treatment (within 1 week)

G1: 13.50 (10.24), 12.00 (9.71)

G2: 23.83 (15.30), 21.33 (12.49)

p=.002 (Frequency); p=.003
(Intensity)

@ 6 month Follow-up

G1: 16.83 (13.04), 14.62 (9.12)

G2: 25.25 (16.21), 24.50 (13.13)
p=.03 (Frequency); p=.02 (Intensity)

IES-Intrusion and Avoidance subscales

mean (SD)
@ Post-treatment (within 1 week)
G1: 10.17 (10.96), 4.08 (4.60)
G2: 19.00 (8.25), 16.75 (9.97)
p=.006; p=.001

@ 6 month Follow-up

G1: 11.25 (9.81), 7.33 (7.22)

G2: 20.17 (9.70), 15.67 (10.49)
p=.02 (Intrusion); p=.005 (Avoidance)

CAPS-2

Met criteria for
PTSD, N (%)

@ Post-treatment
(within 1 week)

G1: 1(8%)

G2: 7 (58%)

p <.05

Effect size=1.16

@ 6 month Follow-
up

G1: 2 (17%)

G2: 7 (58%)

p <.05
Effect size=0.87
Bryant, 1998° NA IES-Intrusion and Avoidance subscales CIDI-PTSD
mean (SD) N (%) of participants
@ Baseline with PTSD

G1: 24.17 (7.45), 29.33 (12.23)
G2: 25.08 (5.56), 28.67 (7.08)

@ Post-treatment (mean of 41.5 days)

G1: 7.33(7.69), 8.17 (8.54)
G2: 15.83 (5.76), 24.17 (8.42)

@ 6 month Follow-up
G1: 8.58(8.70), 7.08 (9.20)
G2: 17.92 (8.98), 19.33 (9.48)

@ Post-treatment
(mean of 41.5 days)

G1: 1(8%)

G2: 10 (83%)

p<.01

@ 6 month Follow-up

G1l: 2 (17%)

G2: 8 (67%)
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author. Year Clinician Administered Scale for Self-Administered Scale for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes
Bryant, 2005° CAPS-2 Intensity and Frequency IES-Intrusion and Avoidance subscales CAPS-2
subscales ITT results ITT results (% with
NOTE: All CAPS-2 outcomes are M sD PTSD)
from completers analysis because @eggs(elin)e @ Posttreatment
the scale was only administered : G1: 36%
at posttreatment and follow-up G1: 27.12(7.46), 21.58 (9.66) G2: 30%
: h G2: 24.73 (8.06), 24.43 (9.49) - E(0
timepoints G3: 50%
G3: 24.58 (8.21), 19.92 (9.79) Between-groups
CAPS-2 Intensity, mean (SD) Between-groups p=NS (Intrusion); p=NS p=NS
@ Posttreatment (Avoidance)
G1: 10.88 (8.27) @ 6-month Follow-up
G2: 10.83 (10.16) @ Postreatment GL: 42%
G3: 21.36 (11.28) G1: 16.58 (12.50), 11.06 (12.23) G2 40%
Between-groups p <.001 sz 11.30(9.98), 15.03 (13.36) G3: 58%
G1<G3, p <.002 G3: 19.83 (9.71), 18.54 (.11‘_06) Between-groups
G2<G3, p <.005 Between-groups p <.005; p=NS p=NS

@ 6-month Follow-up
G1: 13.08 (11.08)

G2: 14.09 (11.52)

G3: 21.18 (11.85)
Between-groups p <.05
G1<G3, p <.05
G2<G3, p <.05

@ 6-month Follow-up

G1: 16.97 (11.80), 14.30 (12.80)

G2: 13.57 (9.52), 16.30 (12.68)

G3: 20.21 (9.96), 18.04 (11.30)

Between-groups p <.005 (Intrusion); p
<.05 (Avoidance)

Post hoc Tukey comparisons:
G2<G3, p <.05; NR
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Clinician Administered Scale for Self-Administered Scale for Incidence of Comments/ Other

Author, Year PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes

Bryant, 2005° CAPS-2 Frequency, mean (SD) Completers analysis results Completers analysis

(continued) @ Posttreatment . . results
G1: 12.08 (9.41) IEfﬁ-lntruzlgn and Avoidance subscales @ Posttreatment (%
G2: 12.35 (11.86) @ Bzzgli(ne ) with PTSD)
1 28. . 1: 13%
G3: 23.59 (13.29) G1: 27.12 (7.46), 21.58 (9.66) G1: 13%
Between-groups p <.001 G2 24.73 (8.06). 24.43 (9.49 G2: 9%
G1<G3, p <.005 1 24.73 (8.06), 24.43 (9.49) G3: 46%

G2<G3, p <.01

@ 6-month Follow-up
G1: 15.42 (13.61)

G2: 14.83 (13.22)

G3: 23.23 (14.64)
Between-groups p=<.05
G1<G3, p=NS

G2<G3, p <.05

G3: 24.58 (8.21), 19.92 (9.79)
Between-groups p=NS; p=NS

@ Posttreatment

G1: 16.58 (12.50), 11.06 (12.23)
G2: 11.30 (9.98), 15.03 (13.36)
G3: 19.83 (9.71), 18.54 (11.06)
Between-groups p<.001, <.001

Post hoc Tukey comparisons:
G1<G3, p <.05; p<.001
G2<G3, p <.001; p<.05

@ 6-month Follow-up

G1: 16.97 (11.80), 14.30 (12.80)
G2: 13.57 (9.52), 16.30 (12.68)
G3: 20.21 (9.96), 18.04 (11.30)
Between-groups p <.05, <.05

Post hoc Tukey comparisons:
G1<G3, p <.05; p<.05
G2<G3, p <.05; p<.05

Between-groups p
values:

G1<G3, p<.05

G2<G3, p<.005

@ 6-month Follow-
up

G1: 21%

G2: 22%

G3: 59%

Between-groups p
values:

G1<G3, p<.01

G2<G3, p<.01
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author, Year

Clinician Administered Scale for
PTSD Symptom Reduction

Self-Administered Scale for
PTSD Symptom Reduction

Incidence of
PTSD

Comments/ Other
Outcomes

Bryant, 1999

CAPS-2, Frequency and Intensity
subscales

Mean (SD)

@ Post-treatment

G1: 13.69 (10.93), 12.00 (10.31)

G2: 11.31 (10.73), 9.92 (9.00)

G3: 22.60 (11.26), 20.53 (10.72)

p=NR

@ 6 month follow-up (NOTE: all
follow-up outcomes used a
smaller N of 41, not 45)

G1: 14.62 (13.72), 15.00 (13.68)

G2: 12.62 (13.63), 12.23 (11.77)

G3: 26.47 (8.40), 29.00 (9.91)

p=NR

Group main effect: p <.05
(Frequency), p <.001 (Intensity)

Specific group differences
(Frequency)

G3>G2,p <.01

G3>G1, p<.01

Specific group differences (Intensity)
G3>G2, p <.001
G3>G1,p<.01

IES, Intrusion and Avoidance subscales
Mean (SD)

@ Pretreatment

G1: 28.46 (5.59), 26.46 (6.54)

G2: 27.62 (6.08), 26.46 (9.02)

G3: 26.47 (4.69), 22.73 (5.57)

p=NR

@ Post-treatment

G1: 13.15 (15.81), 10.31 (10.54)
G2: 8.54 (8.64), 7.92 (8.20)

G3: 22.80 (9.17), 21.33 (6.23)
p=NR

@ 6 month follow-up (NOTE: all follow-up
outcomes used a smaller N of 41, not 45)

G1: 10.31 (10.00), 8.54 (10.20)

G2: 11.08 (8.86), 8.38 (10.32)

G3: 15.67 (6.34), 20.13 (4.66)

p=NR

Group-by-time: p <.001 (Intrusion), p <.05
(Avoidance)

Specific group-by-time differences
(Intrusion)

G3>G2 at T2, p <.001

Specific group-by-time differences
(Avoidance)

G3>G2 at T3, p <.001

G3>Glat T3, p<.01

CAPS-2

Met criteria for
PTSD, N (%)

@ Post-treatment

G1: 3 (20%)

G2: 2 (14%)

G3: 9 (56%)

p <.05

Specific between-
group differences

G3>G2, p=.02

G3>G1, p <.05

@ 6 month follow-up
(NOTE: all follow-
up outcomes used
asmaller N of 41,
not 45)

G1: 3 (23%)

G2: 2 (15%)

G3: 10 (67%)

p <0.01

Specific between-
group differences

G3>G2,p <.01

G3>G1, p <.05
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author. Year Clinician Administered Scale for  Self-Administered Scale for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes
Campfield, 2001° NA PDS NA PDS completed by
Number of symptoms (SD); symptom participants after
severity, mean (SD) debriefing session in
@ Baseline (debriefing session) presense of 1st
G1: 13.78 (1.82); 37.81 (7.71) author; PDS
G2: 15.29 (2.79); 41.39 (11.68) administered via
p <.01 (Number); p >.05 (Symptom severity) telephone for 2 and 4
@ 2 days post-debriefing g%szp\zztegse tg(g'_ng
G1: 12.53 (2.38), 22.39 (9.26) robbery
G2: 15.00 (2.82), 37.51 (10.87)
p <.001 (Number); p <.001 (Symptom
severity)
@ 4 days post-debriefing
G1: 9.69 (3.64); 14.81 (9.11)
G2: 14.78 (3.08); 35.76 (10.92)
p <.001 (Number); p <.001 (Symptom
severity)
@ 2 weeks post-robbery
G1: 5.56 (3.48), 6.94 (8.14)
G2: 14.34 (3.58), 33.10 (11.59)
p <.001 (Number); p <.001 (Symptom
severity)
Gamble, 2005’ NA NA MINI-PTSD MINI-PTSD
N achieving PTSD Trauma symptoms,
diagnosis @ 4-6 Mean, SD)
weeks postpartum @ 4-6 weeks

(N=102)

G1: 17

G2: 16

RR (95% Cl)=1.15
(0.66 to 2.02);
p=.392

@ 3 months (N=103)

Gl: 3

G2: 9

RR (95% C1)=0.35
(0.10 to 1.23);
p=.075

postpartum (N=102)

G1: 4.81 (3.65)

G2: 5.45(3.01)

Mean difference (95%
Cl): 0.67 (-0.68 to
1.957)

p=NS

@ 3 months (N=103)

G1: 2.54 (2.44)

G2: 3.83(3.59)

Mean difference (95%
Cl):-1.29 (-2.5to -
0.08)
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p=.035

Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author, Year

Clinician Administered Scale for
PTSD Symptom Reduction

Self-Administered Scale for Incidence of
PTSD Symptom Reduction PTSD

Comments/ Other
Outcomes

Melnyk, 2004°

NA

Maternal PTSD Symptoms Post- NA
hospitalization Stress Index - Parent
Mean (SD)

@ 1 month

G1:7.3(4.2)

G2:7.1(4.3)

@ 3 months post-discharge
Gl1: 6.4 (4.3)
G2: 7.4 (4.9)

@ 6 months post-discharge
G1: 5.6 (4.0)
G2: 7.4 (5.7)

@ 12 months post-discharge

G1: 5.8 (3.8)

G2: 7.8 (5.0)

Different at 12 months, p <.05, Effect
size=0.49

None

Mulligan, 2012°

NA

PCL-C score NR
Full sample median (IQR)

@ Baseline

G1: 21 (18-26)

G2: 20 (17-26)

Between-groups p=NS

@ 6 months

G1: NR

G2: NR

Between-groups p=NS

Mixed-effects model results: coefficient
(SE) of relationship between G1
assignment and PCL-C total score @ 6
months = -0.00 (0.02)

None
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author. Year Clinician Administered _Scale for Self-Administered ScaleT for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes
O'Donnell, 2012* CAPS-2 NA CAPS
Total score, mean (SD) N (%) achieving
@ 6 months PTSD diagnosis
G1: 31.95 (21.04) @ 6 months (N=42)
G2: 52.45 (33.14) G1: 2 (9%)
Between-groups p <.05 G2: 11 (55%)
@ 12 months Beiwoesen groups p
G1: 25.26 (21.81) '
G2: 52.50 (26.93) @ 12 months (N=31)
Between-groups p <.05 Gl: 4 (21%)
12-month Hedges “g effect size G2: 7 (58%)
(95% Cl): 1.11 (0.34t0 1.88) Between-groups p
<.05
Rose, 1999* NA IES PSS-SR
Mean (SD) @ 6 months PTSD, N (%)
G1: 19.7 (19.9) @ 6 months

G2: 16.7 (18.6)
G3: 23.3(20.2)
p>.10

PSS-SR

Mean (SD) @ 6 months
G1: 13.8 (13.3)

G2: 10.9 (11.1)

G3: 13.0 (12.4)

p>.10

G1: 12 (23%)
G2: 5(23%)
G3: 11 (26%)
p>.10

E-30



Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author. Year Clinician Administered Scale for Self-Administered Scale for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes
Rothbaum, 2012* PSS-I score PDS score (for prior traumatic events) PSS-I None

Mean (SE) (95% CI): Total sample
No baseline data collected

@ 4 weeks ITT

G1: 19.09 (1.83) (15.51 to 22.68)
G2: 24.54 (1.70) (21.22 to 27.87)
Effect size: 0.38
Between-groups p <.05

Main effect of group: p=.02

PSS-Iscore, mean (SE): rape
victims (N=47)

@ 4 weeks ITT

G1: 20.10 (2.38)

G2: 30.45 (2.73)

Effect size: 0.70

Between-groups p <.01

PSS-I score, mean (SE):
transportation accident victims
(N=46)

@ 4 weeks ITT

G1: 17.95 (2.66)

G2: 24.14 (1.95)

Effect size: 0.49

Between-groups p=.06

PSS-I score, mean (SE): physical
assault victims (n=37)

@ 4 weeks ITT

G1: NR

G2: NR

Effect size: 0.14

Between-groups p=.52

PSS-Iscore, mean (SE): other
(N=7)

Sample size not sufficient to allow
for comparisons

Mean (SE) (95% CI) — ITT results
@ Baseline
G1: 18.90 (1.80) (15.35t0 22.39)
G2: 19.46 (1.78) (15.97 to 22.95)
Between-groups p=NR

@ 4 weeks

G1: 18.90 (2.34) (14.30 to 23.50)
G2: 23.76 (2.29) (19.27 to 28.24)
Effect size: 0.11
Between-groups p=NR

Main effect of group: p=.11

% patients meeting
PTSD criteria:
Total sample

@ 4 weeks ITT

G1: 46%

G2: 51%

Between-groups
p=.60

NNT=20
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author. Year Clinician Administered Scale for Self-Administered Scale for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes
Ryding, 2004" NA IES score NA W-DEQ score
Median (IQR) @ 6 months (measures fear of
G1: 12.0(6.0to 23.0) childbirth)
G2: 15.5 (5.5 to 27.5) Median (IQR) @ 6
p=.54 months
G1: 51.0 (36.0 t0 60.0)
G2: 49.5 (38.7 to 60.5)
p=.8160
Shalev, 2011 CAPS PSS-SR score CAPS N's
Mean (SD) Mean (SD) PTSD, N (%) @ Baseline
. @ Baseline @ Baseline G1: 63
@ Baseline G1: 30.88 (8.48) G1: 63 (100) G2: 40
Total score G2: 30.58 (8.34) G2: 40 (100) G3: 23
G1: 73.59 (21.34) G3: 36.55 (7.91) G3: 23 (100) G4: 23
G2:71.78 (15.18) G4: 34.57 (6.55) G4: 23 (100) G5: 93
G3: 79.83 (15.60) G5: 31.13 (8.31) G5: 93 (100)

G4: 74.91 (14.69)
G5: 71.66 (15.22)

Gl+ G2 vs. G3+ G4+ G5: p=.02

@ 5 month Follow-up

@ 5 month Follow-up
G1: 56

Gl+ G2 vs.G3+ G4+ G5: p=.31 G1: 12 (21.4) G2: 33
(Note: Study may have analyzed G2: 6 (18.2) G3: 21
between-group differences G3: 13 (61.9) G4: 18
separately for each treatment G4: 10 (55.6) G5: 79
group, in spite of how analyses of Gb: 46 (58.2)
between-group differences are Gl, G2<G3, G4,G5; @ 9 month Follow-up
reported above and below. p=.001 G1: 52

G3 vs. G4 vs. G5, p G2: 35
>.92 G3: 19
G4: 17

G5: 57

Note: @ baseline,
sample met all the
symptom criteria for
PTSD.
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author. Year Clinician Administered Scale for Self-Administered Scale for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes
Shalev, 2011" Reexperiencing @ 5 months @ 9 months
(continued) G1: 21.21 (8.27) G1:11.02 (11.19) G1: 11 (21.2)
G2: 19.95 (6.54) G2: 11.56 (10.47) G2: 8 (22.9)
G3: 21.22 (6.76) G3: 22.52 (14.20) G3:8(42.1)
G4: 19.78 (7.75) G4: 22.22 (11.86) G4: 8 (47.1)
Gb5: 19.59 (8.88) G5: 22.14 (13.09) G5: 13 (22.8)
Gl + G2 vs. G3 + G4 + Gb5: p=.66 Gl + G2 vs. G3+ G4 + G5: p=.001 p=.01**

Avoidance

G1: 29.90 (9.02)

G2: 30.23 (6.68)

G3: 33.87 (6.47)

G4: 31.17 (6.65)

Gb5: 29.30 (7.19)

Gl+ G2 vs. G3 + G4 + G5: p=.13

Hyperarousal

G1: 22.48 (7.34)

G2: 21.60 (6.08)

G3: 24.74 (5.61)

G4: 23.96 (6.03)

G5: 22.76 (5.69)

G1+ G2 vs. G3 + G4 + G5: p=.33

@ 5 month Follow-up

CAPS score, mean (SD)
Total score

G1: 28.59 (25.02)

G2: 29.48 (23.03)

G3: 48.71 (29.63)

G4: 47.11 (20.13)

Gb5: 50.56 (27.51)

G1, G2< G3, G4, G5: p=.001

Reexperiencing

G1: 7.32 (7.44)

G2: 6.85(5.71)

G3: 11.19 (8.55)

G4: 11.56 (6.30)

G5: 11.75 (8.26)

G1, G2< G3, G4, G5: p=.002

*mean between grp difference G1 vs. G2
(95% CI): -1.73 (-3.72 to 1.19])

*mean between grp difference G3 vs. G4
(95% ClI): 2.29 0.57 to 10.27)

*mean between grp difference G1 vs. G3
(95% CI): -7.86 (-14.11t0 -1.62)

*mean between grp difference G1 vs. G4
(95% CI): -10.16 (-17.13 to —-3.19)

*mean between grp difference G2 vs. G3
(95% Cl): —9.60 (-16.30 to -2.90)

*mean between grp difference G2 vs. G4
(95% CI): -11.89 (-19.27 to —4.52)

@ 9 months

G1: 10.35 (11.85)

G2: 9.56 (10.60)

G3: 21.63 (2.96)

G4:19.35 (12.53)

G5: 13.11 (12.33)

Gl + G2 vs. G3+ G4 + G5: p=.001

*Computed for a
comparison of 36
participants from
the SSRI and
placebo
subgroups and
144 participants
from the PE (G1),
CT (G2), and WL
(G5) groups.
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author. Year Clinician Administered Scale for Self-Administered Scale for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes
Shalev, 2011* Avoidance
(continued) G1: 11.36 (11.27)

G2: 12.12 (10.39)

G3: 21.62 (12.92)

G4: 18.56 (8.90)

G5: 22.29 (12.75)

G1, G2 < G3, G4, G5: p=.001

Hyperarousal

G1: 9.91 (8.65)

G2:10.52 (9.26)

G3:15.90 (9.78)

G4: 17.00 (8.57)

Gb5: 16.52 (9.11)

Gl, G2 < G3, G4, G5: p=.001

@ 9 month Follow-up
CAPS, mean (SD)
Total score

G1: 27.52 (26.91)
G2: 27.89 (25.64)
G3: 47.16 (26.71)
G4: 45.71 (26.14)
G5: 31.11 (25.07)

Group-by-time, p <.001

Gl, G2, G5< G3, G4: p=.01
G1<G5, p <.001

G2<G5, p <.003

G3>G5, p <.05

G4>G5, p <.003

G3=G4, p >.46

Omitting 5 month followup outcomes
from model, mean difference
(95% Cl)

G1 vs. G5, 0.83 (-6.44 to 4.79),
p=NS

G2 vs. G5, 1.55 (-4.79 to 7.89),
p=NS

G3 vs. G5, 8.93 (0.86 to 17.0),
p=significant but NR
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author, Year

Clinician Administered Scale for
PTSD Symptom Reduction

Self-Administered Scale for
PTSD Symptom Reduction

Incidence of
PTSD

Comments/ Other
Outcomes

Shalev, 2011*
(continued)

G4 vs. G5, 12.11 (4.29t0 19.9),
p=significant but NR

Reexperiencing
G1: 6.67 (7.66)
G2: 5.57 (5.63)
G3:9.68(7.91)
G4: 9.65 (8.49)
G5: 7.39 (7.34)
p=.20

Avoidance

G1: 11.21 (11.93)

G2: 12.97 (12.66)

G3: 21.58 (11.42)

G4: 18.18 (11.28)

G5: 13.51 (10.80)

Gl, G2,G5< G3, G4: p=.01

Hyperarousal

G1: 9.63 (9.46)

G2: 9.34 (9.60)

G3: 15.89 (9.72)

G4: 17.88 (9.88)

G5: 10.21 (9.46)

G1, G2, G5 < G3, G4: p=.004

Note: At 9 month follow-up, G5 has
now become an active treatment
group, having received 4 months
of PE (equivalent to G1)

*All mean between group
differences were analyzed using
ITT post hoc least significant
difference analysis
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author. Year Clinician Administered Scale for Self-Administered Scale for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes
Sijbrandij, 2006" SI-PTSD NA SI-PTSD

PTSD severity scores, mean (SD)
@ Baseline

G1:19.9 (12.2)

G2:19.9 (12.7)

G3:17.7 (11.0)

p=NR

@ 2 weeks
G1:18.1(13.2)
G2:16.2 (10.7)
G3: 15.9 (10.9)
p=NR

@ 6 weeks
Gl: 14.4 (13.8)
G2: 11.9 (11.7)
G3:10.5(9.1)
p=NR

@ 6 months
G1:10.2 (12.0)
G2: 9.3(9.4)
G3: 9.6 (10.1)
p=NR

PTSD severity decreased in all 3 groups
(p<.001), but NS between-groups
difference for total symptom score:

G1 (emotional) = G2 (educational) = G3
(control), p=.33

No sig between-groups differences on
any subscales:

Re-experiencing (p=.058), avoidance
(p=.84), or hyperarousal (p=.20)

Symptom reduction (95% CI) between 2
weeks and 6 months (adjusted for
baseline):

G1l:7.1(4.71t09.5)

G2: 6.4 (4.0 t0 8.8)

G3: 5.9 (3.6 10 8.2)

Overall @ 2 week
Follow-up (N=10):
5.4%

Overall @ 6 week
Follow-up (N=9):
4.9%

Overall @ 6 month
Follow-up (N=8):
4.8%
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author. Year Clinician Administered Scale for Self-Administered Scale for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes
Treggiari, 2009"° NA Normalized IES-R and PCL scores PCL
Mean (SD) % meeting symptom
@ Discharge criteria for
G1: 52 (33) presumptive
G2: 57 (30) diagnosis of
p=.39 PTSD at 4 weeks
@ 4 weeks after discharge Gle.lﬁl%o/d ischarge
. 0
G1: 46 (29) G2 9%
G2: 56 (29) p=.83
95% C1-20.9to 2.0, p=.07
Note: Scores of IES-R and PCL were
normalized by subtracting the mean
and dividing by the SD to normalize to
the same scale; scores were then
ranked.
Weis, 2006’ NA PTSS-10 score PTSS-10 Patients in groups did not

Median (IQR)

@ 6 months

G1: 15.5(14.8t0 21.8)
G2: 25.5(16.81t0 33.0)
p=.03

Evidence of PTSD
defined as stress
symptom score
>35 @ 6 months
(%)

Gl:21.4

G2:7.1

differ signficantly with
regard to number and
type of traumatic
memories, p <.33
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author. Year Clinician Administered _Scale for Self-Administered ScaleT for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes
Wong, Under NA PCL score PCL Knowledge of PTSD
review' Completers analysis results % patients with Test (measures

Baseline probable PTSD knowledge about
G1: NR @ 1 month traumatic events,
G2: NR completers posttraumatic stress
Between-groups p=NS analysis reactions, and
@ 1 month g%— ;1(;‘ treatment)
G1: NR B Meen- roups Completers analysis
G2: NR © group P y

Between-groups p=.42

Knowledge of PTSD Test

Self-recognition of PTSD symptoms —
completers analysis results

Data only collected at follow-up (below)

@ 1 month

G1: NR

G2: NR
Between-groups p=.05

Adjusted OR (G1 vs. G2) (controlling for
PTSD symptoms) (95% CI): 4.27 (1.00
to 18.43)

p=.83

OR (G1vs. G2)
(95% CI): 0.79
(0.23 t0 2.67)

results
@ Baseline
G1: NR
G2: NR
Between-groups p=NS

@ Post-treatment
(immediately afterward)

G1: NR

G2: NR

B (95% CI): 0.56 (0.06 to
1.07)

Between-groups p <.05
(G1> G2)

@ 1 month completers
analysis

G1: NR

G2: NR

B (95% CI): 0.24 (0.06 to
1.07)

Between-groups p=NS
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Evidence Table 4. PTSD incidence and symptom severity scale outcomes (continued)

Author. Year Clinician Administered Scale for Self-Administered Scale for Incidence of Comments/ Other
’ PTSD Symptom Reduction PTSD Symptom Reduction PTSD Outcomes
Zatzick, In press™ CAPS PCL Adjusted main effect  None
CAPS score, mean (95% CI) PCL-C score, mean (95% CI) OR (95% CI) for
No baseline data collected Baseline change in PTSD

@ 1 month

G1: 57.2(52.3t0 62.2)
G2: 59.0 (53.9t0 64.2)
Effect size: 0.08
Between-groups p=NS

No 3-month data collected

@ 6 months

G1: 42.9 (37.0t0 48.8)
G2: 56.7 (50.7 t0 62.7)
Effect size: 0.53
Between-groups p <.01

No 9-month data collected

@ 12 months

G1: 38.6 (32.5t0 44.6)
G2: 47.2 (41.2t0 53.3)
Effect size: 0.32
Between-groups p <.05

Group-by-time interaction effects @ 12
months (G1 improvement compared to
G2): p<.01

No significant interaction of TBI-by-group

G1: 51.2 (48.9to 53.4)
G2: 52.0 (49.5t0 54.5)
Between-groups p=NS

@ 1 month

G1: 50.2 (47.4 t0 52.9)
G2: 51.1 (48.2 to 54.0)
Effect size: 0.07
Between-groups p=NS

@ 3 months

G1: 45.9 (42.9t048.9)
G2: 48.6 (45.5t051.8)
Between-groups p=NS

@ 6 months

G1: 40.6 (37.3t043.9)
G2: 49.9 (46.6t0 53.1)
Effect size: 0.65
Between-groups p <.01

@ 9 months

G1: 40.2 (36.8 to 43.5)
G2: 45.5 (42.2t0 48.7)
Between-groups p <.01

@ 12 months

G1: 37.4(34.0t0 40.7)
G2: 42.5(39.3t045.7)
Effect size: 0.34
Between-groups p <.05

diagnostic criteria
@ 12 months (G1
compared to G2):
1.39(0.77to 2.51)

Group-by-time interaction effects @ 12
months (G1 improvement compared to
G2): p<.001

No significant interaction of TBI-by-group

Abbreviations: CAPS/CAPS-2 = Clinician Administered PTSD Scale/Clinician Administered PTSD Scale-2; Cl = confidence interval, CT = Cognitive therapy; ES = effect size; G
= group; IES = Impact of Event Scale; IES-A = Impact of Event-Avoidance subscale; IES-1 = Impact of Event-Intrusion subscale; IES-R = Impact of Event Scale-Revised; IQR =
interquartile range; ITT = intent to treat analysis; IV = intravenous; mg = milligrams; min = minutes; N = number of participants; NA = not applicable; NNT = number needed to
treat; NR = not reported; NS = not significant; OR = odds ratio; PCL-C = Posttraumatic Stress Disorder Checklist-Civilian Version; PDS = Posttraumatic Stress Diagnostic Scale;
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PE = Prolonged exposure therapy; PSDS-SR = Posttraumatic Stress Diagnostic Scale-Self Report; PSS-1 = PTSD Symptom Scale-Interview; PSS-SR = PTSD Symptom Scale-
Self-Report; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; RR = risk ratio; SD = standard deviation; T =time; TBI = traumatic brain injury; W-DEQ =
Wijma Delivery Expectancy/Experience Questionnaire; WL = Waitlist
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility

Comorbid
Medical
Condition
Prevention/
Author, Year Reduction

Comorbid Psychiatric Condition

Quality of Life

Return to Work/
Active Duty OR  Perceived
Ability to Work  Utility

Beatty, 2010" NA

DASS-21, Depression, Mean (SE)
3 months

G1: 7.76 (0.83)

G2: 7.03(0.89)

pP=NS

6 months

G1: 8.08 (1.08)
G2: 6.41 (1.11)
p=NS

DASS-21, Anxiety, Mean (SE)
3 months

G1: 7.48 (0.76)

G2: 7.21 (0.81)

p=NS

6 months

G1: 7.97 (0.83)

G2: 7.03(0.85)

p=NS

Note: Baseline data only provided
overall, which precluded mean change
calculation

DASS-21, Depression

Overall: 6.49

DASS-21, Anxiety

Overall: 5.62

Body Image, Mean (SE)
3 months

G1: 59.98 (3.07)

G2: 77.32 (3.28)

p=.01

6 months

G1: 62.87 (3.33)
G2: 79.65 (3.40)
p=.01

Quality of Life — Global,

Mean (SE)

3 months

G1: 66.52 (2.42)
G2: 67.75 (2.58)
p=NS

6 months

G1: 69.02 (2.71)
G2: 72.21 (2.77)
p=NS

NA NA
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid

Medical

Condition Disability/ Return to Work/

Prevention/ Functional Active Duty OR  Perceived
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility
Beatty, 2010" Anxiousness preoccupation, Mean (SE)
(continued) 3 months

G1: 15.77 (0.65)
G2: 17.58 (0.70)
pP=NS

6 months

G1: 16.28 (0.65)
G2: 16.01 (0.64)
p=NS

Helplessness/hopelessness, Mean (SE)
3 months

G1: 10.07 (0.50)

G2: 12.0 (0.54)

p=.03

6 months

G1: 10.26 (0.45)
G2: 10.44 (0.46)
p=NS

Cognitive Avoidance, Mean (SE)
3 months

G1: 8.38 (0.37)

G2: 10.04 (0.40)

p=.03

6 months

G1: 9.79 (0.43)
G2: 10.17 (0.44)
pP=NS
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid
Medical
Condition
Prevention/

Disability/ Return to Work/
Functional Active Duty OR  Perceived

Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility
Bryant, NA STAI-State, mean (SD) NA NA NA NA
1999% @ pretreatment

G1: 54.77 (10.28)
G2: 51.69 (12.41)
G3: 50.47 (7.39)
p=NR

@ post-treatment
G1: 34.31 (16.95)
G2: 35.92 (10.12)
G3: 41.47 (12.91)
p=NR

@ 6 month follow-up
G1: 35.00 (12.91)
G2: 36.62 (12.69)
G3: 44.73 (7.34)
p=NR

Group-by-time p <.05
Specific group-by-time differences
G3> G2 at T3, p<.05
G3> Gl at T3, p<.02
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid

Medical

Condition Disability/ Return to Work/

Prevention/ Functional Active Duty OR  Perceived
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility
Bryant, 2008° NA Anxiety, BAI; Depression, BDI-2 (ITT NA NA NA NA

sample)

Mean (SD) :

@ baseline (pretreatment)
G1: 23.1 (12.6); 22.1 (11.0)
G2: 27.5(12.3); 24.2 (8.2)
G3:22.2 (11.2); 23.8 (12.0)

@ 6 weeks (posttreatment)
G1: 13.4 (15.3); 12.1 (11.8)
G2: 23.4 (14.2); 18.9 (13.3)
G3:19.6 (13.7); 21.9 (13.8)

BDI:
G1<G3, p=.003
G2 vs. G3, p=NS

BAI:

G1<G3, p=.004
G1<G2, p=.008
G2 vs G3, p=NS

@ 6 month follow-up

G1: 12.8(16.1); 12.4 (13.1)
G2: 23.3(16.7); 20.4 (13.1)
G3: NA; NA

Intrusion: G1<G2, p=.02
Avoidance: G1<G2, p=.03
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid
Medical
Condition Disability/ Return to Work/
Prevention/ Functional Active Duty OR  Perceived
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility
Bryant, 2003° NA BAI, BDI, mean (SD) NA NA NA NA
@ Pre-treatment
G1: 25.58 (11.43), 20.42 (11.66)
G2: 26.83 (13.90), 24.17 (11.96)
@ Post-treatment (within 1 week)
G1: 13.17 (12.65), 13.75 (12.10)
G2: 21.58 (17.49), 18.75 (12.61)
p=0.05 (BAI), p=.56 (BDI)
@ 6 month follow-up
G1: 13.92 (10.98), 21.83 (18.72)
G2: 15.42 (13.87), 20.33 (14.18)
p=.19 (BAI), p=.69 (BDI)
Bryant, 1998° NA Depression, BDI-2 NA NA NA NA

Mean (SD) :

@ Baseline

G1: 16.58 (10.18)
G2: 17.17 (8.12)

@ Post-treatment (mean of 41.5 days)
G1: 7.25(8.84)
G2: 13.67 (9.80)

@ 6 months
Gl1: 6.08 (6.27)
G2: 13.50 (7.86)

Anxiety, STAI-State
Mean (SD)

@ Baseline

G1: 50.83 (14.57)
G2: 54.08 (10.51)

@ Post-treatment (mean of 41.5 days)
G1: 31.58 (9.66)
G2: 44.67 (12.84)

E-45



Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid
Medical
Condition
Prevention/
Author, Year Reduction

Comorbid Psychiatric Condition Quality of Life

Disability/ Return to Work/
Functional Active Duty OR  Perceived
Impair ment Ability to Work  Utility

Bryant, 1998* NA
(continued)

@ 6 month follow-up NA
G1: 34.75 (7.78)
G2: 43.17 (7.66)

Anxiety, STAI-Trait
Mean (SD)

@ Baseline

G1: 47.08 (17.21)
G2: 49.08 (9.71)

@ Post-treatment (mean of 41.5 days)
G1: 34.67 (10.91)
G2: 42.08 (11.40)

@ 6 month follow-up
G1: 38.00 (9.26)
G2: 47.5 (12.41)

NA NA NA

Bryant, 2005° NA

Depression, BDI-2 NA
@ Baseline, mean (SD):

G1: 18.40 (8.39)

G2: 19.97 (10.01)

G3: 22.04 (11.77)

pP=NS

@ Post-treatment (ITT):
G1: 11.37 (7.34)

G2: 13.24 (11.83)

G3: 14.96 (10.92)
p=NS

Effect sizes, pre- to post-treatment
(ITT):

G1: 1.04 (1.02)

G2: 0.92 (0.62)

G3: 0.58 (0.56)

p=NR

NA NA NA
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid

Medical

Condition Disability/ Return to Work/

Prevention/ Functional Active Duty OR  Perceived
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility
Bryant, 2005° NA @ 6-month follow-up (ITT): NA NA NA NA

(continued)

G1: 13.57 (8.78)
G2: 14.61 (12.31)
G3: 16.29 (11.95)
p=NS

Effect sizes, post-treatment to follow-up
(ITT):

G1: 1.90(0.87)

G2: 0.79 (0.53)

G3: 0.12 (0.10)

p=NR

BAI, mean (SD)
@ Baseline:

G1: 27.27 (11.47)
G2: 24.39 (11.23)
G3: 28.67 (13.45)
p=NS

@ Post-treatment (ITT):
G1: 15.47 (12.87)

G2: 14.91 (13.31)

G3: 20.25 (14.26)
p=NS

Effect sizes, pre- to post-treatment
(ITT):

G1: 2.21(1.07)

G2: 1.12 (0.75)

G3: 0.60 (0.56)

p=NR

@ 6-month follow-up (ITT):
G1: 14.04 (12.67)

G2: 12.21 (11.91)

G3: 21.00 (15.62)

p=NS
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid

Medical

Condition Disability/ Return to Work/
Prevention/ Functional Active Duty OR  Perceived

Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility
Bryant, 2005° Effect sizes, post-treatment to follow-up
(continued) (ITm):
G1: 1.90 (0.87)
G2: 0.79 (0.53)
G3: 0.12 (0.10)
p=NR
Camgfield, NA NA NA NA NA
2001
Gamble, Depression, Edinburgh Postnatal NA NA NA Self-report
2005’ Depression Scale (EPDS) > 12 (N, %)? guestionnaire:

@ 4-6 weeks postpartum (N=102)
G1: 16 (32%)

Usefulness of
intervention in

G2: 18 (34%) reconciling
RR (95% Cl): 0.96 (0.56 to 1.67) birth trauma
p=NS High ratings
8-10 out of
@ 3 months (N=103) (10), N (%)
G1: 4 (8%) G1: 43 (86%)
G2: 17 (32%) G2: NA
RR (95% CI): 0.25 (0.09 to 0.69) Note: No
p=.002 women rated
Depression, Depression Anxiety and :gﬁé\ﬁﬂgm
Stress Scale-21 (DASS-21) > 13 (N, out of 10
%)*
@ 3 months (N=102)
G1: 3 (6%)

G2: 14 (26%)
RR (95% CI): 0.23 (0.07 to 0.76)
p=.005

Anxiety, DASS-21 > 9 (N, %)?
@ 3 months (N=103)

G1: 1 (2%)

G2: 6 (11%)

RR (95% Cl): 0.18 (0.02 to 1.45)
p=NS
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid

Medical

Condition Disability/ Return to Work/

Prevention/ Functional Active Duty OR  Perceived
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility

Melngk, NA Depression subscale, Profile of Mood  NA NA NA NA
2004 States, mean (SD)

@ Time 1 (Baseline)

G1: 6.0(4.3)

G2:5.7(4.1)

p=NR

@ Time 2
G1: 4.5 (4.5)
G2: 3.8 (4.0)
p=NR

@ Time 3
G1: 3.7 (4.4)
G2:3.8(4.2)
p=NR

@ Time 4
G1l: 3.3(4.2)
G2: 3.2 (4.4)
p=NR

@ Time 6 (1 month post-discharge)
Gl1: 2.6 (3.3)

G2: 4.1 (4.3)

p<0.05 at this time point

@ Time 7 (3 months post-discharge)
G1: 3.3 (4.4)

G2: 4.2 (4.6)

p=NR
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid
Medical
Condition Disability/ Return to Work/
Prevention/ Functional Active Duty OR  Perceived
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility
Melngk, NA @ Time 8 (6 months post-discharge) NA NA NA NA
2004 G1: 2.0(3.3)
(continued) G2:39(5.2)
p <.05
@ Time 9 (12 months post-discharge)
G1: 2.5 (4.0)
G2: 3.6 (4.0)

Effect at time 9, p<0.01, p<0.05 with
mulitple imputation analysis

STAI, mean (SD):
@ Time 1 (baseline)
G1: 52.8 (13.0)

G2: 52.8 (12.6)
p=NR

@ Time 2

G1: 45.6 (13.4)
G2: 45.0(11.8)
p=NR

@ Time 3

G1: 42.4 (12.8)
G2: 42.4 (12.9)
p=NR

@ Time 4

G1: 40.6 (12.6)
G2: 41.0 (13.6)
p=NR
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid Return to
Medical Work/ Active
Condition Disability/ Duty OR
Prevention/ Functional Ability to
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impairment  Work Perceived Utility
Melngk, NA @ Time 6 (1 month post-discharge) NA NA NA NA
2004 G1: 35.7 (12.2)
(continued) G2: 39.8 (14.3)

p=NR

@ Time 7 (3 months post-discharge)
G1: 38.4 (13.9)

G2:40.7 (12.3)

p=NR

@ Time 8 (6 months post-discharge)
G1: 36.0 (11.1)

G2: 39.1 (13.8)

p=NR

@ Time 9 (12 months post-discharge)
G1: 35.8 (12.8)

G2: 40.9 (12.5)

p=NR

Within-group effect for G1 at time 9:
0.40, p<.01 (not with multiple
imputation)
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid
Medical
Condition
Prevention/

Author, Year Reduction

Comorbid Psychiatric Condition

Quality of Life

Return to
Work/ Active
Duty OR
Ability to
Work

Perceived Utility

Mulligan,
2012

NA

Psychological distress — GHQ-12
possible mental disorder caseness,
total sample N (%)

Baseline (completers analysis)

G1: 169 (15.4)

G2: 198 (14.9)

p=NS

@ 6 months (completers analysis)
Adjusted OR (95% CI) in G1 vs. G2:
0.84 (0.57t0 1.23)

NOTE: ITT analyses also conducted for
GHQ-12 outcomes with no differences
in any outcomes

Depression caseness (major or other
depression) — PHQ

@ 6 months only

Adjusted OR (95% CI) in G1 vs. G2:
1.12(0.71to 1.77)

AUDIT, total score

@ 6 months only

Mixed-effects model results: coefficient
(95% CJ) of relationship between G1
assignment and AUDIT score =-0.73 (-
1.45 t0-0.001)

Binge drinking caseness

@ 6 months only

Adjusted OR (95% CI) in G1 vs. G2:
0.73 (0.58t0 0.92)

Between-groups p <.01

Sleep, total score — self-
report questionnaire

@ 6 months only
Adjusted incidence rate
ratio (95% CI) in G1 vs.
G2: 0.95(0.90 to 1.01)

NA

Note: All perceived utility
items collected using
self-report questionnaire

N (%) responding
“somewhat” or “very
much” to question about
personal satisfaction with
briefing (completers
analysis)

Baseline

G1: 886 (84.2)

G2: 1072 (85.2)
Between-groups p=.82

@ 6 months

G1: 590 (75.1)

G2: 591 (73.4)
Between-groups p=.83

N (%) responding
“somewhat” or “very
much” to question about
usefulness of briefing
(completers analysis)
Baseline

G1: 791 (75.4)

G2: 950 (75.8)
Between-groups p=.76

@ 6 months

G1: 540 (68.7)

G2: 529 (65.7)
Between-groups p=.35
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid
Medical
Condition

Prevention/

Author, Year Reduction

Comorbid Psychiatric Condition

Quality of Life

Return to

Work/ Active

Duty OR

Ability to

Work Perceived Utility

Mulligan,
2012

(continued)

N (%) responding
“somewhat” or “very
much” to question about
briefing’s relevance for
personnel returning from
deployment (completers
analysis)

Baseline

G1: 876 (83.6)

G2: 1042 (83.1)
Between-groups p=.09

@ 6 months

G1: 584 (74.4)

G2: 584 (72.5)
Between-groups p=.93

Ability of brief to help
deal with coming home
from operations

@ 6 months only

G1: 413 (52.9)

G2: 381 (47.3)
Between-groups p=.04
(Note: no longer
significant after adjusting
for variables that differed
between groups at
baseline and predictors
of follow-up
noncompletion)
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid Return to
Medical Work/ Active
Condition Disability/ Duty OR
Prevention/ Functional Ability to
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impairment  Work Perceived Utility
O'Donnell, NA Depression - BDI, mean (SD) NA NA NA
2012%° Pretreatment:
G1: 30.13 (10.76)
G2: 28.83 (11.18)
@ 6 months (completers analysis):
G1: 12.24 (11.02)
G2: 31.20 (8.60)
Between-groups p <.05
@ 12 months (completers analysis)
G1: 13.95(11.29)
G2: 29.00 (8.37)
Between-groups p <.05
12-month Hedges “g effect size (95%
CI): 1.45(0.69 to 2.21)
Rose, 1999" NA BDI, mean (SD) NA NA NA NA
@ 6 months
G1: 12.1 (13.0)
G2:9.8(9.2)
G3:13.9(13.1)
Between-groups p>.10
Rydinsg, NA EPDS score, median (IQR) NA NA NA Self-report
2004* @ 6 months guestionnaire:
G1: 6.0(3.0t08.0) N (%) of
G2: 6.0(3.51t011.0) women who
p=.1256 received
intervention
reporting that it
completely
met their
expectations:
NR (71%)
Shalev, NA NA NA NA NA NA
2011*
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid

Medical

Condition Disability/ Return to Work/

Prevention/ Functional Active Duty OR  Perceived
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility
Sijbrandij, NA HADS (Anxiety): NA NA NA NA
2006 Anxiety Scores decreased in all 3

groups over time (p<.001), but NS
difference between groups @ 2 weeks
post-treatment:

Gl=G2=G3, p=.96

Symptom reduction (95% CI) between
2 weeks and 6 months (adjusted for
baseline):

G1l: 2.4 (1.4 t03.3)
G2:22(1.2t03.2)
G3:21(1.1t03.0)

Other comorbid psychiatric conditions:
HADS (Depression): Depression
Scores decreased in all 3 groups over
time (p<.001), but NS difference
between groups @ 2 weeks post-
treatment:

Gl=G2=G3, p=.23

Symptom reduction (95% CI) between
2 weeks and 6 months (adjusted for
baseline):

G1: 1.6 (0.6 t0 2.6)
G2:1.5(0.5t02.5)

G3: 1.4 (0.4t02.4)
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid Medical
Condition Prevention/ Comorbid Psychiatric

Disability/Functional

Return to Work/
Active Duty OR  Perceived

Author, Year Reduction Condition Quality of Life Impair ment Ability to Work  Utility
Treggiari, Incidence of any organ Anxiety and Depression NA NA NA NA
2009™ failure today 7, N (%)  subscores of Hospital Anxiety

@ ICU discharge and Depression scale,

G1: 45 (70) respectively

G2: 42 (65) Mean (SD):

Between-groups p=.49 @ discharge
Gl: 6.4 (4.0); 5.3 (3.4)
ICU mortality, N (%) G2: 7.1 (4.6); 6.5 (4.7)
G1: 9 (14) Anxiety: p=.37; Depression:
G2: 9(14) p=.13
Between-groups p>.99 @ 4 weeks after discharge
Hospital mortality, N (%) G1:5.3(4.2), 34 (3.7)
G1: 11 (17) (320: 5.0(4.2), 3.1 (3.7)
G2: 12 (18) 95% ClI: (-1.3 to 2.0), (-1.2to

Between-groups p=.65 1.7), respectively
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid

Medical

Condition Disability/ Return to Work/

Prevention/ Functional Active Duty OR  Perceived
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility
Weis, 2006 No NA SF-36 HRQL No No No

(Note: All HRQL outcomes
collected @ 6 month follow-

up)

General Health Perception,
median (25"-75" percentiles)
G1: 72 (65-75)

G2: 60 (49-63)
Between-groups p<.01

Mental health, median (25th-
75th percentiles)

G1: 80 (66-84)

G2: 64 (51-69)
Between-groups p=.01

Physical function, median
(25th-75th percentiles)
G1: 85 (49-90)

G2: 38 (35-60)
Between-groups p=.01

SF-36 HRQL

Physical role function,
median (25th-75th
percentiles)

G1: 25 (0-75)

G2: 0 (0-50)
Between-groups p=.19

Pain, median (25th-75th
percentiles)

G1: 100 (72-100)

G2: 62 (36-88)
Between-groups p=.01
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid
Medical
Condition
Prevention/

Author, Year Reduction Comorbid Psychiatric Condition

Quality of Life

Disability/ Return to Work/
Functional Active Duty OR  Perceived
Impair ment Ability to Work  Utility

Weis, 2006 NA NA
(continued)

Social function, median
(25th-75th percentiles)
G1: 88 (75-100)

G2: 69 (50-81)
Between-groups p=.06

Vitality, median (25th-75th
percentiles)

G1: 58 (44-76)

G2: 40 (29-46)
Between-groups p<.01

Emotional role function,
median (25th-75th
percentiles)

G1: 67 (17-100)

G2: 0 (0-67)
Between-groups p<.10

NA NA NA

Wong, Under NA
review'®

NA

NA NA

NA NA
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid

Medical

Condition Disability/ Return to Work/

Prevention/ Functional Active Duty OR  Perceived
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility
Zatzick, In NA Depression symptoms — PHQ-9, NA Physical health and NA Note: All
press'® mean (95% C) function — SF-36 perceived utility

Baseline ITT

G1: 13.4 (12.3 to 14.6)
G2: 14.2 (13.0to 15.5)
Between-groups p=NS

@ 1 month ITT
G1:12.5(11.3t013.7)
G2:13.2(11.9t0 14.5)
Effect size: 0.12
Between-groups p=NS

@ 3 months ITT

G1: 11.7 (10.5t0 13.0)
G2:13.0(11.5t014.5)
Between-groups p=NS

@ 6 months ITT

G1: 8.7 (7.4 t010.1)
G2:11.3(9.9t0 12.8)
Effect size: 0.43
Between-groups p >.01

@ 9 months ITT
G1:9.7(8.3t011.2)
G2:11.4 (9.9t0 12.9)
Between-groups p=NS

@ 12 months ITT
G1l:8.4(7.1t09.7)
G2:10.1 (8.6 to 11.7)
Effect size: 0.26
Between-groups p=NS

Group-by-time interaction effects
@ 12 months (G1 improvement
compared to G2): p=.07

Physical Component
Summary Score (PCS),
mean (95% CI)
Baseline ITT

G1: 49.1 (46.5t051.7)
G2: 50.6 (47.8 t0 53.4)
Between-groups p=NS

@ 1 month ITT

Gl: 34.6 (32.0t0 37.3)
G2: 32.4(29.9t0 34.9)
Effect size: 0.32
Between-groups p <.05

@ 3 months ITT

G1: 39.0(36.3t041.7)
G2: 34.8(32.4t037.2)
Between-groups p <.01

@ 6 months ITT
G1: 42.4 (39.6 to 45.3)
G2: 37.8 (35.2t0 40.4)
Effect size: 0.56
Between-groups p <.01

@ 9 months ITT

Gl: 43.2 (40.2t0 46.1)
G2: 39.8 (37.2t0 42.5)
Between-groups p <.05

@ 12 months ITT

G1: 43.7 (41.0 to 46.5)
G2: 41.2 (38.5t043.9)
Effect size: 0.26
Between-groups p=NS

items collected
during
assessment
interviews

Adjusted main
effect of group
on likelihood that
patients reported
being very
satisfied with
general health
care (G1
compared to G2)
OR (95% CI):
2.00(1.01to
3.96)

Adjusted main
effect of group
on likelihood that
patients reported
being very
satisfied with
emotional health
care services
(G1 compared to
G2)

OR (95% CI):
2.93(1.84to
4.67)
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid
Medical
Condition Disability/ Return to Work/
Prevention/ Functional Active Duty OR  Perceived
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility
Zatzick, In No significant interaction of TBI- Group-by-time
press® by-group interaction effects @ 12
(continued) months (G1
AUDIT-C (Consumption Items) improvement compared
score to G2): p <.01
Baseline ITT

G1:3.1(2.51t03.8)
G2:3.9(3.2t04.6)
Between-groups p=NS

@ 1 month ITT
G1:14(10t01.8)
G2:1.9(1.2t02.5)
Effect size: 0.19
Between-groups p=NS

@ 3 months ITT
Gl:19(14t02.4)
G2:2.7(2.0t03.9)
Between-groups p <.05

@ 6 months ITT
G1l:2.0(1.41t0 2.6)
G2: 2.8(2.1t03.5)
Effect size: 0.28
Between-groups p=NS

@ 9 months ITT
G1:24(1.8t03.0)
G2:2.6(191t03.2)
Between-groups p=NS

@ 12 months ITT
G1l:2.0(1.5t02.6)
G2:24(1.8t03.0)
Effect size: 0.13
Between-groups p=NS

No significant interaction
of TBIl-by-group
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Evidence Table 5. Comorbid conditions, quality of life, impairment, ability to return to work, and perceived utility (continued)

Comorbid

Medical

Condition Disability/ Return to Work/

Prevention/ Functional Active Duty OR  Perceived
Author, Year Reduction Comorbid Psychiatric Condition Quality of Life Impair ment Ability to Work  Utility

Group-by-time interaction effects
@ 12 months (G1 improvement
compared to G2): p=.08

No significant interaction of TBI-
by-group
® Gamble, 2005 secondary outcome percentage data not directly provided by the study authors. Data provided here are calculated by authors of this report.

Abbreviations: AUDIT = Alcohol Use Disorders Identification Test; AUDIT-C = AUDIT - Consumption Items; BAI = Beck Anxiety Inventory; BDI-2 = Beck Depression
Inventory-2; Btwn = between; Cl = confidence interval; DASS-21 = Depression and Anxiety Stress Scales-21; EPDS = Edinburgh Postnatal Depression Scale; G = group; GHQ =
12-item General Health Questionnaire; HADS = Hospital Anxiety and Depression Rating Scale; HRQL = health-related quality of life; ICU = intensive care unit; IQR =
interquartile range; ITT = intent to treat analysis; N = number of participants; NA = not applicable; NR = not reported; NS = not significant; OR = odds ratio; PCS = Physical
Component Score; PHQ-9 = Patient Health Questionnaire, 9-item version; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; RR = risk ratio; SD =
standard deviation; SE = standard error; SF-36 = Medical Outcomes Study Health Survey — Short Form 36; TBI = traumatic brain injury
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Evidence Table 6. Harms and adverse events of included trials

Overall Adverse Withdrawals Due to

Other Adverse Effects (i.e., Disturbed Sleep,

Author, Year Events Adverse Events Mortality Suicidality Homicidality Agitation, Sedation, Weight Gain, Others)

Beatty, 2010" No No No No No None

Bryant, 1998 No No No No No None

Bryant, 2003° No No No No No None

Bryant, 2008° Yes Yes No No No Distress
See CAPS-2 score during the active treatment
period (weeks 1-5)

Camgfield, No No No No No None

2001

Gamble, No No No No No None

2005’

Grainger, No No No No No None

1997°

Melnglk, No No No No No None

2004

Mulligan, No No Yes No No G1 experienced 1 death following Battlemind

2012 intervention, although its cause is NR.

O'Donnell, No No No No No None

2012"°

Rose, 19997 No No No No No None

Rothbaum, No study-related No patients withdrew asa No No No None

2012% adverse events  result of their participation

reported
Rydinsq, No No No No No None
2004!
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Evidence Table 6. Harms and adverse events of included trials (continued)

Overall Adverse Withdrawals Due to Other Adverse Effects (i.e., Disturbed Sleep,

Author, Year Events Adverse Events Mortality Suicidality Homicidality Agitation, Sedation, Weight Gain, Others)

Shalev, No No No No No None

2011*

Sijbrandij, Yes No No No No In participants with early hyperarousal,

2006 emotional debriefing led to higher PTSD scores
than the control group at 6 weeks (p=0.005).

Treggiari, No No Yes No No Organ failure; death

2009™

Weis, 2006 No No No No No None

Wong, Under No No No No No Authors report that study provides no evidence

review™ that psychoeducation presents risk of harms in
terms of PTSD symptoms or incidence for
traumatic injury survivors, but no data about
general or specific harms reported.

Zatzick, In No No Yes No No G1 experienced 5 deaths over the 12-month

press™ study period, compared to 6 deaths in G2.

However, the authors did not conduct or report
analyses showing how these mortality rates
compare, and they did not report any harms
related to the intervention.

Abbreviations: CAPS-2 = Clinician Administered PTSD Scale-2; G = group; NR = not reported; PTSD = posttraumatic stress disorder
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Evidence Table 7. External applicability of included trials

Author, Year Study Population Intervention Comparator Outcomes
Beatty, 2010" Yes Yes Yes Yes
Limited to Breast Cancer
' populations

Bryant, 2008* Yes Yes Yes Yes

Bryant, 2003° Yes Yes Yes Yes

Bryant, 1998* Unclear Yes Yes Yes

Demographics of study

sample not reported in great

detail

Bryant, 2005° Yes No Yes Yes

CBT and SC are widely
applicable, but CBT-hypnosis
is probably too specialized for
widespread use.

Campfield, 2001° Yes Yes Yes No
Outcomes only measured at 2
weeks

Gamble, 2005’ Yes Yes Yes Yes

Melnyk, 2004° No Yes Yes Yes

Only mothers
Mulligan, 2012° Yes Yes Yes Yes
Limited to UK troops returning  Originally developed and
from deployment and not used by the US Army
applicable to Royal Air Force
O'Donnell, 2012™ Unclear Unclear Yes Yes
Ethnicity data NR, so
determining how similar the
sample is to the population of
v interest is not clear.
Rose, 1999" Yes Yes Yes Yes
Rothbaum, 2012 Yes Yes Yes Yes
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Evidence Table 7. External applicability of included trials (continued)

Author, Year Study Population Intervention Comparator Outcomes
Ryding, 2004" No Yes Yes Yes
Limited to women who
v received C-section
Shalev, 2011* Yes Yes Yes Yes
Sijbrandij, 2006™ Yes Yes Yes Yes
_ NA NA NA NA
Treggiari, 2009 No Yes Yes No
specific to ICU patients Outcomes at 4 weeks only
measured
Weis, 2006 No Yes Yes Yes
Limited to cardiac surgery
v patients
Wong, Under review Yes Yes Yes No
Outcomes only collected as
much as 1 month post-
intervention, which does not
provide information about
chronic PTSD.
Zatzick, In press® Yes Yes Yes Yes

Abbreviations: C-section = cesarean section; CBT = Cognitive behavioral therapy; CBT+Hypnosis = CBT combined with hypnosis; G = group; ICU = intensive care unit; NA =
not applicable; NR = not reported; PTSD = posttraumatic stress disorder; SC = Supportive counseling; UK = United Kingdom; US = United States
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Appendix F. Risk-of-Bias Tables

Table F1. Risk of bias observational studies

Risk of Bias
Masked Notes Explaining
Author, Year Groups Statistical Analysis Attrition Miscellaneous Outcomes Risk of Bias
Carlier, Groups recruited Attempt to mask outcome Overall attrition  I/E criteriaequally Outcome measures High
1998% from same source assessors? 220%7? applied in both equal, valid and

Risk of recall bias

. population? Yes No groups? reliable?
Prospective Yes Yes Yes because no data
study Differences between groups Differential available until 8
design? Both groups taken into account in attrition 215%? Time of follow-up Method of Handling  months after trauma.
No recruited over statistical analysis? No equal in both Dropouts High risk of selection
same time period? Yes groups? NA bias and confounding
ves Confounding adequately Yes Any participants who from s_ubjects self-
. . selection to treatment
% completed accounted for either through started the trial rOUDS
treatment study design or statistical excluded from groups.
100% analysis? analysis?
Yes No
Eid, 2001  Groups recruited Attempt to mask outcome Overall attrition  I/E criteriaequally Outcome measures High
. from same source assessors? 220%7? applied in both equal, valid and h dv with
Prospective . ation? Unclear NR groups? reliable? Cohort study with a
study No Unclear Yes small sample size. No
design? Differences between groups Differential reported adjustment
Yes Both groups taken into account in attrition 215%? Time of follow-up  Method of Handling  for confounders.
recruited over statistical analysis? NR equal in both Dropouts Further risk of bias
same time period? Unclear groups? NA assessment
ves Confounding adequately Yes Any participants who !mpOSSIble due to.
. . inadequate reporting
% completed accounted for either through started the trial
; o of methods.
treatment study design or statistical excluded from
NR analysis? analysis?
Unclear NR
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Table F1. Risk of bias observational studies (continued)

Risk of Bias
Masked Notes Explaining
Author, Year Groups Statistical Analysis Attrition Miscellaneous QOutcomes Risk of Bias
Foa, 1995“ Groups recruited Attempt to mask outcome Overall attrition  I/E criteriaequally Outcome measures High

from same source

Prospective

assessors?

220%?

applied in both

equal, valid and

Nonrandomized study

population? Yes NR groups? reliable? ) )
study Yes Yes Yes with small sample size
design? Differences between groups Differential (N = 20). Attrition data
Yes Both groups taken into account in attrition 215%? Time of follow-up Method of Handling NR. High risk of
recruited over statistical analysis? NR equal in both Dropouts selection bias and
same time period? Yes groups? Unclear confounding:
Yes Confounding adequately Yes Any participants who participants matched
. ) on some variables but
% completed accounted for either through started the trial L
8 o not all, and timing of
treatment study design or statistical excluded from .
. . outcomes differed by
100% analysis? analysis? group
No No '
Frappell- Groups recruited Attempt to mask outcome Overall attrition  I/E criteriaequally Outcome measures High
Cooke, from same source assessors? 220%7? applied in both equal, valid and .
2010% population? NR Yes groups? reliable? Nonrandomized study
Yes Yes Yes with high overall (24%)
Prospective Differences between groups Differential and differential (43%)
study Both groups taken into account in attrition 215%? Time of follow-up  Method of Handling  attrition. Completers
design? recruited over statistical analysis? Yes equal in both Dropouts analysis only.
Yes same time period? Yes groups? Unclear
Yes . Yes .
Confounding adequately Any participants who
% completed accounted for either through started the trial
treatment study design or statistical excluded from
100% analysis? analysis?
Unclear No
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Table F1. Risk of bias observational studies (continued)

Risk of Bias
Masked Notes Explaining
Author, Year Groups Statistical Analysis Attrition Miscellaneous QOutcomes Risk of Bias
Gelpin, Groups recruited Attempt to mask outcome Overall attrition I/E criteria equally Outcome measures High
1996% from same source assessors? 220%7? applied in both equal, valid and Unclear if onl
. population? Unclear NR groups? reliable? nciearironly -
Prospective Yes Yes Yes completers analysis
study Differences between groups Differential used. Large risk of
design? Both groups taken into account in attrition 215%? Time of follow-up Method of Handling  selection bias because
Yes recruited over statistical analysis? NR equal in both Dropouts administration of
same time period? Yes groups? Unclear benzodiazepines
Yes . Yes - based on clinician’s
Confounding adequately Any participants who . '
. ) evaluation of efficacy,
% completed accounted for either through started the trial . -
8 o side effects, distress
treatment study design or statistical excluded from
Overall: NA analysis? analysis? level, and other
Gl 690./ N ) Uncl ) characteristics like
oy NAO 0 nclear severity of trauma.

Specific drug of choice
(either alprazolam or
clonazepam)
administered in
nonsystematic way.
High risk of bias given
likely effect of these
issues on results
because of small
sample size (n=26).
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Table F1. Risk of bias observational studies (continued)

Risk of Bias
Masked Notes Explaining
Author, Year Groups Statistical Analysis Attrition Miscellaneous QOutcomes Risk of Bias
Graing;er, Groups recruited Attempt to mask outcome Overall attrition  I/E criteriaequally Outcome measures High
1997 from same source assessors? 220%7? applied in both equal, valid and
P ti population? Unclear NR groups? reliable? Only 29% of
FOSPEClVe yeq . . . Yes Mixed participants receiving
study Differences between groups Differential -
. . : o o . . at least 1 session of
design? Both groups taken into account in attrition 215%? Time of follow-up Method of Handling : :
> o ) . EMDR included in
Yes recruited over statistical analysis? NR equal in both Dropouts .
. . analysis because only
same time period? NA groups? NA e
Yes Yes participants
Confounding adequately Any participants who completing both
% completed accounted for either through started the trial baseline and
treatment study design or statistical excluded from posttreatment
NR analysis? analysis? assessments
Unclear Unclear analyzed. Inclusion

criteria unclear (other
than surviving
Hurricane Andrew)
and may have been
established after
treatment given to
survivors. Unclear if
only completers
analysis used: only
waitlist group
completers reported.
Unclear how late some
participants might
have first received
treatment.
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Table F1. Risk of bias observational studies (continued)

Risk of Bias
Masked Notes Explaining
Author, Year Groups Statistical Analysis Attrition Miscellaneous QOutcomes Risk of Bias
Jotzo, 2005*" Groups recruited Attempt to mask outcome Overall attrition  I/E criteriaequally Outcome measures High

from same source

Prospective

assessors?

220%?

applied in both

equal, valid and

study population? Unclear NR groups? reliable? No baseline PTSD
. No . . . Yes Yes data collected.
design? Differences between groups Differential Information about
Yes Both groups taken into account in attrition 215%? Time of follow-up Method of Handling attrition, ITT, blinding

recruited over statistical analysis? NR equal in both Dropouts or confc’)undi'ng Iargelyy

same time period? Yes groups? NR unavailable.

No Confounding adequately Unclear Any participants who

% completed accounted for either through started the trial

treatment study design or statistical excluded from

NR analysis? analysis?

Unclear Unclear
Krauseneck, Groups recruited Attemptto mask outcome Overall attrition  I/E criteriaequally Outcome measures High
2010% from same source assessors? 220%7? applied in both equal, valid and
. population? Unclear No groups? reliable? High risk of bias based

Prospective Yes . . . Yes Yes primarily on
study Differences between groups Differential unmeasured potential
design? Both groups taken into account in attrition 215%? Time of follow-up Method of Handling confounders: 1) Beta-
Yes recruited over statistical analysis? NR equal in both Dropouts y

same time period? Yes groups? NR blockers apparently

Y. ' Yes ’ administered

es Confounding adequately Any participants who postoperatively in

% completed accounted for either through started the trial Germany "according

treatment study design or statistical excluded from to a standard

Overall: 84% analysis? analysis? protocol"; 2) May be

G1: NR Yes No important clinical

G2: NR reasons for not giving

beta-blockers to some
patients (e.g.,
preoperative
characteristics, such
as history of asthma or
COPD or
postoperative course
such as bradycardia,
that could indicate
illness severity after
surgery;
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Table F1. Risk of bias observational studies (continued)

Author, Year Groups

Masked
Statistical Analysis

Attrition

Miscellaneous

Outcomes

Risk of Bias
Notes Explaining
Risk of Bias

Krauseneck,
2010%

(continued)

3) No discussion of
how these potential
confounders related to
risk of PTSD
symptoms.

Peres, 2011%° Groups recruited
from same source

Prospective

opulation?
study 5e§
design?
Yes Both groups

recruited over

same time period?

Yes

% completed
treatment
NR

Attempt to mask outcome
assessors?
Unclear

Differences between groups
taken into account in
statistical analysis?

Unclear

Confounding adequately
accounted for either through
study design or statistical
analysis?

Unclear

Overall attrition
220%7?

NR

Differential
attrition 215%?
NR

I/E criteria equally
applied in both
groups?

No

Time of follow-up
equal in both
groups?

Yes

Outcome measures
equal, valid and
reliable?

Yes

Method of Handling
Dropouts
NA

Any participants who
started the trial
excluded from
analysis?

Unclear

High

Not randomized, and
attrition and number of
subjects included in
analysis NR.
Impossible to
determine similarity of
original groups.
Unclear how statistical
analyses were
conducted.
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Table F1. Risk of bias observational studies (continued)

Risk of Bias
Masked Notes Explaining
Author, Year Groups Statistical Analysis Attrition Miscellaneous QOutcomes Risk of Bias
Peris, 2011* Groups recruited Attempt to mask outcome Overall attrition  I/E criteriaequally Outcome measures High

from same source

Prospective

assessors?

220%?

applied in both

equal, valid and

Nonrandomizated

ion? 2 i 2
study sgg)ulatlo n No Yes grec;ups. :(eeléable ' study with high overall
design? Differences between groups Differential (44%) and differential
No Both groups taken into account in attrition 215%? Time of follow-up Method of Handling (16%) attrition. Study
recruited over statistical analysis? Yes equal in both Dropouts groups evaluated at
same time period? Yes groups? NA two different time
No Confounding adequately Yes Any participants who gertlods. t
% completed accounted for either through started the trial utcome assessmen
. o not blinded.
treatment study design or statistical excluded from
NR analysis? analysis?
No NR

Richards, Groups recruited Attempt to mask outcome Overall attrition  I/E criteriaequally Outcome measures High

2001* from same source assessors? 220%7? applied in both equal, valid and ) "

_ population? No Yes groups? reliable? High overall attrition
Prospective Yes _ _ _ Yes Yes (50%). Unclear
study Differences between groups Differential whether control group
design? Both groups taken into account in attrition 215%? Time of follow-up Method of Handling  was concurrent.

Yes recruited over statistical analysis? No equal in both Dropouts
same time period? No groups? Completers analysis
Unclear Confounding adequately Yes Any participants who
% completed accounted for either through started the trial
treatment study design or statistical excluded from
NR analysis? analysis?
No Unclear
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Table F1. Risk of bias observational studies (continued)

Risk of Bias
Masked Notes Explaining
Author, Year Groups Statistical Analysis Attrition Miscellaneous QOutcomes Risk of Bias
Rothbaum, Groups recruited Attempt to mask outcome Overall attrition  I/E criteriaequally Outcome measures High
2008%* from same source assessors? 220%? applied in both equal, valid and N domized stud
. population? Unclear Yes groups? reliable? onrandomized study
Prospective Yes Yes Yes with small sample size
study Differences between groups Differential (n=10). High overall
design? Both groups taken into account in attrition 215%? Time of follow-up  Method of Handling  attrition (20%).
Yes recruited over statistical analysis? No equal in both Dropouts Completers analysis
same time period? NR groups? Completers analysis only. Possible
No Confounding adequately Yes Any participants who statistically significant
. X between-group
% completed accounted for either through started the trial . :
. o differences at baseline
treatment study design or statistical excluded from
100% analysis? analysis? (eg., age, sex). No
NO ) NR ) attempts to adjust for

potential confounding
from participants’
trauma histories and
whether previous
traumas from
adulthood or
childhood. Participants
not screened for ASD
or PTSD at baseline
when eligibility
assessed.
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Table F1. Risk of bias observational studies (continued)

Risk of Bias
Masked Notes Explaining
Author, Year Groups Statistical Analysis Attrition Miscellaneous QOutcomes Risk of Bias
Vaiva, 2003* Groups recruited Attempt to mask outcome Overall attrition  I/E criteriaequally Outcome measures High

from same source

Prospective

ion?
study sgsulatlon.
design?

Yes Both groups

recruited over

same time period?

Yes

% completed
treatment
Overall: 89%
G1: 81%

G2: 100%

assessors?
Yes

Differences between groups
taken into account in
statistical analysis?

Yes

Confounding adequately
accounted for either through
study design or statistical
analysis?

No

220%7?

NR

Differential
attrition 215%?
NR

applied in both
groups?
Yes

Time of follow-up

equal in both
groups?
Yes

equal, valid and
reliable?
Yes

Method of Handling
Dropouts
NA

Any participants who
started the trial
excluded from
analysis?

NR

Attrition data NR and
unclear how attrition
handled in analysis.
No baseline PTSD
symptom data
collected. Risk of
selection bias due to
participant self-
selection into
treatment groups,
which is not addressed
in analysis.

Vijayakumar, Groups recruited
34

2008 from same source
. population?
Prospective Y
es
study
design? Both groups
Yes recruited over
same time period?
Yes
% completed
treatment
NR

Attempt to mask outcome
assessors?
No

Differences between groups
taken into account in
statistical analysis?

Yes

Confounding adequately
accounted for either through
study design or statistical
analysis?

No

Overall attrition
220%7?

NR

Differential
attrition 215%?
NR

I/E criteria equally

applied in both
groups?
Yes

Time of follow-up

equal in both
groups?
Yes

Outcome measures
equal, valid and
reliable?

No

Method of Handling
Dropouts
Other

Any participants who
started the trial
excluded from
analysis?

Unclear

High

Attrition rates and
method of handling
dropouts NR. PTSD
measure piloted for
this study, but no
validity data provided.
Only one statistically
significant baseline
difference (illiteracy)
taken into account in
statistical analysis.
Outcome assessors
not blinded.

Abbreviations: COPD = chronic obstructive pulmonary disease; EMDR = Eye movement desensitization and reprocessing therapy; G = group; I/E = inclusion/exclusion; N =

number of participants; NR = not reported; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial
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Table F2. Risk of bias RCTs

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
Acierno, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  High
2004% adequate? at baseline?  assessors 220%? No equal, valid and .
Unclear Unclear masked? Yes reliable? NO_ base"?‘e PTSD
_ No _ _ Methc_)d of Yes ratings. High overall
Allocation % completed Differential handling dropouts attrition (29%).
concealment treatment Care providers attrition 215%?  inITT Adequate treatment  Completers analysis
adequate? Overall: 71%  masked? Unclear NA fidelity (therapist only.
Unclear G1: NR No adherence) reported?
G2: NR Patients masked? NR
Unclear
Adler, 2008* Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  High
adequate? at baseline?  assessors 220%"? No equal, valid and L
Unclear Yes masked? Yes reliable? Randomization
' No . . Methqd of Yes method not described,
Allocation % completed Differential handling dropouts so impossible to
concealment treatment Care providers attrition 215%? inITT Adequate treatment  determine how it
adequate? NR masked? No NA fidelity (therapist affects risk of bias.
No No adherence) reported? High overall attrition
. NR (71%). Statistical
Patients masked? approach to control for
No effect of attrition not
sufficient to account
for risk of bias due to
attrition. No allocation
concealment.
Adler, 2009* Randomization Groups similar Outcome Overall attrition ITT used? Outcome measures High
adequate? at baseline?  assessors 220%"? Yes equal, valid and
Unclear No masked? Yes reliable? Study staff masked at
; Yes _ _ Method of Yes followup but not
Allocation % completed Differential handling dropouts baseline. High overall
concealment treatment Care providers attrition 215%?  inITT Adequate treatment  attrition (>50%). ITT
adequate? Overall: 46.1% masked? No Multiple imputation fidelity (therapist not sufficient to
Unclear G1: 46.2% No adherence) reported? account for risk of bias
G2: 48.1% Patients masked? Yes due to attrition.
G3: 44.3% ’
G4: 46.0% No
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
Beatty, 2010" Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures Medium
adequate? at baseline?  assessors 220%"? Yes equal, valid and
Yes Yes masked? No reliable? Outcome assessors
_ No _ _ Methc_)d of Yes not masked, as
Allocation % completed Differential handling dropouts outcomes were self-
concealment treatment Care providers attrition 215%? inITT Adequate treatment  assessed.
adequate? 100% masked? No Other fidelity (therapist
Yes Unclear adherence) reported?
Patients masked? No
No
Brom, 1993* Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  High
adequate? at baseline?  assessors 220%"? Unclear equal, valid and L
Unclear No masked? Yes reliable? Randomization
. Unclear ) , Methgd of Yes process not described,
Allocation % completed Differential handling dropouts so impossible to
concealment treatment Care providers attrition 215%? inITT Adequate treatment  determine how it
adequate? NR masked? No Unclear fidelity (therapist affects risk of bias.
Unclear No adherence) reported? High overall attrition
. No (20%), and unclear
Patients masked? how attrition handled.
No Statistically significant
group differences at
baseline. Unclear if
outcome assessors
masked.
Bryant, 1998 Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures Medium
adequate? at baseline?  assessors 220%"? Unclear equal, valid and
Unclear Yes masked? Unclear reliable? Some treatment_ .
_ Yes _ _ Methc_)d of Yes adherence monitoring
Allocation % completed Differential handling dropouts by the lead author
concealment treatment Care providers attrition 215%? inITT Adequate treatment  (reviewed case notes
adequate? NR masked? Unclear NA fidelity (therapist and participant
Unclear NA adherence) reported? records). Sessions not

Patients masked?
Unclear

No

audiotaped.
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
Bryant, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  High
1999%° adequate? at baseline?  assessors 220%? No equal, valid and _ o
Unclear Yes masked? Yes reliable? High overall attrition
. Yes ) _ Method of Yes (23%). Completers
Allocation % completed Differential handling dropouts analysis only.
concealment treatment Care providers attrition 215%? inITT Adequate treatment
adequate? Overall: 75.5% masked? Unclear NA fidelity (therapist
Unclear G1: NR NA adherence) reported?
G2: NR Patients masked? NR
No
Bryant, 2003° Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures Medium
adequate? at baseline?  assessors 220%"? NA equal, valid and
Yes Yes masked? No reliable? No data reported on
. Yes ) . Methgd of Yes number of sessions
Allocation % completed Differential handling dropouts completed per group.
concealment treatment Care providers attrition 215%? inITT Adequate treatment  All participants
adequate? NR masked? No NA fidelity (therapist retained through 6-
Unclear NA adherence) reported? month follow-up.
Patients masked? Yes
No
Bryant, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  High
2003% adequate? at baseline?  assessors 220%? Yes equal, valid and _ o
Yes Unclear masked? Yes reliable? High overall attrition
. Yes _ _ Meth(_)d of Yes (49%) from end of
Allocation % completed Differential handling dropouts parent studies (see
concealment treatment Care providers attrition 215%? inITT Adequate treatment  Bryant et al., 1998 and
adequate? NR masked? No LOCF fidelity (therapist Bryant et al., 1999).* %
No NA adherence) reported? [TT not sufficient to

Patients masked?
Unclear

Yes

account for high risk of
bias due to attrition.
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
Bryant, 2005°> Randomization Groups similar Outcome Overall attrition ITT used? Outcome measures Medium
Bryant, adequate? at baseline?  assessors 220%7? Yes equal, valid and .
2006" Yes Unclear masked? Yes reliable? Bryant, 2005
_ Yes _ _ Methc_)d of Yes Differential attrition
Allocation % completed Differential handling dropouts 15%, 4%, and 19% for
concealment treatment Care providers attrition 215%7? inITT Adequate treatment  G1-G3, G1-G2, and
adequate? NR masked? Yes LOCF fidelity (therapist G2-G3 differences,
No NA adherence) reported? respectively. High
Patients masked? Yes overall attrition (21%).
Unclear Bryant, 2006 (follow-
up study to Bryant,
2005, above):
High overall attrition
(39%) from end of
parent study. ITT not
sufficient to account
for high risk of bias
due to attrition.
Bryant, 2008° Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures Low
adequate? at baseline?  assessors 220%"? Yes equal, valid and High overall attrition
2 i 2
Yes - Yes $eassked. Y-es | Methc_)d of :(eeléable. (30%), but ITT
Allocation % completed Differential handling dropouts accounted for risk of
concealment treatment Care providers attrition 215%? inITT Adequate treatment  bias due to attrition.
adequate? Overall: 77% masked? No LOCF fidelity (therapist Note on treatment
Unclear G1l: 83% NA adherence) reported? fidelity: quality rating
G2: 77% Patients masked? Yes of 45 randomly
G3: 70% ’ seclected audiotaped

No

sessions (17%) was
5.8 out of a 1-7 scale
(1=unacceptable;
7=very good).
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
Bugg, 2009*" Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures High
adequate? at baseline?  assessors 220%"? Yes equal, valid and . -
Unclear No masked? Yes reliable? High o_verall_attrltlon
_ Unclear _ _ Methc_)d of Yes (51% including
Allocation % completed Differential handling dropouts postrandomization
concealment treatment Care providers attrition 215%? inITT Adequate treatment  exclusions). Relatively
adequate? Overall: NR masked? No LOCF fidelity (therapist large proportion not
Yes G1: 45.8% NA adherence) reported? completing all three
G2: NA Patients masked? NA intervention sessions
’ (31%). Statistically
Unclear significant differences
between groups by
Sex.
Camgﬁeld, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures Medium
2001 adequate? at baseline?  assessors 220%"? NR equal, valid and ) "
Unclear No masked? Unclear reliable? Unsure if attrition
_ Unclear _ _ Methc_)d of Yes occurred or if ITT was
Allocation % completed Differential handling dropouts conducted. Nature of
concealment treatment Care providers attrition 215%? inITT Adequate treatment  the robbery and area
adequate? NR masked? Unclear NA fidelity (therapist of employment
Unclear Unclear adherence) reported? substantially different

Patients masked?

Unclear

NR

across groups, raising
the possibility that
there were other
important differences
across groups.
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
CresE)o, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  High
2010% adequate? at baseline?  assessors 220%"? No equal, valid and L
No No masked? Yes reliable? Randomization
. Unclear ) _ Method of Yes process at high risk for
Allocation % completed Differential handling dropouts bias. High overall
concealment treatment Care providers attrition 215%?  inITT Adequate treatment  attrition (32%).
adequate? Overall: 74.6% masked? No NA fidelity (therapist Statistically significant
Unclear G1: 71.4% NR adherence) reported? baseline differences in
G2: 76% Patients masked? NR education level,
' depression symptom
NR levels, and reason for
seeking treatment
(exposure group’s
presenting reason
more often violence
than communication
skills group).
Deahl, 2000* Randomization Groups similar Outcome Overall attrition ITT used? Outcome measures High
adequate? at baseline?  assessors 220%"? No equal, valid and
No Yes, except for masked? Yes reliable? Not true .
. experience of  Yes . . Method of Yes randomization. High
Allocation extreme Differential handling dropouts overall attrition (48%).
concealment distress Care providers attrition 215%? inITT Adequate treatment  Baseline data
adequate? masked? Unclear NA fidelity (therapist collected from only
NR % completed NR adherence) reported? 64% of the whole

treatment
100%

Patients masked?
No

No

sample before
intervention. Unclear
whether study used
the same truly random
samples for the
postbaseline
outcomes as at
baseline. Data not
available for all
participants at all times
but no reasons for
missing data given.
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
Foa, 2006 Randomization Groups similar Outcome Overall attrition ITT used? Outcome measures High
adequate? at baseline?  assessors 220%"? Yes equal, valid and . 0
No No, but masked? Yes reliable? High overall (27%) and
. controlled for  Yes . _ Method of Yes differential attrition (SC
Allocation Differential handling dropouts Vs. assessment-only:
concealment % completed Care providers attrition 215%? inITT Adequate treatment  16%). ITT not
adequate? treatment masked? Yes LOCF fidelity (therapist sufficient to account
NR 73% No adherence) reported? for risk of bias due to
Patients masked? Yes attrition.
No
Freyth, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  High
2010% adequate? at baseline?  assessors 220%"? No equal, valid and
No Yes masked? Unclear reliable? Inadequate
. Yes ] . Methgd of Yes randomization.
Allocation % completed Differential handling dropouts Attrition reported only
concealment treatment Care providers attrition 215%? inITT Adequate treatment  for 4-year followup
adequate? NR masked? Unclear NA fidelity (therapist time point, and unclear
NR NA adherence) reported? at 3-month followup

Patients masked?
NR

Yes

time point (last data
collection point for all
main outcomes).
Unclear if all
participants retained at
posttreatment.
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
Gamble, Randomization Groups similar Outcome assessors Overall attrition ITT used? Outcome measures Medium
2005’ adequate? at baseline?  masked? 220%7? No equal, valid and
Yes Yes Yes No reliable? Many measures taken
Method of Yes to reduce bias and
Allocation % completed Care providers Differential handling dropouts only single case of
concealment treatment masked? attrition 215%? inITT Adequate treatment  attrition at 4-6 week
adequate? 100% No No NA fidelity (therapist timepoint, but potential
Yes ) adherence) reported? confounding because
Patients masked? Yes no pre-screening for
No previous PTSD or
other psychiatric
disorders.
Considerable sample
size (N=103) and
PTSD instrument
modified to focus on
childbirth as traumatic
event.
Gidron, Randomization Groups similar Outcome assessors Overall attrition ITT used? Outcome measures High
2001 adequate? at baseline?  masked? 220%7? No equal, valid and ,
Unclear Yes Yes Unclear reliable? No baseline PTSD
Method of Yes measure. Method of
Allocation % completed Care providers Differential handling dropouts randomization unclear.
concealment treatment masked? attrition 215%? inITT Adequate treatment  Attrition data not
adequate? NR No Unclear NA fidelity (therapist reported. In addition,
Unclear adherence) reported? no statistical correction

Patients masked?
Yes

NR

for multiple
comparisons. High risk
of bias due to likely
effects of these issues
on results because of
small sample size (n
=17).
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
Hobbs, Randomization Groups similar Outcome assessors Overall attrition ITT used? Outcome measures  High
1996" adequate? at baseline?  masked? 220%? No equal, valid and o .
Unclear Yes NA No reliable? ng_h_ differential
Method of Yes attrition (16%).
Allocation % completed Care providers Differential handling dropouts Completers analysis
concealment treatment masked? attrition 215%? inITT Adequate treatment  only.
adequate? 100% NA Yes NA fidelity (therapist
Unclear Patients masked? adherence) reported?
NR
NR
Holmes, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  High
2007 adequate? at baseline?  assessors 220%? NR equal, valid and .
No Unclear masked? Yes reliable? H,'gh ovgrall (3,6,%) and
. Yes . , Method of Yes differential attrition
Allocation % completed Differential handling dropouts (25%). No ITT
concealment treatment Care providers attrition 215%? inITT Adequate treatment  reported.
adequate? Overall: NA masked? Yes NA fidelity (therapist
Unclear G1: 53% NA adherence) reported?
G2: NA Patients masked? Yes
No
Kenardy, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  High
2008* adequate? at baseline?  assessors 220%"? Yes equal, valid and
No Unclear masked? Yes reliable? Inadequate
. Unclear ) _ Method of Yes randomization. Very
Allocation % completed Differential handling dropouts high overall attrition
concealment treatment Care providers attrition 215%? inITT Adequate treatment  (36%). ITT not
adequate? Overall: 63% masked? No LOCF fidelity (therapist sufficient to account
No G1: NR Unclear adherence) reported? for risk of bias from
G2: NR Patients masked? NR attrition.
Unclear
Melng/k, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures Medium
2004 adequate? at baseline?  assessors 220%"? Yes equal, valid and i
Yes Yes masked? Yes reliable? High overall (58%) and
. Unclear . , Method of Yes differential (16%)
Allocation % completed Differential handling dropouts attrition, but ITT found
concealment treatment Care providers attrition 215%? inITT Adequate treatment  that attrition did not
adequate? NR masked? Yes Multiple imputation fidelity (therapist change the results of
Unclear No adherence) reported? the data pertaining to

Patients masked?
No

NR

PTSD symptom
severity.
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
Mulligan, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  Medium
2012 adequate? at baseline?  assessors 220%"? Yes equal, valid and 0 .
Yes Yes masked? Yes reliable? 34% overall attrition
_ No _ _ Methc_)d of Yes and assessment not
Allocation % completed Differential handling dropouts blinded, although no
concealment treatment Care providers attrition 215%? inITT Adequate treatment  differences between
adequate? NR masked? No Other (unspecified) fidelity (therapist completers and
Unclear No adherence) reported? noncompleters found
Patients masked? No when [TT used.
No
O'Donnell, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures Medium
2012%° adequate? at baseline?  assessors 220%"? Yes equal, valid and ) -
Yes No masked? Yes reliable? High overall attrition
' Yes ' . Method of Yes (26%) and unclear if
Allocation % completed Differential handling dropouts patients blinded to
concealment treatment Care providers attrition 215%? inITT Adequate treatment  treatment assignment.
adequate? G1: 75% masked? No Other (unspecified) fidelity (therapist Multiple factors,
Yes G2: NA(Note: No adherence) reported? including differential
57% received Patients masked? Yes attrition <15%, use of
treatment for ’ adequate
their mental Unclear randomization,
health allocation
problems) concealment, and high
treatment fidelity
reduced risk of bias.
Pitman, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  High
2002%° adequate? at baseline?  assessors 220%? No equal, valid and
NR Yes masked? Yes reliable? Small study sample
_ NR _ _ Method of Yes with high overall (41%)
Allocation % completed Differential handling dropouts and differential (15%)
concealment treatment Care providers attrition 215%? inITT Adequate treatment  atttrion. Completers
adequate? 100% masked? Yes NA fidelity (therapist analysis only.
NR Yes adherence) reported?

Patients masked?
Yes

NA
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
Resnick, Randomization Groups similar Outcome Overall attrition  ITT analyses Outcome measures High
1999 adequate? at baseline?  assessors 220%"? used? equal, valid and
No Yes masked? Unclear NR reliable? Inadequate
_ No _ _ Yes randomization.
Allocation % completed Differential Method of Outcome assessment
concealment treatment Care providers attrition 215%? handling dropouts Adequate treatment  not blinded. Difficult to
adequate? Overall: NA masked? Unclear in ITT analysis fidelity (therapist assess differential
NR G1: 87% NA NA adherence) reported? attrition because the
G2: NA NA number of participants

Patients masked?
NR

in each arm
completing
assesments varied by
assessment and time
point.
Noncomparability of
assessment schedules
for one of the
conditions.

Rose, 1999

Randomization
adequate?
Yes

Allocation
concealment
adequate?
Unclear

Groups similar
at baseline?
No

% completed
treatment
Overall: 87%
G1: NR

G2: NR

G3: NR

Outcome
assessors
masked?
Unclear

Care providers
masked?
No

Patients masked?
No

Overall attrition
220%7?
No

Differential
attrition 215%?
Unclear

ITT analyses
used?
Yes

Method of
handling dropouts
in ITT analysis
BOCF

Outcome measures
equal, valid and
reliable?

Yes

Adequate treatment
fidelity (therapist
adherence) reported?
NR

Medium

ITT used as post-hoc
rather than primary
analysis, using
baseline values for
missing values which
did not change results
overall. Attrition <20%
for 6 month follow-up,
but >20% for 11 month
follow-up). Large
differences in sex and
age after 16 across
groups.
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining Risk

Author, Year Randomization Groups Masked Attrition ITT Outcomes of Bias
Rothbaum, Randomization Groups similar Outcome Overall attrition  ITT analyses Outcome measures  Medium
2012% adequate? at baseline?  assessors 220%"? used? equal, valid and . .
Unclear Yes masked? Yes Yes reliable? Multiple Imputation _used
_ Yes _ _ Yes to account for missing
Allocation % completed Differential Method of values in total sample
concealment treatment Care providers attrition 215%? handling dropouts Adequate treatment  randomized. Note: high
adequate? Overall: NA masked? No in ITT analysis fidelity (therapist risk of bias for 12-week
Unclear G1l: 26% No Multiple imputation adherence) reported? follow-up outcomes
G2: NA Patients masked? Yes because of high overall
’ attrition at that timepoint
No (>30%).
Rydinsq, Randomization Groups similar Outcome Overall attrition  ITT analyses Outcome measures Medium
2004 adequate? at baseline?  assessors 220%"? used? equal, valid and "
Unclear Yes masked? No No reliable? Attrltlo_n _based on number
_ Unclear _ _ Yes of participants who
Allocation % completed Differential Method of completed the
concealment treatment Care providers attrition 215%? handling dropouts Adequate treatment  questionaire (not
adequate? Overall: 90.5%% masked? No in ITT analysis fidelity (therapist completion of group
Unclear G1: 92% Unclear NA adherence) reported? counseling sessions).
G2: 89% Patients masked? No Lack of baseline data
' collected soon or
No immediately post-trauma,
which could obscure
actual differences in
change from baseline to 6
months.
Schelling, Randomization Groups similar Outcome Overall attrition  ITT analyses Outcome measures High
2004 adequate? at baseline?  assessors 220%"? used? equal, valid and
Unclear Yes masked? Yes No reliable? High overall (47%) and
Allocation % completed NR Differential Method of Yes .d'fflerde.m'al (l?%) attrition,
concealment treatment Care providers attrition 215%? handling dropouts Adequate treatment Including post- .
. ; S . randomization exclusions.
adequate? NR masked? Yes in ITT analysis fidelity (therapist Completers analysis only
Unclear No NA adherence) reported? '

Patients masked?
Yes

NA
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining Risk

Author, Year Randomization Groups Masked Attrition ITT Outcomes of Bias

Schelling, Randomization Groups similar Outcome Overall attrition  ITT analyses Outcome measures  High

2001 adequate? at baseline?  assessors 220%"? used? equal, valid and
Unclear Yes masked? Yes No reliable? High overall attrition
Allocation % completed Yes Differential Method of Yes (500./0).' Unclea_r if .

. o X participants blinded in
concealment treatment Care providers attrition 215%? handling dropouts Adequate treatment intital study
adequate? NR masked? No in ITT analysis fidelity (therapist )
Unclear Yes NA adherence) reported?
Patients masked? NA
No

Shalev, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures Medium

2011% adequate? at baseline?  assessors 220%"? No equal, valid and . .
Yes No masked? Yes reliable? Because this trial utilized

. Yes . . Methqd of Yes equipoise-stratified
Allocation % completed Differential handling dropouts samples, both
concealment treatment Care providers attrition 215%? inITT Adequate treatment  nonstratified comparisons
adequate? Attended all masked? Yes NA fidelity (therapist across groups and also
Unclear treatment No adherence) reported? group comparisons within
sessions (G5 Patients masked? Yes strata reported. Data from
data not ’ stratified group not

included here -
see Comments)
Overall: 63.9%%
G1: 55.6%

G2: 60.0%

G3: 79.9%

G4: 43.5%

Partial
completers (=3
sessions and
compliance with
homework or
medication)
Overall:

G1: 17.5%
G2: 25.0%
G3: 17.4%
G4: 39.1%

No

abstracted because group
preference not of interest
to this report and there is
also some redundant
reporting. Non-stratified
completers analysis
accounts for all groups.

Note: G5 (delayed PE first
provided after 5-month
followup) was considered
ineligible because of its
timing and its outcomes
and information are
therefore not reported in
the CER or here.
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining
Author, Year Randomization Groups Masked Attrition ITT Outcomes Risk of Bias
Shalev, Participants in G3 &
2011" G4 arms masked to
(continued) their condition.
Groups overall similar
at baseline although
there were more
female participants in
the CT group than in
the other groups
(p<0.03), and there
were higher PSS-SR
scores in the SSRI
group than in the other
groups (p<0.02).
Sijbrandij, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  Low
2006% adequate? at baseline?  assessors 220%? Yes equal, valid and
Yes . No $eassked? N? | Methqd of :(eeléable?
Allocation % completed Differential handling dropouts
concealment treatment Care providers attrition 215%? inITT Adequate treatment
adequate? Overall: 95% masked? No NR fidelity (therapist
Yes G1: 96% No adherence) reported?
gg ?goo/%/o Eitients masked? Yes
Stein, 2007°* Randomization Groups similar Outcome Overall attrition ITT used? Outcome measures High
adequate? at baseline?  assessors 220%"? No equal, valid and .
Yes Yes masked? Unclear reliable? ITT likely not
; Yes _ _ Method of Mixed conducted. No
Allocation % completed Differential handling dropouts reporting of important
concealment treatment Care providers attrition 215%? inITT Adequate treatment  baseline
adequate? NR masked? Unclear NA fidelity (therapist characteristics by
Unclear Yes adherence) reported? treatment group or

Patients masked?
Yes

No

between-group
comparisons. PCL-C
outcomes not reported
except in line graph.
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining Risk

Author, Year Randomization Groups Masked Attrition ITT Outcomes of Bias
Tecic, 2011> Randomization Groups similar Outcome Overall attrition ITT used? Outcome measures High
adequate? at baseline?  assessors 220%"? No equal, valid and . 0
Yes Yes masked? Yes reliable? H_|gh ove_rall (44%) aqq
_ NR _ _ Methc_)d of Yes differential (22%) attrition.
Allocation % completed Differential handling dropouts Unclear whether ITT
concealment treatment Care providers attrition 215%? inITT Adequate treatment  used.
adequate? NR masked? Yes NA fidelity (therapist
Yes Yes adherence) reported?
Patients masked? NR
Yes
Treggiari, Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures Medium
2009 adequate? at baseline?  assessors 220%"? Yes equal, valid and )
Yes Yes masked? Yes reliable? Not sure how dropouts in
. Yes . . Methqd of Mixed ITT handled, not all that
Allocation % completed Differential handling dropouts were randomized were
concealment treatment Care providers attrition 215%? in ITT analysis Adequate treatment  included in analysis due
adequate? Overall: 75% masked? No Other (unspecified) fidelity (therapist to protocol violation (N=1)
Yes G1: 76% No adherence) reported? and withdrawal of consent
G2: 74% Patients masked? No (N=7).
Yes
Weis, 2006 Randomization Groups similar Outcome Overall attrition ITT used? Outcome measures Medium
adequate? at baseline?  assessors 220%"? No equal, valid and o .
Yes No masked? Yes reliable? Substantial dlﬁerencg in
_ Unclear _ _ Meth(_)d of Yes TISS score and duration
Allocation % completed Differential handling dropouts of ICU stay at baseline
concealment treatment Care providers attrition 215%?  inITT Adequate treatment  between groups.
adequate? Overall: 78%  masked? No NA fidelity (therapist
Unclear G1l: 74% Yes adherence) reported?
G2: 82% NR

Patients masked?

Yes
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Table F2. Risk of bias RCTs (continued)

Risk of Bias
Notes Explaining Risk

Author, Year Randomization Groups Masked Attrition ITT Outcomes of Bias
Wong, Under Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures  Medium
review'® adequate? at baseline?  assessors 220%"? No equal, valid and
Yes Yes masked? No reliable? No ITT used, only
_ Unclear _ _ Method of Yes completers analysis used.
Allocation % completed Differential handling dropouts Note: outcome measure
concealment treatment Care providers attrition 215%? inITT Adequate treatment  was self-report measure
adequate? Overall: 80%® masked? No NA fidelity (therapist PCL, so outcome
Unclear G1: 81% Unclear adherence) reported? assessor not blinded to
G2: 79% Patients masked? NA intervention; fidelity is not
No applicable in this case of
a one time education
video intervention.
Zatzick, In Randomization Groups similar Outcome Overall attrition  ITT used? Outcome measures Low
press®® adequate? at baseline?  assessors 220%"? Yes equal, valid and
Yes Yes masked? No reliable?
. No . . Methgd of Yes
Allocation % completed Differential handling dropouts
concealment treatment Care providers attrition 215%? inITT Adequate treatment
adequate? Overall: 80.7%" masked? No Other (unspecified) fidelity (therapist
Unclear G1: 83.6% No adherence) reported?
G2:77.7% Patients masked? NR
No
Zohar, 2011 Randomization Groups similar Outcome Overall attrition ITT used? Outcome measures High
adequate? at baseline?  assessors 220%? No equal, valid and )
Unclear Yes masked? Yes reliable? High overall (32%) and
_ Yes _ _ Methc_)d of Yes differential (20%) attrition.
Allocation % completed Differential handling dropouts Only p values for
concealment treatment Care providers attrition 215%?  inITT Adequate treatment  between-group CAPS
adequate? NR masked? Yes NA fidelity (therapist score differences
Unclear Unclear adherence) reported? reported. Outcomes

Patients masked?
Yes

No

displayed in bar graphs,
but mean scores and
measures of variance not
reported.

¥ Data calculated by authors of this report

Abbreviations: BAl = Beck Anxiety Inventory; BDI-2 = Beck Depression Inventory-2; BOCF = baseline observation carried forward; CAPS/CAPS-2 = Clinician Administered
PTSD Scale/Clinician Administered PTSD Scale-2; CER = comparative effectiveness review; Cl = confidence interval; CT = Cognitive therapy; G = group; ICU = intensive care
unit; IES-A = Impact of Event-Avoidance subscale; IES-1 = Impact of Event-Intrusion subscale; ITT = intent to treat analysis; LOCF = last observation carried forward; N =
number of participants; NA = not applicable; NR = not reported; NS = not significant; PCL = PTSD Checklist; PCL-C = PTSD Checklist-Civilian Version; PE = prolonged
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exposure therapy; PSS-SR = PTSD Symptom Scale-Self Report; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SSRI = selective serotonin reuptake
inhibitor; TISS = Therapeutic Intervention Scoring System; WL = Waitlist
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Appendix G. Psychological, Pharmacological, and Emerging Interventions:
Strength-of-Evidence Grades

Key Question 1.

Table G1. Cognitive behavioral therapy compared with an inactive comparator (usual care)

Outcome: Number of Studies;  Risk of Consistenc Directness  Precision Magnitude of Effect: Summary Effect Strength of

Number of Subjects; Design Bias y Size (95% CI) Evidence

Incidence of PTSD at 6 months:  Medium®  Unknown, single Direct Imprecise® CBT vs. UC, CAPS, 9% vs. 55%, p<0.05 Insufficient
1;46; RCT study

Incidence of PTSD at 12 Medium®  Unknown, single Direct ImpreciseD CBT vs. UC, CAPS, 21% vs. 58%, p<0.05 Insufficient
months: 1; 46; RCT study

PTSD symptom severity at 6 Medium?®  Unknown, single Direct Imprecise” CBT vs. UC, CAPS total, 31.95vs. 52.45, Insufficient
months: 1; 46; RCT study p<0.05

PTSD symptom severity at 12 Medium?®  Unknown, single Direct Imprecise” CBT vs. UC, CAPS total, 25.26 vs. 52.50, Insufficient
months: 1; 46; RCT study p<0.05; Cohen’s d (95% CI) =1.11 (0.34

to 1.88)

Incidence of major depression Medium®  Unknown, single Direct Imprecise® CBT vs. UC, MINI MDE, 18% vs. 45%, Insufficient
at 6 months: 1; 46; RCT study p=NS

Incidence of major depression Medium®  Unknown, single Direct ImpreciseD CBT vs. UC, MINI MDE, 11% vs. 50%, Insufficient
at 12 months: 1; 46; RCT study p<0.05

Incidence of an anxiety disorder Medium®  Unknown, single Direct ImpreciseD CBT vs. UC, MINI, 18% vs. 30%, p=NS Insufficient
at 6 months: 1; 46; RCT study

Incidence of an anxiety disorder Medium®  Unknown, single Direct ImpreciseD CBT vs. UC, MINI, 11% vs. 7%, p=NS Insufficient
at 12 months: 1; 46; RCT study

Depression symptom severityat  Medium®  Unknown, single Direct Imprecise” CBT vs. UC, BDI, 12.24 vs. 31.20, p<0.05 Insufficient
6 months: 1; 46; RCT study

Depression symptom severityat  Medium®  Unknown, single Direct Imprecise” CBT vs. UC, BDI, 13.95 vs. 29.00, p<0.05, Insufficient
12 months: 1; 46; RCT study Cohen’s d = 1.45 (0.69 to 2.21)

Anxiety symptom severity at 6 Medium®  Unknown, single Direct Imprecise” CBT vs. UC, HADS-A, 6.38vs. 11.87, Insufficient
months: 1; 46; RCT study p<0.05

Anxiety symptom severity at 12 Medium®  Unknown, single Direct Imprecise” CBT vs. UC, HADS-A, 7.84 vs. 11.00, Insufficient
months: 1; 46; RCT study p<0.05, Cohen’s d (95% CI) = 0.76 (0.06

to 1.46)
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active NA NA NA NA NA Insufficient

duty or ability to work: 0; O




Table G1. Cognitive behavioral therapy compared with an inactive comparator (usual care) (continued)

Outcome: Number of Studies;  Risk of . . L Magnitude of Effect: Summary Effect Strength of
Number of Subjects; Design Bias Consistency Directness  Precision Sizg (95% CI) Y Evide%ce
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide):
0;0
Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts,
or behaviors (including
homicide) 0; 0
Perceived utility: 0; 0 NA NA NA NA NA Insufficient

®Downgraded due to lack of blinding
® Small sample size (< 300 observations)

Abbreviations: BDI = Beck Depression Inventory; CAPS = Clinician Administered PTSD Scale; CBT = Cognitive behavioral therapy; Cl = confidence interval; HADS-A =
Hospital Anxiety and Depression Scale-Anxiety subscale; MDE = Major Depressive Episode; MINI = Mini International Neuropsychiatric Interview; NA = not applicable; NS =
not significant; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; UC = Usual care



Table G2. Cognitive therapy compared with an inactive comparator (waitlist)

Outcome: Number of Studies;  Risk of . . . Magnitude of Effect: Summary Effect Size Strength of
Number of Subjects; Design Bias Consistency Directness Precision (95°gA) Cl) Y Evide%ce
Incidence of PTSD at end of Low Unknown, Direct Impreciseb CT vs. WL, CAPS-2, 63% vs. 77%, p=NR Insufficient
treatment: 1; 60; RCT single study
Incidence of PTSD at 5 months:  Medium?®  Unknown, Direct Impreciseb CT vs. WL, CAPS, 20.0% vs. 58.7%, Insufficient
1;112; RCT single study p=0.002
PTSD symptom severity at end Low Unknown, Direct Impreciseb CT vs. WL, CAPS-2 total, 43.0 vs. 55.9, Insufficient
of treatment: 1; 60; RCT single study p=NR; IES-I, 17.7 vs. 22.1, p=NR; [ES-A,
17.1 vs. 22.6, p=NR
PTSD symptom severity at 5 Medium®  Unknown, Direct Impreciseb CT vs. WL, CAPS total, 29.5 vs. 50.6, Insufficient
months: 1; 112; RCT single study p=NR; CAPS re-experiencing, 6.9 vs.
11.8, p=NR; CAPS avoidance, 12.1 vs.
22.3, p=NR; CAPS hyperarousal, 10.5 vs.
16.5, p=NR; PSS-SR total, 11.6 vs. 22.1,
p=NR
Depression symptom severity at  Low Unknown, Direct Imprecise® CTvs. WL, BDI-2, 18.9 vs. 21.9; p=NS Insufficient
end of treatment: 1; 60; RCT single study
Anxiety symptom severity atend Low Unknown, Direct Imprecise® CT vs. WL, BAI, 23.4 vs. 19.6, p=NS Insufficient
of treatment: 1; 60; RCT single study
Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; O
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide):
0;0
Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts,
or behaviors (including
homicide) 0; 0
Perceived utility: 0; 0 NA NA NA NA NA Insufficient

®No ITT; completer analysis of 133 randomized participants

® Small sample size (< 300 observations)

Abbreviations: BAl = Beck Anxiety Inventory; BDI-2 = Beck Depression Inventory-2; CAPS/CAPS-2 = Clinician Administered PTSD Scale/Clinician Administered PTSD Scale-
2; Cl = confidence interval; CT = Cognitive therapy; IES-A = Impact of Event-Avoidance subscale; IES-1 = Impact of Event-Intrusion subscale; ITT = intent to treat analysis; NA
=not applicable; NR = not reported; NS = not significant; PSS-SR = PTSD Symptom Scale-Se If Report; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial;
WL = Waitlist



Table G3. Debriefing compared with inactive control condition

Outcome: Number of Studies;  Risk of . . . Magnitude of Effect: Summary Effect Strength of
Number of Subjects; Design Bias Consistency Directness Precision Size (95% CI) Evidence
Incidence of PTSD at 2 weeks: Low Unknown, Direct Imprecisea Debriefing vs. control, SI-PTSD, data=NR", Insufficient
1; 236; RCT single study p=NR
Incidence of PTSD at 6 weeks: Low Unknown, Direct Imprecisea Debriefing vs. control, SI-PTSD, data=NR", Insufficient
1; 236; RCT single study p=NR
Incidence of PTSD at 6 months:  1Low; 1  Consistent Direct Imprecise®  Debriefing VS. control, SI-PTSD, PSS-SR, Low
2;341; RCT Mediu data=NR", p=NR
m® ¢ Debriefing vs. Assessment only, 23% vs.
26%, p=NS
PTSD symptom severity at 2 Low Unknown, Direct Imprecise®  Debriefing vs. control, SFPTSD, Emotional Insufficient
weeks: 1; 236; RCT single study debriefing (18.1), Educatlonal debriefing
(16.2), Control (15.9), p= NR'
PTSD symptom severity at 6 Low Unknown, Direct Imprecise®  Debriefing vs. control, SFPTSD, Emotional Insufficient
weeks: 1; 236; RCT single study debriefing (14.4), Educatlonal debriefing
(11.9), Control (10.5), p= NR'
PTSD symptom severity at 6 lLow;1  Consistent Direct Imprecise’®  Debriefing vs. control, SFPTSD, Emotional Low
months: 2; 341; RCT Mediu debriefing (10.2), Educatlonal debriefing
m® ¢ (9.3), Control (9.6), p=NR'
Debriefing vs. Assessment only, PSS-SR:
13.8 vs. 13.0, p=NR; IES: 19.7 vs. 23.3,
p=NR
Depression symptom severity at  Low Unknown, Direct Imprecise®  Debriefing vs. control, HADS-D, Emotional  Insufficient
2 weeks: 1; 236; RCT single study debriefing (5.7), Educatlonal debriefing
(4.7), Control (4.5), p= NR'
Depression symptom severity at  Low Unknown, Direct Imprecise®  Debriefing vs. control, HADS-D, Emotional  Insufficient
6 weeks: 1; 236; RCT single study debriefing (4.3), Educatlonal debriefing
(3.3), Control (3.7), p= NR'
Depression symptom severity lLow;1  Consistent Direct Imprecise’  Debriefing vs. control, HADS-D, Emotional ~ Low
at 6 months: 2; 341; RCT Mediu debriefing (3.8), Educatlonal debriefing
m® ¢ (3.2), Control (3.2), p=NR'
Debriefing vs. Assessment only, BDI, 12.1
vs. 13.9, p=NS
Anxiety symptom severity at 2 Low Unknown, Direct Imprecise®  Debriefing vs. control, HADS-A, Emotional  Insufficient
weeks: 1; 236; RCT single study debriefing (7.6), Educatlonal debriefing
(6.6), Control (6.4), p= NR'
Anxiety symptom severity at 6 Low Unknown, Direct Imprecise®  Debriefing vs. control, HADS-A, Emotional  Insufficient
weeks: 1; 236; RCT single study debriefing (5.6), Educatlonal debriefing
(5.1), Control (4.7), p= NR'
Anxiety symptom severity at 6 Low Unknown, Direct Imprecise®  Debriefing vs. control, HADS-A, Emotional  Insufficient
months: 1; 236; RCT single study debriefing (5.0), Educatlonal debriefing

(4.4), Control (4.6), p= NR'




Table G3. Debriefing compared with inactive control condition (continued)

Outcome: Number of Studies;  Risk of . . L Magnitude of Effect: Summary Effect Strength of
Number of Subjects; Design Bias Consistency Directness Precision Sizg (95% ClI) g Evide%ce
Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; 0
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide):
0;0
Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts,
or behaviors (including
homicide) 0; O
Perceived utility at 6 months: 1; Medium®  Unknown, Indirect Imprecisea Debriefing vs. Assessment only, data=NR, Low
105; RCT h single study p=NS

#Small sample size (< 300 observations)

b Text states “no significant differences between the three intervention groups”; however, the data are reported only for the sample as a whole (week 2 =5.4%, week 6 = 4.9%; 6
month = 4.8%) rather than by treatment group

¢ Groups differed on some baseline measures; completer analysis for follow-up assessments

“ Due to very high overall attrition (i.e., greater than 40% at 11-month followup) in one of these studies, we considered all of its outcomes collected at that timepoint as having a
high risk of bias and therefore do not report them

¢ One study stated that incidence was not different between treatment groups; however, no data were reported to support this statement
fMixed-model analysis performed on entire sample indicated no group differences; however, no pairwise post-hoc comparisons were reported
9 Different instruments used to assess symptoms

"Due to very high overall attrition (i.e., greater than 40% at 11-month followup) in this study, we considered all of its outcomes collected at that timepoint as having a high risk of
bias and therefore do not report them

Abbreviations: BDI = Beck Depression Inventory; CAPS = Clinician Administered PTSD Scale; Cl = confidence interval;, HADS-A = Hospital Anxiety and Depression Scale-
Anxiety subscale; HADS-D = Hospital Anxiety and Depression Scale-Depression subscale; IES = Impact of Event Scale; NA = not applicable; NR = not reported; NS = not
significant; PSS-SR = Post-traumatic Symptom Scale - Self-Report; PTSD = posttraumatic stress disorder; RCT = Randomized control trial; SI-PTSD = Structured Interview for
PTSD; UC = Usual care



Table G4. Prolonged exposure compared with inactive control condition

Outcome: Number of Studies;  Risk of . . . Magnitude of Effect: Summary Effect Size  Strength of
Number of Subjects; Design Bias Consistency Directness Precision (95&) Cl) g Evide?]ce
Incidence of PTSD at 4 weeks: Medium Unknown, Direct Impreciseb PE vs. Assessment only, PSS-1, 41% vs. Insufficient
1;137; RCT single study 51%, p=0.60
Incidence of PTSD at end of Medium®  Unknown, Direct Impreciseb PE vs. WL, CAPS-2, 33% vs. 77%, p<0.001 Insufficient
treatment: 1; 60; RCT single study
Incidence of PTSD at5 months:  Medium®  Unknown, Direct Impreciseb PE vs. WL, CAPS, 21.6% vs. 57.1%, Insufficient
1; 128; RCT single study p<0.003°
PTSD symptom severity at end Medium®  Unknown, Direct Impreciseb PE vs. WL, CAPS-2 total, 31.5vs. 55.9, Insufficient
of treatment: 1; 60; RCT single study p<0.001; IES-I, 12.4 vs. 22.1, p<0.002;
IES-A, 11.7 vs. 22.6, p<0.001
PTSD symptom severity at 5 Unknown, Direct Impreciseb PE vs. WL, CAPS total, 28.6 vs. 50.6, Insufficient
months: 1; 135; RCT single study p=NR; CAPS re-experiencing, 7.3 vs.
11.8, p=NR; CAPS avoidance, 11.4 vs.
22.3, p=NR; CAPS hyperarousal, 9.9 vs.
16.5, p=NR; PSS-SR total, 11.0 vs. 22.1,
p=NR
Incidence of depression at 4 Medium Unknown, Direct Imprecise® PE vs. Assessment only, BDI-2 > 13, 49% Insufficient
weeks: 1; 137 single study vs. 68%, p=0.08
Depression symptom severity at  Medium Unknown, Direct Imprecise® PE vs. Assessment only, BDI-2, 15.4 vs. Insufficient
4 weeks: 1; 137 single study 21.4, p<0.05
Depression symptom severityat Medium®  Unknown, Direct Imprecise” PE vs. WL, BDI-2, 12.1 vs. 21.9, p=0.03 Insufficient
end of treatment: 1; 60; RCT single study
Anxiety symptom severity atend Medium®  Unknown, Direct Imprecise” PE vs. WL, BAI, 13.4 vs. 19.6, p=0.03 Insufficient
of treatment: 1; 60; RCT single study
Incidence of comorbid NA NA NA NA NA Insufficient
conditions: 0; 0
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide):
0;0
Incidence of aggressive or NA NA NA NA NA Insufficient

homicidal thoughts, attempts,
or behaviors (including
homicide) 0; 0




Table G4. Prolonged exposure compared with inactive control condition (continued)

Outcome: Number of Studies;  Risk of Magnitude of Effect: Summary Effect Size Strength of

Number of Subjects; Design Bias Consistency Directness Precision (95% CI) Evidence

Perceived utility: 0; 0 NA NA NA NA NA Insufficient

& Attrition was high for the study overall (> 20%) and differed across groups by > 15%

® Small sample size (< 300 observations)

“No ITT; completer analysis of 156 randomized participants; high attrition; differential attrition across groups
¢ Stratified pairwise comparison

Abbreviations: BAl = Beck Anxiety Inventory; BDI-2 = Beck Depression Inventory-2; CAPS/CAPS-2 = Clinician Administered PTSD Scale/Clinician Administered PTSD Scale-
2; Cl = confidence interval; CR = Cognitive restructuring; CT = Cognitive therapy; IES-A = Impact of Event-Avoidance subscale; IES-I = Impact of Event-Intrusion subscale; ITT
= intent to treat analysis; NA = not applicable; NR = not reported; NS = not significant; PE = Prolonged exposure therapy; PSS-1 = PTSD Symptom Scale-Interview; PSS-SR =
PTSD Symptom Scale-Self-Report; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; WL = Waitlist



Table G5. Psychoeducation compared with inactive control condition

Outcome: Number of Studies;  Risk of . . L Magnitude of Effect: Summary Effect Strength of

Number of Subjects; Design Bias Consistency Directness Precision Sizg (95% ClI) g Evide?]ce

Incidence of PTSD at 1 month: Medium®®  Unknown, Direct ImpreciseC Psychoeducation vs. control, PCL, 46% vs.  Insufficient
1;79; RCT single study 51%

Incidence of PTSD at 6 months:  Medium®®  Unknown, Direct Imprecise® Psychoeducation vs. Assessment only, Insufficient
1;103; RCT single study PSS-SR, 11% vs. 26%, p=NR

PTSD symptom severity at 6 Medium®®  Unknown, Direct Imprecise® Psychoeducation vs. Assessment only, Insufficient
months: 1; 103; RCT single study PSS-SR, 10.9 vs. 13.0, p=NR; IES, 16.7

vs. 23.3, p=NR

Depression symptom severity at ~ Medium®®  Unknown, Direct Imprecise® Psychoeducation vs. Assessment only, Insufficient
6 months: 1; 103; RCT single study BDI, 9.8 vs. 13.9, p=NR

Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; 0

Quality of Life: 0; 0 NA NA NA NA NA Insufficient

Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0

Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide):
0;0

Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts,
or behaviors (including
homicide): 0; 0

Perceived utility: 0; O NA NA NA NA NA Insufficient

Groups differed on some baseline measures; completer analysis for follow-up assessments

®Due to very high overall attrition (i.e., greater than 40% at 11-month followup) in this study, we considered all outcomes collected at that timepoint as having a high risk of bias
and therefore do not report them

“Small sample size

Abbreviations: BDI = Beck Depression Inventory; Cl = confidence interval; IES = Impact of Event Scale; NA = not applicable; NR = not reported; NS = Not significant; PCL ==
PTSD Checklist; PSS-SR = Post-traumatic Stress Disorder Symptom Scale-Se If-Report; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial



Table G6. Self Help Booklet compared with an inactive comparator (Information Booklet)

Outcome: Number of Studies;  Risk of . . L Magnitude of Effect: Summary Effect Strength of

Number of Subjects; Design Bias Consistency Directness Precision Sizg (95% ClI) g Evide?]ce

Incidence of PTSD: 0; O NA NA NA NA NA Insufficient

PTSD symptom severity at 3 Medium? Unknown, Direct Imprecise® SHB vs. Information only control, PSDS- Insufficient
month follow-up: 1; 49; RCT single study SR, 5.43 vs. 9.46; PSDS-SR change,

Cohen’s d =-0.59 vs. -0.16, p<0.05

PTSD symptom severity at 6 Medium? Unknown, Direct Imprecise® SHB vs. Information only control, PSDS- Insufficient

month follow-up: 1; 49; RCT single study SR, 6.78 vs. 8.98; PSDS-SR change,
Cohen’s d=-0.47 vs. -0.13, p=NR

Depression symptom severity at ~ Medium® Unknown, Direct Imprecise® SHB vs. Information only control, DASS- Insufficient
3 months: 1;49; RCT single study Depression, 7.8 vs. 7.0, p=NR

Depression symptom severity at ~ Medium® Unknown, Direct Imprecise® SHB vs. Information only control, DASS- Insufficient
6 months: 1; 49; RCT single study Depression, 8.1 vs. 6.4, p=NR

Anxiety symptom severity at 3 Medium? Unknown, Direct Imprecise® SHB vs. Information only control, DASS- Insufficient
months: 1; 49; RCT single study Anxiety, 7.5 vs. 7.2, p=NR

Anxiety symptom severity at 6 Medium? Unknown, Direct Imprecise® SHB vs. Information only control, DASS- Insufficient
months: 1; 49; RCT single study Anxiety, 8.0 vs. 7.0, p=NR

Incidence/severity of comorbid NA NA NA NB NA Insufficient
conditions: 0; 0

Quality of Life at 3 months: 1; Medium? Unknown, Direct Impreciseb SHB vs. Information only control, Global Insufficient
49; RCT single study QOL, 66.6 vs. 67.8, p=NR

Quality of Life at 6 months: 1; Medium? Unknown, Direct Imprecise® SHB vs. Information only control, Global Insufficient
49; RCT single study QOL, 69.0 vs. 72.2, p=NR

Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0

Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide):
0;0

Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts,
or behaviors (including
homicide) 0; O

Perceived utility: 0; 0 NA NA NA NA NA Insufficient

#Unblinded

® Small sample size (< 300 observations)

Abbreviations: Cl = confidence interval; DASS = Depression Anxiety and Stress Scale-21; Info = Information booklet; NA = not applicable; NR = not reported; PSDS-SR =
Posttraumatic Stress Diagnostic Scale-Self Report; PTSD = posttraumatic stress disorder; QOL = Quality of life (European Organisation for Research and Treatment of Cancer
quality of life core questionnaire); RCT = randomized controlled trial; SHB = Self-help booklet



Table G7. Stepped collaborative care intervention compared with usual care

Outcome: Number of Studies;  Risk of . . . Magnitude of Effect: Summary Effect Strength of
Number of Subjects; Design Bias Consistency Directness  Precision Size (95% CI) Evidence
Incidence of PTSD at 12 Low Unknown, single Direct Imprecise® CCvs. UC, CAPS, OR (95% CI) = 1.39 Insufficient
months: 1; 207; RCT study (0.77 t0 2.51), p<0.05
PTSD symptom severity at 1 Low Unknown, single Direct Imprecise® CCvs. UC, PCL-C total, 50.2 vs. 51.1, Insufficient
month; 1; 207; RCT study p=NS
PTSD symptom severity at 3 Low Unknown, single Direct Imprecise® CCvs. UC, PCL-C total, 45.9 vs. 48.6, Insufficient
months; 1; 207; RCT study p=NS
PTSD symptom severity at 6 Low Unknown, single Direct Precise CC vs. UC, CAPS total, 42.9 vs. 56.7, Low
months: 1; 207; RCT study p<0.01
CC vs. UC, PCL-C total, 40.6 vs. 49.9,
p<0.01
PTSD symptom severity at 9 Low Unknown, single Direct Precise CCvs. UC, PCL-C total, 40.2 vs. 45.5, Low
months: 1; 207; RCT study p<0.01;
PTSD symptom severity at 12 Low Unknown, single Direct Precise CC vs. UC, CAPS total, 38.6 vs. 47.2, Low
months: 1; 207; RCT study p<0.05
CC vs. UC, CAPS group-by-time
interaction, greater decrease in PTSD
severity in CC (p<0.01)
CC vs. UC, PCL-C total, 37.4 vs. 42.5,
p<0.05
CC vs. UC, PCL-C group-by-time
interaction, greater decrease in PTSD
severity in CC (p<0.001)
Severity of major depression at Low Unknown, single Direct Imprecise® CCvs. UC, PHQ-9, 8.4 vs. 10.1, p=NS Insufficient
12 months: 1; 207; RCT study
Alcohol use at 12 months: 1; Low Unknown, single Direct Imprecise® CCvs. UC, AUDIT, 2.0 vs. 2.4, p=NS Insufficient
207; RCT study
Functional impairment at 12 Low Unknown, single Direct Imprecise® CCvs. UC, SF-36, 43.7 vs. 41.2, p=NS Insufficient

months: 1; 207; RCT

study

® Not statistically significant

Abbreviations: AUDIT = Alcohol Use Disorders Identification Test; CAPS = Clinician Administered PTSD Scale; CC = collaborative care; NA = not applicable; NS = not
significant; OR = odds ratio; PCL-C = PTSD Checklist-Civilian Version; PHQ-9 = Patient Health Questionnaire-9 item version; PTSD = posttraumatic stress disorder; RCT =
randomized controlled trial; SF-36 = 36-item Medical Outcomes Study Short Form; UC = usual care
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Table G8. Supportive counseling compared with inactive control condition

Outcome: Number of Studies; Risk of . . - Magnitude of Effect: Summary Effect Strength of
Number of Subjects; Design Bias Consistency Directness  Precision Size (95% CI) Evidence
Incidence of PTSD at 4-6 weeks:  Medium?® Unknown, single  Direct Impreciseb SC vs. control, MINI-PTSD, 34% vs. 30%, Insufficient
1;103; RCT study p=NS, RR (95% CI) = 1.15 (0.66 to
2.02)
Incidence of PTSD at 3 months: Medium? Unknown, single  Direct Imprecise” SC vs. control, MINI-PTSD, 6% vs. 17%, Insufficient
1;103; RCT study p=NS, RR (95% CI) = 0.35 (0.10 to
1.23)
PTSD symptom severity at 1 Medium®®  Unknown, single  Direct Imprecise® SC vs. control, PHSI-P, 7.2 vs. 7.3, p=NR Insufficient
month: 1; 174; RCT study
PTSD symptom severity at 3 Medium®®  Unknown, single  Direct Imprecise® SC vs. control, PHSI-P, 6.4 vs. 7.5, p=NR Insufficient
months: 1; 174; RCT study
PTSD symptom severity at 6 Medium? Consistent Direct Imprecise® SC vs. control, PHSI-P, 5.8 vs. 7.2, p=NS; Insufficient
months: 2; 336; RCT Medium? IES, 12.0vs. 15.5, p=NS
PTSD symptom severity at 12 Medium®®  Unknown, single  Direct Imprecise® SC vs. control, PHSI-P, 5.9 vs. 7.9, Insufficient
months: 1; 174; RCT study p<0.05
Depression symptom severity at Medium? Unknown, single  Direct Imprecise” SC vs. control, EPDS > 12, 32% vs. 34%, Insufficient
4-6 weeks: 1; 103; RCT study p=NR
Depression symptom severity at Medium®®  Unknown, single  Direct Imprecise” SC vs. control, POMS depression Insufficient
1 month: 1; 174; RCT study subscale, 2.6 vs. 4.1, p<0.05
Depression symptom severity at Medium? Inconsistent Direct Imprecise™“  SC vs. control, DASS-Depression >13, Low
3months: 2; 277; RCT Medium?® © 6% vs. 26%, RR (95% CI) = 0.23 (0.07
t0 0.76); EPDS > 12, 8% vs. 32%,
p=0.002, RR (95% CI) = 0.25 (0.09 to
0.69); POMS depression subscale, 3.3
vs. 4.2, p=NS
Depression symptom severity at Medium? Inconsistent Direct Imprecise®®  SC vs. control, POMS depression Low
6 months: 2; 277; RCT Medium?® ¢ subscale, 2.0 vs. 3.9, p<0.05; EPDS,
6.0 vs. 6.0, p=NS
Depression symptom severity at Medium®©  Unknown, Direct Imprecise® SC vs. control, POMS depression Insufficient
12 months: 1; 174; RCT singe study subscale: 2.5 vs. 3.6, p=NS
Anxiety symptom severity at 1 Medium®©  Unknown, Direct Imprecise® SC vs. control, STAI, 35.7 vs. 39.8, p=NS Insufficient
month: 1; 174; RCT single study
Anxiety symptom severity at 3 Medium? Consistent Direct Imprecise™®  SC vs. control, DASS-Anxiety > 9, 2% vs. Low
months: 2; 277; RCT Medium 11%, p=NR, RR (95% CI) = 0.18 (0.02 to
ac 1.45); STAI, 38.4 vs. 40.7, p=NS
Anxiety symptom severity at 6 Medium®©  Unknown, Direct Imprecise® SC vs. control, STAI, 36.0 vs. 39.1, p=NS Low
months: 1; 174; RCT single study
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Anxiety symptom severity at 12 Medium®©  Unknown, Direct Imprecise® SC vs. control, STAI, 35.8 vs. 40.9, p<0.01 Insufficient
months: 1; 174; RCT single study

Quality of Life: 0; 0 NA NA NA NA NA Insufficient

Return to work/return to active NA NA NA NA NA Insufficient

duty or ability to work: 0; 0
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Table G8. Supportive counseling compared with inactive control condition (continued)

Outcome: Number of Studies; Risk of : . . Magnitude of Effect: Summary Effect Strength of
Number of Subjects; Design Bias Consistency Directness  Precision Sizg (95% ClI) g Evide?]ce
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): 0;
0
Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts, or
behaviors (including homicide):
0;0
Perceived utility at 3 months: 1; 50  Medium?® Unknown, Direct Imprecise® 86% rated the perceived utility of SC as 8 Insufficient
single study or higher on a 10-point scale
Perceived utility at 6 months: 1; Medium? Unknown, Direct Imprecise” 71% reported SC completely met their Insufficient
58; RCT single study expectation, and 60% reported SC

fulfilled the main purpose

@ Completer analysis only

® Small sample size (< 300 observations)

¢ High (> 20%) attrition overall; high (> 15%) differential attrition between groups

Abbreviations: Cl = confidence interval; DASS = Depression Anxiety and Stress Scale-21; EPDS = Edinburgh Postnatal Depression Scale; 1ES = Impact of Event Scale; MINI-
PTSD = Mini-International Neuropsychiatric Interview-Post-Traumatic Stress Disorder; NA = not applicable; NR = not reported; NS = not significant; PHSI-P = Post-Hospital

Stress Index for Parents; POMS = Profile of Mood States; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; RR = relative risk; SC = Supportive
counseling; STAI = State-Trait Anxiety Inventory
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Table G9. Hydrocortisone compared with placebo

Outcome: Number of Studies, Risk of : . . Magnitude of Effect: Summary Effect Strength of
Number of Subjects; Design Bias Consistency Directness  Precision Sizg (95% ClI) g Evide?]ce
Incidence of PTSD: 1; 28; RCT Medium? Unknown, Direct Impreciseb Hydrocortisone vs. placebo, PTSS-10, Insufficient
single study 7.1% vs. 21.4%, p=NR
PTSD symptom severity at 6 Medium? Unknown, Direct Imprecise® Hydrocortisone vs. placebo, PTSS-10 Insufficient
months®: 1; 28; RCT single study median rank, 15.5 vs. 25.5, p=0.03
Incidence and severity of Medium? Unknown, Direct Imprecise® Hydrocortisone vs. placebo, Unnamed Insufficient
psychological symptoms at 6 single study structured and validated questionnaire,
months: 1; 28; RCT no significant difference between groups
in number and type of traumatic
memories, p<0.33
Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; 0
Quality of Life at 6 months: 1; 28; Medium? Unknown, Direct Imprecise® Hydrocortisone vs. placebo, SF-36 physical Insufficient
RCT single study function, 85 vs. 38, p=0.01; Pain, 25 vs.
0, p=0.01; general health perception, 72
vs. 60, p<0.01,; vitality, 58 vs. 40, p<0.01;
mental health, 80 vs. 64, p=0.01
Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): 0;
0
Incidence of aggressive or NA NA NA NA NA Insufficient

homicidal thoughts, attempts, or
behaviors (including homicide)
0;0

® Groups different at baseline on some measures; high (> 20%) overall attrition
® Small sample size (< 300 observations)

Abbreviations: Cl = confidence interval; NA = not applicable; NR = not reported; PTSD = posttraumatic stress disorder; PTSS-10 = Posttraumatic Stress Symptom 10 Question
Inventory; RCT = randomized controlled trial; SF-36 = Medical Outcomes Study Health Survey — Short Form-36
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Table G10. SSRI (Escitalopram) compared with inactive control condition

Outcome: Number of Studies, Risk of . . . Magnitude of Effect: Summary Effect Strength of
Number of Subjects; Design Bias Consistency Directness  Precision Sizg (95% CI) y Evide?]ce
Incidence of PTSD at5 months: 1;  Medium? Unknown, Direct Impreciseb Escitalopram vs. placebo, CAPS, 55.6% Insufficient
39; RCT single study vs. 61.9%, OR (95% CI) = 0.77 (0.21 to
2.77), p=NS°
Escitalopram vs. WL, CAPS, 61.9% vs.
58.2%, p=NS
Incidence of PTSD 9 months: 1; Medium? Unknown, Direct Imprecise® Escitalopram vs. placebo, CAPS, 42.1% Insufficient
36; RCT single study vs. 47.1%, p=NR
PTSD symptom severity at 5 Medium? Unknown, Direct Imprecise® Escitalopram vs. placebo, CAPS total, Insufficient
months: 1; 39; RCT single study 48.7 vs. 47.1, p=NR
Escitalopram vs. WL, CAPS total, 48.7 vs.
50.6, p=NR
PTSD symptom severity at 9 Medium? Unknown, Direct Imprecise® Escitalopram vs. placebo, CAPS total, Insufficient
months: 1; 36; RCT single study 47.1 vs. 45.7, p=NR
Incidence and severity of NA NA NA NA NA Insufficient
psychological symptoms: O; O
Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; 0
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): 0;
0
Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts, or
behaviors (including homicide):
0;0
Perceived utility: 0; 0 NA NA NA NA NA Insufficient

#High (> 20%) overall attrition; completer analysis only of 46 randomized
® Small sample size (< 300 observations)
¢ Stratified pairwise comparison

Abbreviations: CAPS = Clinician Administered PTSD Scale; Cl = confidence interval; CT = Cognitive therapy; NA = not applicable; NR = not reported; NS = not significant; OR
= odds ratio; PSS-SR = PTSD Symptom Scale-Self Report; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SSRI = Selective serotonin reuptake
inhibitor; WL = waitlist
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Table G11. Battlemind training compared with a standard post-deployment brief

Outcome: Number of Studies; Risk of

Consistency

Directness  Precision

Magnitude of Effect: Summary Effect

Strength of

Number of Subjects; Design Bias Size (95% CI) Evidence
PTSD symptom severity at 4-6 Medium Unknown, single Direct Imprecise Battlemind training not different than Insufficient
months: 1; 2,443; RCT study standard care, PCL-C, coefficient (SE)
=-0.00 (0.02), p=NR
Incidence of major or other Medium Unknown, single Direct Imprecise Battlemind training not different than Insufficient
depression at 4-6 months: 1; study standard care, PHQ-9, Adjusted OR
2,443; RCT (95% Cl) = 1.12 (0.71to 1.77), p=NR
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide):
0;0
Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts,
or behaviors (including
homicide): 0; 0
Perceived utility at end of Medium Unknown, single Direct Imprecise Battlemind training not different than Insufficient
treatment: 1; 1,741; RCT study standard care, 75.4% vs. 75.8%,
p=0.76
Perceived utility at 4-6 months: Medium Unknown, single Direct Imprecise Battlemind training not different than Insufficient
1;1,069; RCT study standard care, 68.7% vs. 65.7%,

p=0.35

Abbreviations: Cl = confidence interval; NA = not applicable; NR = not reported; OR = odds ratio; PCL-C = PTSD Checklist-Civilian Version; PHQ-9 = Patient Health
Questionnaire-9 item version; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SE = standard error
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Table G12. Cognitive behavioral therapy compared with cognitive behavioral therapy + hypnosis

Outcome: Number of Studies; Risk of . : L Magnitude of Effect: Summary Effect Strength of

Number of Subjects; Design Bias Consistency Directness  Precision Sizg (95% CI) y Evide?]ce

Incidence of PTSD at end of Medium? Unknown, Direct Impreciseb CBT vs. CBT+Hypnosis, CAPS-2, 36% Insufficient
treatment: 1; 63; RCT single study vs. 30%, p=NR

Incidence of PTSD at 6 months: 1;  Medium? Unknown, Direct Impreciseb CBT vs. CBT+Hypnosis, CAPS-2, 42% Insufficient
63; RCT single study vs. 40%, p=NR

PTSD symptom severity at end of ~ Medium® Unknown, Direct Imprecise® CBT vs. CBT+Hypnosis, IES-1, 16.58 vs. Insufficient
treatment: 1; 63; RCT single study 11.30, p<0.05; G° = 1.55 vs. 2.23

PTSD symptom severity at 6 Medium? Unknown, Direct Imprecise® CBT vs. CBT+Hypnosis, IES-1, 16.97 vs. Insufficient
months: 1; 63; RCT single study 13.57,p=NR; G = 1.72 vs. 1.69

Depression symptom severity at Medium? Unknown, Direct Imprecise® CBT vs. CBT+Hypnosis, BDI-2, 13.24 vs. Insufficient
end of treatment: 1; 63; RCT single study 11.37, p=NR

Depression symptom severityat 6  Medium?® Unknown, Direct Imprecise® CBT vs. CBT+Hypnosis, BDI-2, 14.61 vs. Insufficient
months: 1; 63; RCT single study 13.57, p=NR

Anxiety symptom severity at end Medium? Unknown, Direct Imprecise® CBT vs. CBT+Hypnosis, BAI, 14.91 vs. Insufficient
of treatment: 1; 63; RCT single study 15.47, p=NR

Anxiety symptom severity at 6 Medium? Unknown, Direct Imprecise® CBT vs. CBT+Hypnosis, BAI, 15.67 vs. Insufficient
months: 1; 63; RCT single study 17.07, p=NR

Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; O

Quality of Life: 0; 0 NA NA NA NA NA Insufficient

Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0

Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): 0;
0

Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts, or
behaviors (including homicide)
0;0

Perceived utility: 0; 0 NA NA NA NA NA Insufficient

#High (> 20%) overall attrition; high (> 15%) differential attrition between groups

® Small sample size

“Hodges G effect size

Abbreviations: BAl = Beck Anxiety Inventory; BDI-2 = Beck Depression Inventory-2; CAPS-2 = Clinician Administered PTSD Scale-2; CBT = Cognitive behavioral therapy;
CBT+Hypnosis = CBT combined with hypnosis; CI = confidence interval; IES-1 = Impact of Event-Intrusion subscale; NA = not applicable; NR = not reported; PTSD =
posttraumatic stress disorder; RCT = randomized controlled trial
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Table G13. Cognitive behavioral therapy compared with supportive counseling

Outcome: Number of Studies; Risk of : : L Magnitude of Effect: Summary Effect Strength of

Number of Subjects; Design Bias Consistency Directness Precision Sizg (95% CI) y Evide?]ce

Incidence of PTSD at end of Medium? Consistent Direct Imprecise” CIDI-PTSD, CAPS, RR (95% CI) = 0.27 Low
treatment: 3; 105; RCT (0.05 to 1.29) favors CBT

Incidence of PTSD at 6 months: 3;  Medium? Consistent Direct ImpreciseC CIDI-PTSD, CAPS, RR (95% CI) = 0.46 Low
105; RCT (0.21 to 1.01) favors CBT

PTSD symptom reduction at end Medium? Consistent Direct Precise’ IES-1, WMD -7.85 (-11.18 to -4.53) favors Moderate
of treatment: 3; 105; RCT CBT

PTSD symptom reduction at 6 Medium? Consistent Direct Precise® IES-1, WMD -8.19 (-11.79 to -4.58) favors Moderate
months: 3; 105; RCT CBT

PTSD symptom reduction at end Medium? Consistent Direct Precise’ IES-A, WMD -14.04 (-19.37 to -8.71) Moderate
of treatment: 3; 105; RCT favors CBT

PTSD symptom reduction at 6 Medium? Consistent Direct Precise® IES-A, WMD -9.94 (-15.06 to -4.83) favors  Moderate
months: 3; 105; RCT CBT

Depression symptom reduction at Medium? Inconsistent Direct Imprecise” BDI-2, SMD -0.15 (-0.53 t0 0.24) Low
end of treatment: 3; 105; RCT

Depression symptom reduction at Medium? Inconsistent Direct Imprecise' BDI-2, SMD -0.21 (-0.70to 0.27) Low
6months: 3; 105; RCT

Anxiety symptom reduction atend  Medium?® Consistent Direct Imprecise’ BAI, STAI, SMD -0.25 (-0.64 to 0.13) Moderate
of treatment: 3; 105; RCT

Anxiety symptom reduction at 6 Medium? Consistent Direct Imprecise® BAI, STAI, SMD -0.28 (-0.67 to 0.11) Moderate
months: 3; 105; RCT

Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; 0

Quality of Life: 0; 0 NA NA NA NA NA Insufficient

Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0

Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): O;
0

Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts, or
behaviors (including homicide)
0;0

Perceived utility: 0; 0 NA NA NA NA NA Insufficient

# Reasons for downgrading include lack of reporting on number of treatment sessions completed (1 study), high (> 20%) overall attrition rate (1 study), unclear randomization
scheme (1 study)

P Although the direction of effects was consistent, the meta-analysis had considerable statistical heterogeneity (1>=71.8%), reflecting the fact that two of the three medium risk of
bias trials found large magnitudes of benefit but one medium risk of bias study found no difference between treatment groups. When we repeated the analysis including an
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additional high risk of bias study that found a small benefit, the heteroge neity was reduced (1=58.78%). Even though the direction of effect was consistent across trials, we rated
the findings as imprecise and thus graded the SOE as low rather than moderate.

¢ Although the direction of effects was consistent, the meta-analysis had considerable statistical heterogeneity (1>=44.9%), reflecting the fact that two of the three medium risk of
bias trials found large magnitudes of benefit but one medium risk of bias study found no difference between treatment groups. When we repeated the analysis including an
additional high risk of bias study that found a small benefit, the heterogeneity was reduced (1>=32.0%). Even though the direction of effect was consistent across trials, we rated the
findings as imprecise and thus graded the SOE as low rather than moderate.

4 The analysis found very low statistical heterogeneity (1°=1.3%) and a subsequent sensitivity analysis (n=136) including one high risk of bias study indicated a slightly larger
benefit of CBT (WMD, -8.39; 95% ClI, -11.45 to -5.34) with no statistical heterogeneity (1>=0.0%), increasing our confidence in the finding of a moderate effect size and finding a
consistent, precise result.

® The analysis found very low statistical heterogeneity (1°=6.8%). A subsequent sensitivity analysis (n=136) including one high risk of bias study indicated a slightly smaller
benefit of CBT (WMD, -7.91; 95% ClI, -10.85 to -4.98) with no statistical heterogeneity (1°=0.0%), reinforcing our confidence in the finding of a moderate effect size and a
consistent, precise result.

fAlthough the direction of the effect was consistent, the analysis found moderate statistical heterogeneity (1°=53.8%). A subsequent sensitivity analysis (n=136) including one high
risk of bias study indicated a slightly larger benefit of CBT (WMD, -14.17; 95% Cl, -17.82 to -10.51) with reduced statistical heterogeneity (1°=31.9%), reinforcing our confidence
in the finding of a large effect size and a consistent, precise result.

9 Although the direction of the effect was consistent , the analysis found moderate statistical heterogeneity (1>=44.0%). A subsequent sensitivity analysis (n=136) including one
high risk of bias study indicated a slightly larger benefit of CBT (WMD, -11.49; 95% ClI, -16.09 to -6.90) albeit with greater statistical heterogeneity (1°=52.7%), which did not
substantively change our confidence in the finding of a large effect size and a consistent, precise result.

" The analysis found no statistical heterogene ity (1=0.0%) and the direction of effect was not consistent across trials ranging from a very low effect size in favor of SC to a
moderate effect size in favor of CBT. A subsequent sensitivity analysis (n=136) including one high risk of bias study indicated lower statistical heterogeneity (1°=0.0%) and a
slightly larger but still insignificant benefit of CBT (SMD, -0.22; 95% Cl, -0.56 to 0.12).

" The analysis found moderate statistical heterogeneity (1=30.0%) and the direction of effect was not consistent across trials. A subsequent sensitivity analysis (n=136) including
one high risk of bias study indicated a slightly larger but still insignificant benefit of CBT (SMD, -0.25; 95% ClI, -0.62 to 0.12) with low statistical heterogeneity (1?=10.1%).

I The analysis found no statistical heteroge neity (1=0.0%) and a subsequent sensitivity analysis (n=136) including one high risk of bias study indicated a slightly larger but still
insignificant benefit of CBT (SMD, -0.39; 95% Cl, -0.74 to -0.04) with very low statistical heterogene ity (1°=2.2%).

K The analysis found no statistical heterogeneity (1=0.0%) and a subsequent sensitivity analysis (n=136) including one high risk of bias study indicated a larger but still
insignificant benefit of CBT (SMD, -0.59; 95% ClI, -1.16 to -0.01) with very low statistical heterogene ity (1°=2.2%).

Abbreviations: BAl = Beck Anxiety Inventory; BDI-2 = Beck Depression Inventory-2; CAPS = Clinician Administered PTSD Scale; CBT = Cognitive behavioral therapy; Cl =
confidence interval; CIDI-PTSD = Composite International Diagnostic Interview PTSD Module; CT = Cognitive therapy; IES-A = Impact of Event-Avoidance subscale; IES-I =
Impact of Event-Intrusion subscale; n = number of participants; NA = not applicable; NS = Not significant; OR = Odds ratio; PTSD = posttraumatic stress disorder; RCT =
randomized controlled trial; RR = risk ratio; SC = Supportive counseling; SMD = standardized mean difference; SOE = strength of evidence; STAI = State-Trait Anxiety
Inventory; WMD = weighted mean difference
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Table G14. Cognitive behavioral therapy + hypnosis compared with supportive counseling

Outcome: Number of Studies; Risk of : : L Magnitude of Effect: Summary Effect Strength of

Number of Subjects; Design Bias Consistency Directness Precision Sizg (95% ClI) g Evide?]ce

Incidence of PTSD at end of Medium®  Unknown, Direct ImpreciseD CBT+Hypnosis vs. SC, CAPS-2, 30% vs. Insufficient
treatment: 1; 54; RCT single study 50%, p=NR

Incidence of PTSD at 6 months: 1;  Medium®  Unknown, Direct ImpreciseD CBT+Hypnosis vs. SC, CAPS-2, 40% vs. Insufficient
54; RCT single study 58%, p=NR

PTSD symptom severity at end of Medium®  Unknown, Direct Imprecise” CBT+Hypnosis vs. SC, IES-1, 11.30 vs. Insufficient
treatment: 1; 54; RCT single study 19.83, p<0.05

PTSD symptom severity at 6 Medium®  Unknown, Direct Imprecise” CBT+Hypnosis vs. SC, IES-1, 13.57 vs. Insufficient
months: 1; 54; RCT single study 20.21, p<0.05

Severity of depressive symptoms Medium®  Unknown, Direct Imprecise” CBT+Hypnosis vs. SC, BDI-2, 11.37 vs. Insufficient
at end of treatment: 1; 54; RCT single study 14.96, p=NR

Severity of depressive symptoms Medium®  Unknown, Direct Imprecise” CBT+Hypnosis vs. SC, BDI-2, 13.57 vs. Insufficient
at 6 months: 1; 54; RCT single study 16.29, p=NR

Severity of anxiety symptoms at Medium®  Unknown, Direct Imprecise” CBT+Hypnosis vs. SC, BAI, 15.47 vs. Insufficient
end of treatment: 1; 54; RCT single study 20.25, p=NR

Severity of anxiety symptoms at6  Medium®  Unknown, Direct Imprecise” CBT+Hypnosis vs. SC, BAI, 17.07 vs. Insufficient
months: 1; 54; RCT single study 21.13, p=NR

Incidence/severity of comorbid NA NA NA NA NA NA
conditions: 0; O

Quality of Life: 0; 0 NA NA NA NA NA Insufficient

Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0

Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): 0;
0

Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts, or
behaviors (including homicide):
0;0

Perceived utility: 0; 0 NA NA NA NA NA Insufficient

#High (> 20%) overall attrition; high (> 15%) differential attrition between groups; no data reported on # of sessions completed per group

® Small sample size (< 300 observations)

Abbreviations: BAl = Beck Anxiety Inventory; BDI-2 = Beck Depression Inventory-2; CAPS-2 = Clinician Administered PTSD Scale-2; CBT = Cognitive behavioral therapy;
CBT+Hypnosis = CBT combined with hypnosis; Cl = confidence interval; IES-1 = Impact of Event Scale - Intrusion subscale; NA = not applicable; NR = not reported; PTSD =

posttraumatic stress disorder; RCT = randomized controlled trial; SC = Supportive counseling
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Table G15. Cognitive therapy compared with prolonged exposure therapy

Outcome: Number of Studies; Risk of . . - Magnitude of Effect: Summary Effect Strength of
Number of Subjects; Design Bias Consistency Directness Precision Size (95% CI) Evidence
Incidence of PTSD at end of Low Unknown, Direct Imprecisea PE vs. CT, CAPS-2, 33% vs. 63%, Insufficient
treatment: 1; 60; RCT single study p=0.002: OR (95% CI) = 2.52 (1.28 to
4.93)
Incidence of PTSD at 5 months: Medium®  Unknown, Direct Imprecise® PE vs. CT, CAPS, 21.6 vs. 20.0: OR Insufficient
1;87; RCT single study (85% CI) = 0.87 (0.29t0 2.62)],
p=0.83°
Incidence of PTSD at 6 months: Low Unknown, Direct Imprecise® PE vs. CT, CAPS-2, 37% vs. 63%, Insufficient
1;60; RCT single study p=0.007; OR (95% CI) =2.10 (1.12 to
3.94); NNT=3.75
Incidence of PTSD at 9 months: Medium®  Unknown, Direct Imprecisea PE vs. CT, CAPS, 21.2% vs. 22.9%, Insufficient
1;87; RCT single study p=NR
PTSD symptom severity at end Low Unknown, Direct Imprecisea PE vs. CT, CAPS-2 total, 31.5 vs. 43.0, Insufficient
of treatment: 1; 60; RCT single study p=NR, Cohen’s d = 0.42 (-0.09 to
0.92); IES-I, 12.4 vs. 17.7, p=NR,
Cohen’s d = 0.44 (-0.07 to 0.95); IES-
A, 11.7vs. 17.1, p=NR, Cohen's d =
0.43 (-0.08 to 0.94)
PTSD symptom severity at 5 Medium®  Unknown, Direct Imprecise® PE vs. CT, CAPS total, 28.59 vs. 29.48, Insufficient
months: 1; 89; RCT single study p=NR; CAPS re-experiencing, 7.32 vs.
6.85, p=NR; CAPS avoidance, 11.36
vs. 12.12, p=NR; CAPS hyperarousal,
9.91 vs. 10.52, p=NR
PTSD symptom severity at 6 Low Unknown, Direct Imprecise® PE vs. CT, CAPS-2 total, 32.1 vs. 49.8, Insufficient
months: 1; 60; RCT single study p=NR, Cohen’s d = 0.60 (0.08 to 1.11);
IES-1, 11.4 vs. 18.6, p=NR, Cohen’s d
=0.63 (0.11 to 1.15); IES-A, 12.8 vs.
19.2, p=0.03, Cohen’s d = 0.44 (-0.02
to 1.01)
PTSD symptom severity at 9 Medium®  Unknown, Direct Imprecise® PE vs. CT, CAPS total: 27.52 vs. 27.89, Insufficient
months: 1; 87; RCT single study p=NR; CAPS re-experiencing: 6.67 vs.
5.57, p=NR; CAPS avoidance: 11.21
vs. 12.97, p=NR; CAPS hyperarousal:
9.63 vs. 9.34, p=NR
Depression symptom severity at  Low Unknown, Direct Imprecise® PE vs. CT, BDI-2, 12.1 vs. 18.9, p=NR, Insufficient
end of treatment: 1; 60; RCT single study Cohen’s d = 0.54 (0.01to0 1.05)
Depression symptom severity at  Low Unknown, Direct Imprecise® PE vs. CT, BDI-2, 12.4 vs. 20.4, p=NR, Insufficient
6 months: 1; 60; RCT single study Cohen’s d =0.60 (0.09t0 1.12)
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Anxiety symptom severity atend  Low Unknown, Direct Imprecise® PE vs. CT, BAI, 13.4 vs. 23.4, p=0.008, Insufficient

of treatment: 1; 60; RCT single study Cohen’s d=0.67 (0.15t0 1.19)
Anxiety symptom severity at 6 Low Unknown, Direct Imprecise® PE vs. CT, BAI, 12.8 vs. 23.3, p=NR, Insufficient
months: 1; 60; RCT single study Cohen’s d=0.63(0.11to0 1.15)
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Table G15. Cognitive therapy compared with prolonged exposure therapy (continued)

Outcome: Number of Studies; Risk of

Consistency

Directness

Precision

Magnitude of Effect: Summary Effect

Strength of

Number of Subjects; Design Bias Size (95% CI) Evidence
Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; 0
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide):
0;0
Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts,
or behaviors (including
homicide) 0; O
Perceived utility: 0; O NA NA NA NA NA Insufficient

#Small sample size (< 300 observations)

b Completer analysis of 103 randomized participants

¢ Stratified pairwise group comparison

Abbreviations: BAI = Beck Anxiety Inventory; BDI-2 = Beck Depression Inventory-2; CAPS = Clinician Administered PTSD Scale; CAPS-2 = Clinician Administered PTSD
Scale-2; CI = confidence interval; CT = Cognitive therapy; IES-A = Impact of Event Scale - Avoidance subscale; IES-1 = Impact of Event Scale - Intrusion subscale; NA = not
applicable; NNT = number needed to treat; NR = not reported; OR = odds ratio; PE = Prolonged exposure therapy; PTSD = posttraumatic stress disorder; RCT = randomized

controlled trial
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Table G16. Debriefing compared with an active control condition (debriefing)

Outcome: Number of Studies; Risk of : : L Magnitude of Effect: Summary Effect Strength of

Number of Subjects; Design Bias Consistency Directness Precision Sizg (95% CI) g Evide?]ce

Incidence of PTSD at 2 weeks: 1; Low Unknown, Direct Imprecisea Data=NR, p=NR° Insufficient
155 single study

Incidence of PTSD at 6 weeks: 1; Low Unknown, Direct Imprecisea Data=NR, p=NR° Insufficient
155 single study

Incidence of PTSD at 6 months: 1; Low Unknown, Direct Imprecisea Data=NR, p=NR° Insufficient
155 single study

PTSD symptom severity at 2 Low Unknown, Direct Imprecise® Emotional debriefing vs. Educational Insufficient
weeks®: 1; 155 single study debriecfing, SIFPTSD, 18.1 vs. 16.2,

p=NR

PTSD symptom severity at 6 Low Unknown, Direct Imprecise® Emotional debriefing vs. Educational Insufficient

weeks®: 1; 155 single study debriecfing, SI-PTSD, 14.4 vs. 11.9,
p=NR

PTSD symptom severity at 6 Low Unknown, Direct Imprecise® Emotional debriefing vs. Educational Insufficient
months: 1; 155 single study debriefing, SI-PTSD, 10.2 vs. 9.3, p:NRC

Depression symptom severity at 2 Low Unknown, Direct Imprecise® Emotional debriefing vs. Educational Insufficient
weeks: 1; 155 single study debriefing, HADS-D, 5.7 vs. 4.7, p=NR°

Depression symptom severityat 6  Low Unknown, Direct Imprecise® Emotional debriefing vs. Educational Insufficient
weeks: 1; 155 single study debriefing, HADS-D, 4.3 vs. 3.3, p=NR°

Depression symptom severity at 6  Low Unknown, Direct Imprecise® Emotional debriefing vs. Educational Insufficient
months: 1; 155 single study debriefing, HADS-D, 3.8 vs. 3.2, p=NR®

Anxiety symptom severity at 2 Low Unknown, Direct Imprecise® Emotional debriefing vs. Educational Insufficient
weeks: 1; 155 single study debriefing, HADS-A, 7.6 vs. 6.6, p=NR®

Anxiety symptom severity at 2 Low Unknown, Direct Imprecise® Emotional debriefing vs. Educational Insufficient
weeks: 1; 155 single study debriefing, HADS-A, 5.6 vs. 5.1, p=NR®

Anxiety symptom severity at 2 Low Unknown, Direct Imprecise® Emotional debriefing vs. Educational Insufficient
weeks: 1; 155 single study debriefing, HADS-A, 5.0 vs. 4.4, p=NR°®

Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; 0

Quality of Life: 0; 0 NA NA NA NA NA Insufficient

Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0

Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): 0; O

Incidence of aggressive or NA NA NA NA NA Insufficient

homicidal thoughts, attempts, or
behaviors (including homicide):
0;0
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Table G16. Debriefing compared with an active control condition (debriefing) (continued)

Outcome: Number of Studies; Risk of . . . Magnitude of Effect: Summary Effect Size Strength of
Number of Subjects; Design Bias Consistency Directness Precision (95% CI) Evidence
Perceived utility: 0; 0 NA NA NA NA NA Insufficient

#Small sample size (< 300 observations)

®Data are reported for the entire sample (week 2 =5.4%, week 6 = 4.9%; 6 month = 4.8%) rather than by treatment group; the text indicates ‘no significant differences’ between
groups

¢ Mixed-model analysis performed on entire sample including a control treatment group indicated no group differences; however, no pairwise post-hoc comparisons were reported

Abbreviations: Cl = confidence interval; HADS-A = Hospital Anxiety and Depression Scale—Anxiety subscale; HADS-D = Hospital Anxiety and Depression Scale—Depression
subscale; NA = not applicable; NR = not reported; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SI-PTSD = Structured Interview for PTSD
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Table G17. Psychoeducation compared with an active control condition (Debriefing combined with psychoeducation)

Outcome: Number of Studies; Risk of : : L Magnitude of Effect: Summary Effect Size Strength of
Number of Subjects; Design Bias Consistency Directness Precision (95&) Cl) g Evide?]ce
Incidence of PTSD at 6 months: 1; Medium®  Unknown, Direct Imprecise® Psychoeducation vs. Debriefing combined Insufficient
106; RCT b single study with psychoeducation, PSS-SR, 11% vs.
23%, p=NS
PTSD symptom severity at 6 Medium®  Unknown, Direct Imprecise® Psychoeducation vs. Debriefing combined Insufficient
months: 1; 106; RCT b single study with psychoeducation, PSS-SR, 10.9 vs.
13.8, p=NS; IES, 16.7 vs. 19.7, p=NS
Depression symptom severity at 6 Medium®  Unknown, Direct Imprecise® Psychoeducation vs. Debriefing combined Insufficient
months: 1; 106; RCT b single study with psychoeducation, BDI, 9.8 vs. 12.1,
p=NS
Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; 0
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active duty  NA NA NA NA NA Insufficient
or ability to work: 0; 0
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): 0; O
Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts, or
behaviors (including homicide):
0;0
Perceived utility: 0; 0 NA NA NA NA NA Insufficient

Primary analysis not ITT; 11-month attrition > 20%

® Due to very high overall attrition (i.e., greater than 40% at 11-month followup) in this study, we considered all outcomes collected at that timepoint as having a high risk of bias

and therefore do not report them

¢ Small sample size (< 300 observations)

Abbreviations: BDI = Beck Depression Inventory; Cl = confidence interval; IES = Impact of Event Scale; ITT = intent to treat analysis; NA = not applicable; NR = not reported;
NS = not significant; PSS-SR = PTSD Symptom Scale-Self-Report; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial
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Table G18. Cognitive therapy compared with SSRI (Escitalopram)

Outcome: Number of Studies; Risk of : . L Magnitude of Effect: Summary Effect Strength of

Number of Subjects; Design Bias Consistency Directness Precision Sizg (95% ClI) g Evide?]ce

Incidence of PTSD at 5 months: 1; Medium®  Unknown, single Direct ImpreciseD CT vs. SSRI, CAPS, 18.2% vs. 61.9%, Insufficient
54; RCT study p=NR°

Incidence of PTSD 9 months: 1; 54; Medium®  Unknown, single Direct ImpreciseD CT vs. SSRI, CAPS, 22.8% vs. 42.1%, Insufficient
RCT study p=NR°

PTSD symptom severity at 5 Medium®  Unknown, single Direct Imprecise” CT vs. SSRI, CAPS total, 29.5 vs. 48.7, Insufficient
months: 1; 54; RCT study p=NR’; PSS-SR, 11.6 vs. 22.5, p=NR°®

PTSD symptom severity at 9 Medium®  Unknown, single Direct Imprecise” CT vs. SSRI, CAPS total, 27.9 vs. 47.2, Insufficient
months: 1; 54; RCT study p=NR® PSS-SR, 9.6 vs. 21.6, p=NR°®

Incidence and severity of NA NA NA NA NA Insufficient
psychological symptoms: 0; O

Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; 0

Quality of Life: 0; 0 NA NA NA NA NA Insufficient

Return to work/return to active duty ~ NA NA NA NA NA Insufficient
or ability to work: 0; 0

Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): 0; 0

Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts, or
behaviors (including homicide):
0;0

Perceived utility: 0; 0 NA NA NA NA NA Insufficient

@Completer analysis of 63 randomized rather than ITT; high (> 20%) overall attrition; high (> 15%) differential attrition between groups

® Small sample size (< 300 observations)

¢ Text indicates means are significantly different but no post-hoc p values are provided

Abbreviations: CAPS = Clinician Administered PTSD Scale; Cl = confidence interval; CT = Cognitive therapy; ITT = intent to treat analysis; NA = not applicable; NR = not
reported; PSS-SR = PTSD Symptom Scale-Self Report; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SSRI = Selective serotonin reuptake inhibitor
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Table G19. Prolonged exposure compared with SSRI (Escitalopram)

Outcome: Number of Studies; Risk of : . . Magnitude of Effect: Summary Effect  Strength of

Number of Subjects; Design Bias Consistency Directness Precision Sizg (95% ClI) g Evide?]ce

Incidence of PTSD at 5 months: 1; Medium” Unknown, Direct Imprecisea PE vs. SSRI, CAPS, 21.4% vs.61.9%, Insufficient
77.RCT single study p=NR°

Incidence of PTSD at 9 months: 1; Medium” Unknown, Direct Imprecisea PE vs. SSRI, CAPS, 21.2% vs. 42.1%, Insufficient
71; RCT single study p=NR°

PTSD symptom severity at 5 Medium” Unknown, Direct Imprecisea PE vs. SSRI, CAPS total, 28.6 vs. 48.7, Insufficient
months: 1; 77; RCT single study p=NRz; PSS-SR, 11.0 vs. 22.5,

p=NR

PTSD symptom severity at 9 Medium” Unknown, Direct Imprecisea PE vs. SSRI, CAPS total, 27.2 vs. 47.2, Insufficient

months: 1; 71; RCT single study p=NRz; PSS-SR, 10.4 vs. 21.6,
p=NR

Incidence and severity of NA NA NA NA NA Insufficient
psychological symptoms: 0; O

Incidence/severity of comorbid NA NA NA NA NA Insufficient
conditions: 0; 0

Quality of Life: 0; 0 NA NA NA NA NA Insufficient

Return to work/return to active duty  NA NA NA NA NA Insufficient
or ability to work: 0; 0

Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): 0; 0

Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts, or
behaviors (including homicide):
0;0

Perceived utility: 0; 0 NA NA NA NA NA Insufficient

dCompleter analysis of 86 randomized rather than ITT; high (> 20%) overall attrition; high (> 15%) differential attrition between groups

® Small sample size (< 300 observations)

¢ Text indicates means are significantly different but no post-hoc p values are provided

Abbreviations: CAPS = Clinician Administered PTSD Scale; Cl = confidence interval; ITT = intent to treat analysis; NA = not applicable; NR = not reported; PE = Prolonged
exposure therapy; PSS-SR = PTSD Symptom Scale-Self Report; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SSRI = Selective serotonin reuptake

inhibitor
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Key Question 2.

Table G20. Immediate critical incident stress debriefing compared with delayed critical incident stress debriefing

Outcome:

mﬂmgg: 8; ghubo}'eecst's; Risk of Bias; Consistency Directness  Precision z\gg&ngﬂde of Effect: Summary Effect Size Et/ri%ne%tcheof
Design
Incidence of PTSD: 0; 0 NA NA NA NA NA Insufficient
PTSD symptom severity®: Medium” NA° Direct Not PDS, 8.8 symptoms fewer in immediate CISD Insufficient
1;72; RCT reportedd than delayed CISD group (95% CI, NR)
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to NA NA NA NA NA Insufficient
active duty or ability to
work: 0; 0
Incidence of self-injurious NA NA NA NA NA Insufficient

or suicidal thoughts,
attempts, or behaviors
(including suicide): 0; 0

Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts,
attempts, or behaviors
(including homicide): 0; 0

Perceived utility: 0; 0 NA NA NA NA NA Insufficient

#Mean change from baseline to 2 weeks on the PDS.
® Unmasked RCT

¢ Downgraded as a single study

¢ Downgraded for unclear precision

Abbreviations: Cl = confidence interval; CISD = Critical Incident Stress Debriefing; NA = not applicable; NR = not reported; PDS = Posttraumatic Stress Diagnostic Scale; PTSD
= posttraumatic stress disorder; RCT = randomized controlled trial

G-29



Table G21. Strength of evidence comparing light versus deep sedation

Outcome: ; : ; Strength
Number of Studies; Risk of Bias Consistency Directness Precision l(\él);g)g/onlct:?)de of Effect: Summary Effect Size of
Number of Subjects; Design Evidence
Incidence of PTSD: 0,0 NA NA NA NA NA Insufficient
PTSD symptom severity: 1; Medium? NA® Direct Not reported®  Similar effects (10% vs. 9% with PTSD Insufficient
135; RCT symptoms)
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active ~ NA NA NA NA NA Insufficient
duty or ability to work: 0; 0
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts,
or behaviors (including
suicide): 0; 0
Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts,
attempts, or behaviors
(including homicide) 0; O
Perceived utility: 0; 0 NA NA NA NA NA Insufficient

# Unmasked RCT

® Downgraded as a single study

¢ Downgraded for unclear precision

Abbreviations: Cl = confidence interval; NA = not applicable; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial
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Key Question 3.

Table G22. Strength of evidence for subgroup effects of gender

Outcome: Risk of Bias;

Magnitude of Effect: Summary Effect

Strength of

mﬂmgg: 8; gtjuboj!leecst's; Design Design/ Quality Consistency Directness Precision Size (95% Cl) Evidence
Incidence of PTSD: 0; O NA NA NA NA NA Insufficient
PTSD symptom severity: 2; 268; Medium? Consistent” Direct Not Not reported” Low®
RCT reported”
Depression symptom severity: 1; Medium? Unknown' Direct Not Not reported” Insufficient®
157; RCT reported”
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active duty ~ NA NA NA NA NA Insufficient
or ability to work: 0; 0
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): 0; 0
Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts, or
behaviors (including homicide):
0;0
Perceived utility: 0; 0 NA NA NA NA NA Insufficient

dUnmasked RCT
b Upgraded for consistency
¢ Downgraded for unclear precision

¢ Downgraded for unclear magnitude of effect

¢ Low SOE because magnitude and precision of effect not reported by either of the two studies.

"Downgraded as a single study

9 Insufficient because findings reported by only one medium risk of bias trial and magnitude, direction and precision not reported.

Abbreviations: Cl = confidence interval; NA = not applicable; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SOE = strength of evidence
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Table G23. Strength of evidence for subgroup effects of previous depression

Outcome:

L Risk of Bias; . . . Magnitude of Effect: Strength of
Number of Studies; Desian/ lit Consistency Directness Precision S Effect Si 95% CI Evid
Number of Subjects: Design esign/ Quality ummary Effect Size (95% CI) vidence
Incidence of PTSD: 0; 0 NA NA NA NA NA Insufficient
PTSD symptom severity: 1; 157; Medium? Unknown” Direct Not Not reported* Insufficient®
RCT reported®
Depression symptom severity: 1; Medium? Unknown” Direct Not Not reported* Insufficient®
157; RCT reported®
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active NA NA NA NA NA Insufficient
duty or ability to work: 0; 0
Incidence of self-injurious or NA NA NA NA NA Insufficient
suicidal thoughts, attempts, or
behaviors (including suicide): 0;
0
Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts, or
behaviors (including homicide):
0;0
Perceived utility: 0; 0 NA NA NA NA NA Insufficient

#Unmasked RCT
® Downgraded as a single study
¢ Downgraded for unclear precision

¢ Downgraded for unclear magnitude of effect.

¢ Insufficient because findings reported by only one medium risk of bias trial and magnitude, direction and precision not reported.

Abbreviations: Cl = confidence interval; NA = not applicable; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial
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Table G24. Strength of evidence for subgroup effects of history of child abuse

Outcome: : e . . Strength

Number of Studies; S'Sk. Of/Blasi.t Consistency Directness Precision I\S/Iagnltudech)]f Eftféc.:t' 95% CI of ’

Number of Subjects; Design esign/ Quality ummary Effect Size (95% Cl) Evidence

Incidence of PTSD: 0; 0 NA NA NA NA NA Insufficient

PTSD symptom severity: 1; 157; RCT Medium? Unknown” Direct Not Not reported” Insufficient®
reported”

Depression symptom severity: 1; 157; RCT ~ Medium?® Unknown” Direct Not Not reported” Insufficient®
reported”

Quality of Life: 0; 0 NA NA NA NA NA Insufficient

Return to work/return to active duty or NA NA NA NA NA Insufficient

ability to work: 0; 0
Incidence of self-injurious or suicidal NA NA NA NA NA Insufficient

thoughts, attempts, or behaviors
(including suicide): 0; 0

Incidence of aggressive or homicidal NA NA NA NA NA Insufficient
thoughts, attempts, or behaviors
(including homicide): 0; O

Perceived utility: 0; 0 NA NA NA NA NA Insufficient

#Unmasked RCT

® Downgraded as a single study

¢ Downgraded for unclear precision

¢ Downgraded for unclear magnitude of effect.

¢ Insufficient because findings reported by only one medium risk of bias trial and magnitude, direction and precision not reported.

Abbreviations: Cl = confidence interval; NA = not applicable; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial

G-33



Table G25. Strength of evidence for subgroup effects of severity of baseline distress

Outcome:

Number of Studies; RISk. of BIaS;. Consistency Directness  Precision Magmtude of szfect: Summary Str.ength of

Number of Subjects: Design Design/ Quality Effect Size (95% ClI) Evidence

Incidence of PTSD: 0; 0 NA NA NA NA NA Insufficient

PTSD symptom severity: 2; 285; Medium? Inconsistent” Direct Not Not reported” Insufficient®
RCT reported”

Depression symptom severity: 2; Medium? NA NA NA NA Insufficient
285; RCT

Quality of Life: 2; 285; RCT Medium? NA NA NA NA Insufficient

Return to work/return to active duty  NA NA NA NA NA Insufficient
or ability to work: 0; 0

Incidence of self-injurious or NA NA NA NA NA Insufficient

suicidal thoughts, attempts, or
behaviors (including suicide): 0; 0

Incidence of aggressive or NA NA NA NA NA Insufficient
homicidal thoughts, attempts, or
behaviors (including homicide):
0;0

Perceived utility: 0; 0 NA NA NA NA NA Insufficient

#Unmasked RCT

b Downgraded for lack of consistency

¢ Downgraded for unclear precision

¢ Downgraded for unclear magnitude of effect.

¢ Insufficient SOE because inconsistent findings were reported.

fInsufficient SOE because although two studies assessed this outcome, severity of baseline distress was defined differently for all outcomes other than PTSD.

Abbreviations: Cl = confidence interval; NA = not applicable; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SOE = strength of evidence
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Table G26. Strength of evidence for subgroup effects of severity of exposure to trauma

Outcome: : e . . Strength
Number of Studies, S'Sk. Of/Blasi.t Consistency Directness Precision I\S/Iagnltudech)]f Eftféc.:t' 95% CI of ’
Number of Subjects esign/ Quality ummary Effect Size (95% Cl)  g\igence
Incidence of PTSD: 0; 0 NA NA NA NA NA Insufficient
PTSD symptom severity: 1; 2,443 Medium? Unknown” Direct Not Not reported Insufficient”
reported”
Depression symptom severity:0; 0 NA NA NA NA NA Insufficient
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active duty or NA NA NA NA NA Insufficient
ability to work: 0; 0
Incidence of self-injurious or suicidal NA NA NA NA NA Insufficient
thoughts, attempts, or behaviors
(including suicide): 0; 0
Incidence of aggressive or homicidal NA NA NA NA NA Insufficient
thoughts, attempts, or behaviors
(including homicide): 0; 0
Perceived utility: 0; 0 NA NA NA NA NA Insufficient

#Unmasked RCT
b Downgraded as a single study

¢ Downgraded for unclear precision

¢ |nsufficient SOE because findings reported by only one medium risk of bias trial and magnitude and precision not reported.

Abbreviations: Cl = confidence interval; NA = not applicable; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SOE = strength of evidence
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Table G27. Strength of evidence for subgroup effects of type of trauma

Outcome:

Number of Studies, RiSk. of Bias;. Consistency Directness Precision Magnitude of Effe(?t: Str'ength of
Number of Subjects Design/ Quality Summary Effect Size (95% Cl) Evidence
Incidence of PTSD: 1; 137 Medium® Unknown® Direct Not Not reported Insufficient®
reported3
PTSD symptom severity: 1; 137 Medium® Unknown® Direct Not Not reported Insufficient®
reported3
Depression symptom severity: 0;0 NA NA NA NA NA Insufficient
Quality of Life: 0; 0 NA NA NA NA NA Insufficient
Return to work/return to active duty or NA NA NA NA NA Insufficient
ability to work: 0; 0
Incidence of self-injurious or suicidal NA NA NA NA NA Insufficient
thoughts, attempts, or behaviors
(including suicide): 0; 0
Incidence of aggressive or homicidal NA NA NA NA NA Insufficient
thoughts, attempts, or behaviors
(including homicide): 0; 0
Perceived utility: 0; 0 NA NA NA NA NA Insufficient

#Unmasked RCT
b Downgraded as a single study

¢ Downgraded for unclear precision

¢ Insufficient SOE because: 1) findings reported by only one medium risk of bias trial; 2) no overall test of interaction (group-by-type of trauma-by-time) was done.

Abbreviations: Cl = confidence interval; NA = not applicable; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial; SOE = strength of evidence
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Key Question 4.

Table G28. Strength of evidence comparing emotional debriefing vs. educational debriefing vs. placebo

Outcome:

Number of Studies: Magnitude of Effect: Summary

Risk of Bias; Design/ . . .
Consistency Directness Precision Effect Size (95% Cl)

Strength of

Number of Subjects; Design Quality Evidence
Overall rate of harms: 1; 236; Low® NA® Direct Not In a subgroup with hyperarousal at Insufficient
RCT reported baseline, those receiving

emotional debriefing has

significantly higher PTSD scores

than those in the control group at

6 week follow-up (p=0.005)°
Overall dropout rate because NA NA NA NA NA Insufficient

of adverse events: 0; 0

#Single-blind RCT (outcome assessor masked)

b Downgraded as single study.

“This subgroup analysis involved a significant test for interaction, but no significant differences were found at 2 weeks or 6 months, and the former result might be a chance

finding. Downgraded as post-hoc analysis of subgroup with mixed results across time points.

Abbreviations: Cl = confidence interval; NA = not applicable; PTSD = posttraumatic stress disorder; RCT = randomized controlled trial

G-37



Table G29. Strength of evidence comparing light versus deep sedation

Outcome:
Number of Risk of Bias: Magnitude of Effect:
Studies; Desian/ i't Consistency Directness Precision Summary Effect Size st th of Evid
Number of esign/ Quality (95% Cl) rength of Evidence
Subjects; Design
Overall rate of Medium? NA® Direct Not reported No difference in mortality or Insufficient®
harms: 1; 137, incidence of adverse
RCT events
Overall dropout rate  NA NA NA NA NA Insufficient
because of
adverse events:
0; 0

® Open label RCT (outcome assessor masked), overall attrition > 20%, unclear how dropouts were handled in intention-to-treat analysis
® Downgraded as single study.
¢ Insufficient SOE because no data reported.

Abbreviations: Cl = confidence interval; NA = not applicable; RCT = randomized controlled trial; SOE = strength of evidence
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Appendix H. Sensitivity Analyses

KEY QUESTION 1

Cognitive Behavioral Therapy (CBT)

Sensitivity Analyses: Including the high risk of bias study Bryant, 1999

Figure H1. Mean change from baseline to end of treatment in PTSD incidence rates for CBT

compared with supportive counseling

Treatment Control

Study N N
Bryant, 2003 12 12
Bryant, 1998 12 12
Bryant, 2005 33 24
Bryant, 1999 15 16

Overall (I-squared =58.7%, p = 0.064)

RR (95% Cl)

0.14 (0.02, 0.99)
0.10 (0.02, 0.66)
0.73 (0.40, 1.33)
0.36 (0.12, 1.07)

0.33 (0.12, 0.86)

Favors CBT
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Figure H2. Mean change from baseline to 6-month followup in PTSD incidence rates for CBT
compared with supportive counseling

Treatment Control

Study N N RR (95% Cl)

Bryant, 2003 12 12 —o—— 0.29 (0.07, 1.10)

Bryant, 1998 12 12 _._ 0.25 (0.07, 0.94)

Bryant, 2005 33 24 ~—+—— 0.73 (0.43, 1.23)

Bryant, 1999 13 15 —~— 0.35 (0.12, 0.99)

Overall (I-squared = 32.0%, p = 0.220) <> 0.45 (0.25, 0.82)
T : T

1 4
Favors CBT Favors Supportive Counseling

Figure H3. Mean change from baseline to end of treatment in IES Avoidance Subscale symptom
scores for CBT compared with supportive counseling

Treatment Control

Study N N WMD (95% Cl)

Bryant, 2003 12 12 —_— -17.00 (-22.76, -11.24)

Bryant, 1998 12 12 %—%— -16.66 (-24.24, -9.08)

Bryant, 2005 33 24 —— -9.14 (-14.81, -3.47)

Bryant, 1999 15 16 — -14.75 (-20.24, -9.26)

Overall (l-squared =31.9%, p =0.221) <> -14.17 (-17.82, -10.51)
T T : T T T T

-24 0 ] 2
Favors CBT Favors Supportive Counseling
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Figure H4. Mean change from baseline to 6-month follow-up

scores for CBT compared with supportive counseling

Treatment Control
Study N N
Bryant, 2003 12 12 ——;—
Bryant, 1998 12 12 j
Bryant, 2005 33 24 §—+—
Bryant, 1999 13 15 —+—§

Overall (I-squared = 52.7%, p = 0.096)

WMD (95% Cl)

-12.67 (-19.08, -6.26)
-12.91 (-20.80, -5.02)
-5.40 (-11.20, 0.40)

-15.32 (-20.85, -9.79)

-11.49 (-16.09, -6.90)

-24
Favors CBT

T T T

24

Favors Supportive Counseling

Figure H5. Mean change from baseline to end of treatment in IES Intrusion Subscale symptom
scores for CBT compared with supportive counseling

Treatment Control
Study N N
Bryant, 2003 12 12
Bryant, 1998 12 12 _+_
Bryant, 2005 33 24 ____
Bryant, 1999 15 16 i

Overall (I-squared = 0.0%, p = 0.430)

<>

1
|
|
|
|
|
|
1
!

WMD (95% Cl)

-12.16 (-19.27, -5.05)
-7.59 (-12.94, -2.24)
-5.79 (-10.98, -0.60)
-11.64 (-19.67, -3.61)

-8.39 (-11.45, -5.34)

-20
Favors CBT
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in IES Avoidance Subscale symptom



Figure H6. Mean change from baseline to 6-month follow-up in IES Intrusion Subscale symptom

scores for CBT compared with supportive counseling

Treatment Control

Study N

Bryant, 2003 12
Bryant, 1998 12
Bryant, 2005 33

Bryant, 1999 13

Overall (I-squared = 0.0%, p = 0.532)

N

12

12

24

15

WMD (95% Cl)

-12.25 (-19.27, -5.23)
-8.43 (-14.83, -2.03)
-5.78 (-10.88, -0.68)
-7.35(-12.88, -1.82)

-7.91 (-10.85, -4.98)

Favors CBT

H-4

T T T

Favors Supportive Counseling
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Figure H7. Mean change from baseline to end of treatment in anxiety symptom scores for CBT
compared with supportive counseling

Treatment Control

Study N N SMD (95% Cl)

Bryant, 2003 12 12 ; -0.50 (-1.32, 0.31)
Bryant, 1998 12 12 : -0.41 (-1.22, 0.40)
Bryant, 2005 33 24 —_—— -0.08 (-0.61, 0.44)
Bryant, 1999 15 16 -0.88 (-1.62, -0.14)

Overall (I-squared = 2.2%, p = 0.381) <> -0.39 (-0.74, -0.04)

T T T T
-2 0 2
Favors CBT Favors Supportive Counseling

Figure H8. Mean change from baseline to 6-month follow-up in anxiety symptom scores for CBT
compared with supportive counseling

Treatment Control

Study N N SMD (95% Cl)

Bryant, 2003 12 12 -0.47 (-1.28, 0.35)

Bryant, 1998 12 12

-0.56 (-1.37, 0.26)

Bryant, 2005 33 24 -0.09 (-0.62, 0.44)

Bryant, 1999 13 15 & -1.45 (-2.29, -0.61)

-l—+—
Overall (I-squared = 58.7%, p = 0.064) <> -0.59 (-1.16, -0.01)
o

T T

0
Favors CBT Favors Supportive Counseling
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Figure H9. Mean change from baseline to end of treatment in depression symptom scores for CBT
compared with supportive counseling

Treatment Control

Study N N SMD (95% ClI)
Bryant, 2003 12 12 —— -0.10 (-0.90, 0.70)
Bryant, 1998 12 12 -0.62 (-1.45, 0.20)
Bryant, 2005 33 24 —_—— 0.03 (-0.49, 0.56)
Bryant, 1999 15 16 -0.47 (-1.19, 0.24)
Overall (l-squared = 0.0%, p = 0.498) <>> -0.22 (-0.56, 0.12)
T T : T T
- 0 2
Favors CBT Favors Supportive Counseling

Figure H10. Mean change from baseline to 6-month follow-up in depression symptom scores for
CBT compared with supportive counseling

Treatment Control

Study N N SMD (95% Cl)

Bryant, 2003 12 12 ; -0.09 (-0.89, 0.71)
Bryant, 1998 12 12 % -0.81 (-1.64, 0.03)
Bryant, 2005 33 24 — 0.03 (-0.49, 0.56)
Bryant, 1999 13 15 -0.48 (-1.23, 0.28)

Overall (l-squared = 10.1%, p = 0.343) <>> -0.25 (-0.62, 0.12)

T T T T

0 2
Favors CBT Favors Supportive Counseling
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Appendix |I. Abbreviations and Acronyms

5-HT 5-hydroxytryptamine

AHRQ Agency for Healthcare Research and Quality

AMPA alpha-amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid

ASD Acute stress disorder

ASDI Acute Stress Disorder Interview

BAI Beck Anxiety Inventory

BDI Beck Depression Inventory

BDI-2 Beck Depression Inventory-2

BOCF baseline observation carried forward

BPM beats per minute

CABG coronary artery bypass grafting

CAM Complementary and alternative medicine

CAPS Clinician Administered PTSD Scale

CAPS-2 Clinician Administered PTSD Scale-2

CBT Cognitive behavioral therapy

CBT+Hypnosis  CBT combined with hypnosis

CcC Collaborative care

CER comparative effectiveness review

Cl Confidence interval

CIDI-PTSD Composite International Diagnostic Interview PTSD module

CINAHL Cumulative Index to Nursing and Allied Health Literature

CISD Critical incident stress debriefing

CISM Critical incident stress manage ment

COPD Chronic obstructive pulmonary disease

COPE Creating Opportunities for Parent Empowerment

CPT Cognitive processing therapy

CR Cogpnitive restructuring

CRF corticotropin-releasing

CT Cogpnitive therapy

DASS Depression and Anxiety Stress Scales

DASS-21 Depression and Anxiety Stress Scales-21

DSM-IV-TR Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, Text
Revision

Educ educational

EMBASE Excerpta Medica Database

EMDR Eye move ment desensitization and reprocessing therapy

EPDS Edinburgh Postnatal Depression Scale

GABA gamma-aminobutyric acid

GHQ-12 12-item General Health Questionnaire

HADS-A Hospital Anxiety and Depression Rating Scale-Anxiety subscale

HADS Hospital Anxiety and Depression Rating Scale

HPA hypothalamic-pituitary-adrenal

ICU intensive care unit

IES Impact of Event Scale



IES-A
IES-I
IES-R
IOM
IPA
IPT
ITT
KQ
LOCF
MAOQIs
MeSH
MIDI
MINI-PTSD

MVA

n

NA
NCS-R
NMDA
NNT
NR
NRCT
NS
NVVRS
POD
PCL
PCL-C
PDS
PE
PFA
PHQ-9

PHQ-Depression

PHSI-P
PICOTS
PILOTS
POMS
PRISMA
PSDS-SR
PSS
PSS-SR
PTSD
PTSS-10
QOL
RCT

RR

SC

Impact of Event Scale-Avoidance subscale
Impact of Event Scale-Intrusion subscale

Impact of Event Scale-Revised

Institute of Medicine

International Pharmaceutical Abstracts
Interpersonal therapy

intention-to-treat anal ysis

Key Question

last observation carried forward

Monoamine oxidase inhibitors

Medical Subject Headings

Migraine Disability Index Post-Traumatic Stress Disorder
Mini-International Neuropsychiatric Interview-Post-Traumatic Stress
Disorder Module

Motor vehicle accidents

Number of participants

not applicable

National Comorbidity Survey - Replication
N-methyl-d-aspartate

number needed to treat

not reported

nonrandomized controlled trial

not significant

National Vietnam Veterans Readjustment Survey
post-operative day

Posttraumatic Stress Disorder Checklist
Posttraumatic Stress Disorder Checklist-Civilian Version
Posttraumatic Stress Diagnostic Scale

Prolonged exposure therapy

Psychological first aid

Patient Health Questionnaire, 9-item version
Patient Health Questionnaire for Depression
Post-Hospital Stress Index for Parents

Populations, Interventions, Comparators, Outcomes, Timing, and Settings

Published International Literature on Traumatic Stress
Profile of Mood States

Preferred Reporting Items for Systematic Review and Meta-anal yses
Posttraumatic Stress Diagnostic Scale-Self Report
Posttraumatic Stress Scale

Posttraumatic Stress Diagnostic Scale-Self Report
Prevention of Posttraumatic Stress Disorder
Posttraumatic Stress Symptom 10 Question Inventory
quality of life

randomized controlled trial

relative risk

Supportive counseling



SD
SE
SF-36
SHB
SIPs
SI-PTSD
SMD
SNRIs
SOE
SRC
SSRI
STAI
TCAs
TEP
TISS
TRIM
uc
VA/DoD
UK

UN

us
USPSTF
W-DEQ
WL
WMD
WTCD

yr(s)

standard deviation

standard error

Medical Outcomes Study Health Survey — Short Form 36
Self-help booklet

Scientific Information Packets

Structured Interview for PTSD

standardized mean difference

Serotonin and norepinephrine reuptake inhibitors
strength of evidence

Scientific Resource Center

Selective serotonin reuptake inhibitor(s)

State-Trait Anxiety Inventory

Tricyclic antidepressants

Technical Expert Panel

Therapeutic Intervention Scoring System

Trauma Risk Management

Usual care

US Department of Veterans Affairs and Department of Defense
United Kingdom

United Nations

United States

U.S. Preventive Services Task Force

Wijma Delivery Expectancy/Experience Questionnaire
waitlist

Weighted mean difference

World Trade Center Disasters

year(s)
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