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Appendix A 

Descriptions of Treatments and Strength of Recommendations 

Intervention Description of Treatment 

Psychological 
 

(Recommendation: 
Strong for) 

 

Cognitive behavioral therapy Utilizes behavioral and cognitive strategies, particularly exposure, 
cognitive restructuring, changes in behavior, and development of 
coping skills, to address learned and conditioned behaviors, 
thoughts and emotional and psychophysiological reactions. 

Psychological 
 

(Recommendation: 
Strong for) 

 

Cognitive processing therapy Cognitive Processing Therapy is a specific type of cognitive 
behavioral therapy that focuses on the cognitions developed as a 
result of the trauma and the role that inaccurate or distorted 
cognitions have on emotional responses and on behavior. The 
primary goals of CPT are to encourage the expression of natural 
emotions and reduce manufactured emotions related to the 
trauma; to identify and challenge dysfunctional cognitions (“stuck 
points”) about the traumatic event(s) as well as current thoughts 
about self, others, and the world; and to promote a more balanced 
set of beliefs about oneself, others, and the world.  It has four main 
parts: education about PTSD and CPT, processing the trauma, 
learning to challenge thoughts about the trauma, and trauma 
themes. 

Psychological 
 

(Recommendation: 
Strong for) 

 

Cognitive therapy Brief, goal-oriented therapy with the aim of helping a patient 
analyze distorted thinking in order to reshape existing beliefs and 
cognitions and to modify associated problematic behaviors.  

Psychological 
 

(Recommendation: 
Strong for) 

 

Prolonged exposure Prolonged exposure therapy (PE) is a specific cognitive behavioral 
therapy designed to help PTSD sufferers emotionally process their 
traumatic experiences through repeated revisiting and recounting 
of their trauma memories (imaginal exposure) and repeated, 
gradual confrontation of feared situations, places, and things that 
are objectively safe but feel more dangerous following the 
traumatic event (in vivo exposure). Patients are asked to expose 
themselves to trauma cues both during the therapy sessions and as 
homework between sessions in order to consolidate learning that 
trauma reminders are not harmful and that they are capable of 
tolerating the temporary distress associated with confronting these 
experiences. Education regarding trauma and PTSD as well as 
breathing retraining are also a part of the therapy.  

Psychological 
 

(Recommendation: 
Conditional for) 

 

Brief eclectic therapy Manualized treatment that combines cognitive behavior therapy 
techniques and psychodynamic strategies including 
psychoeducation, relaxation, imaginal exposure, writing, learning 
from the trauma, meaning and integration and an ending ritual. 
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Psychological 
 

(Recommendation: 
Conditional for) 

 

Eye Movement Desensitization 
and Reprocessing Therapy 

EMDR is an eight-phase psychotherapy that facilitates the 
accessing and processing of traumatic memories to bring these to 
an adaptive resolution. During EMDR therapy, the patient 
imaginally attends to emotionally disturbing material in brief 
sequential doses (sets) while simultaneously focusing (dual 
attentional focus) on an external bilateral stimulus such as eye 
movements, sounds, or tapping. Between sets, patients are asked 
to report what comes to mind and often report associations that 
they had not previously contemplated. They are also invited to 
verbally discuss their traumatic experiences as well as their shifting 
perspectives. Body scans are also utilized to determine the 
patient’s degree of resolution. 

Psychological 
 

(Recommendation: 
None) 

 

Imagery rehearsal therapy A manualized therapy that aims to reduce intensity and frequency 
of nightmares by increasing knowledge about sleep and selecting a 
repetitive target nightmare, scripting a change to their nightmare 
that increases their sense of mastery or control, and then 
rehearsing the change in the mind’s eye, each night before sleep. 

Psychological 
 

(Recommendation: 
None) 

 

Relaxation Meditation, muscle relaxation, and deep breathing strategies to 
lower anxiety and stress levels.  

Psychological 
 

(Recommendation: 
None) 

 

Seeking Safety Brief manualized cognitive behavior therapy for patients with co-
morbid PTSD and substance abuse disorder focused on creating 
safety in personal life and addressing triggers while focusing on 
personal ideals.  

Psychological 
 

(Recommendation: 
None) 

 

Stress inoculation training  SIT exposes patient to stress in a controlled fashion to help with 
consequences of previous stress and learn adaptive strategies for 
dealing with the situation in the future.  

Psychological 
 

(Recommendation: 
None) 

 

Trauma affect regulation A manualized therapy that teaches skills for processing and 
managing trauma-related reactions to stressful situations. The goal 
is to help patients regulate intense emotions.  

 
 
 
 
 

Intervention Description of Treatment 
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Pharmacological 
 

(Recommendation: 
Weak for fluoxetine, 

paroxetine, 
sertraline) 

 

Selective serotonin reuptake 
inhibitors (SSRIs: citalopram, 
escitalopram, fluoxetine, 
fluvoxamine, paroxetine, 
sertraline) 

 

Pharmacological 
 

(Recommendation: 
Weak for 

venlafaxine) 
 

Serotonin and norepinephrine 
reuptake inhibitors (SNRIs: 
desvenlafaxine, venlafaxine, 
duloxetine) 

 

Pharmacological 
 

(Recommendation: 
None) 

 

Anticonvulsants/mood 
stabilizers (topiramate, 
tiagabine, lamotrigine, 
carbamazepine, divalproex) 

 

Pharmacological 
 

(Recommendation: 
None) 

 

Atypical antipsychotics 
(olanzapine, risperidone) 

 

Pharmacological 
 

(Recommendation: 
N/A) 

 

Alpha blockers (prazosin)  

Pharmacological 
 

(Recommendation: 
N/A) 

 

Benzodiazepines (alprazolam, 
diazepam, lorazepam, 
clonazepam) 

 

Pharmacological 
 

(Recommendation: 
N/A) 

 

Other second-generation 
antidepressants (bupropion, 
mirtazapine, nefazodone, 
trazodone) 

 

Pharmacological 
 

(Recommendation: 
N/A) 

 

Tricyclic antidepressants 
(imipramine, amitriptyline, 
desipramine) 
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Note: N/A = Not applicable. The panel did not make recommendations for any interventions for which 
the strength of evidence from the RTI-UNC systematic review was rated as insufficient or very low. 
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Appendix B 
 

Treatment Dose, Timing, and Duration as Described in Reviewed Studies 
 

Treatment Dose Range 
(No. of sessions 

or mg) 

Timing Range Duration Range Session Duration 
Range, minutes 

Exposure 1-30 Weekly 1-30 weeks 60-120 minutes 
CBT 4-16 Weekly to Bi-weekly 4-16 weeks 60-120 minutes 

Cognitive processing  12-17 Weekly to Bi-weekly 6-17 weeks 60-90 minutes 

Cognitive 9-16  Weekly 9-16 weeks 60-90 minutes 
Brief eclectic 16 Weekly 16 weeks 45-60 minutes 

EMDR 3-18 Weekly to Bi-weekly 3-8 weeks 60-90 minutes 
Narrative exposure 4-17 Weekly to Bi-weekly 3-17 weeks 60-120 minutes 

Relaxation 8-14 Weekly to Bi-weekly 6-14 weeks 40-90 minutes 

Seeking Safety 12-24 Weekly, Bi-weekly, 
or Tri-weekly 

6-12 weeks 75-90 minutes 

Fluoxetine 10-80mg Daily 5-12 weeks N/a 

Paroxetine 12.5-62.5mg Daily 10-12 weeks N/a 

Sertraline 20-200mg Daily 10-12 weeks N/a 

Topiramate 12.5-500mg Daily or Twice Daily 12 weeks N/a 

Venlafaxine 37.5-300mg Daily  12-24 weeks N/a 

 
 

 
  



 

130 
 

 
Appendix C 

 
Evidence Profiles Prepared for APA by RTI-UNC Scientists 

 

Psychological and Pharmacological Treatments for Adults With 
Posttraumatic Stress Disorder (PTSD) 
Prepared for:  
American Psychological Association 
 
Prepared by: 
RTI International–University of North Carolina Evidence-based Practice Center 
Investigators: 
Daniel E. Jonas, M.D., M.P.H. 
Jennifer Cook Middleton, Ph.D. 
Roberta Wines, M.P.H. 
Cynthia Feltner, M.D., M.P.H. 
Gerald Gartlehner, M.D., M.P.H. 
 
Submitted: October 14, 2014   
 
The Evidence Profiles included in this document were derived from the following report: Jonas DE, Cusack K, Forneris CA, 
Wilkins TM, Sonis J, Middleton JC, 
Feltner C, Meredith D, Cavanaugh J, Brownley KA, Olmsted KR, Greenblatt A, Weil A, Gaynes 
BN. Psychological and Pharmacological Treatments for Adults With Posttraumatic Stress 
Disorder (PTSD). Comparative Effectiveness Review No. 92. (Prepared by the RTI 
International–University of North Carolina Evidence-based Practice Center under Contract No. 
290-2007-10056-I.) AHRQ Publication No. 13-EHC011-EF. Rockville, MD: Agency for 
Healthcare Research and Quality; April 2013. 
www.effectivehealthcare.ahrq.gov/reports/final.cfm. 
 
 
 

http://www.effectivehealthcare.ahrq.gov/reports/final.cfm
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APA GDP Critical and Important Outcomes of Treatment 
 

 

1Outcome ratings were determined by the APA PTSD guideline development panel in May 2014. 
2Harms are defined as adverse events leading to withdrawals and/or other serious adverse events. 
 
 
Note. The critical and important outcomes were selected by the APA PTSD GDP.  Staff members from the RTI-UNC Evidence-based Practice 
Center prepared the Evidence Profiles for the outcomes selected by the GDP based on the systematic review used as the evidence base for this 
guideline.  
 
 

 
 

 

Outcome Critical or Important1  
PTSD symptom reduction Critical 
Harms2 Critical 
Remission (no longer having symptoms) Important 
Loss of diagnosis Important 
Prevention or reduction of comorbid depression  Important 
Prevention or reduction of comorbid anxiety Important 

Prevention or reduction of comorbid substance use Important 

Prevention or reduction of comorbid pain Important 

Quality of life Important 

Disability or functional impairment Important 
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Explanation of Effect Sizes Presented in the Evidence Profiles 
 
When we pooled data for our RTI-UNC Systematic Review (Jonas et al., 2013), we presented data as standardized mean differences (SMDs), mean 
differences (MDs, also known as WMDs), or risk differences (RDs).   
 
Any data in this document that is presented as odds ratios (ORs) or as other measures were the data presented by individual studies, rather than from 
results of our meta-analyses. 
 
Explanation of effect sizes reported in this document 
Effect Size Description/Definition 
Absolute Effects Describe absolute (rather than relative) differences between groups, e.g., how many 

more people achieved remission when treated with a drug than when receiving 
placebo. 

Mean Difference (MD) 
i.e., Weighted mean difference (WMD) 

Measures the absolute difference between the mean values of two groups. Used for 
continuous outcome measures. For example, how much greater reduction in PTSD 
symptoms were found in one group than in the comparison group. 
 
WMD is used to combine measures on continuous scales (such as PTSD symptoms 
measured using the CAPS), where the mean, standard deviation and sample size in 
each group are known. The weight given to the difference in means from each study 
(e.g. how much influence each study has on the overall results of the meta-analysis) 
is determined by the precision of its estimate of effect and is equal to the inverse of 
the variance. This method is used when all trials have measured the outcome on the 
same scale.  
 
Mean differences reported in the Evidence Profiles are calculated as the active 
intervention minus the control intervention, for efficacy comparisons involving an 
active intervention and a control intervention.   When lower scores on the outcome 
measure at the post-treatment assessment are indicative of clinical improvement, a 
negative mean difference indicates that there was greater clinical improvement in the 
active than the control group and a positive mean difference indicates that there was 
greater clinical improvement in the control group than the active intervention group.  
Conversely, when higher scores on an outcome measure (e.g., Global Assessment of 
Function) are indicative of clinical improvement, a negative mean difference indicates 
that there was greater improvement in the control group than the active treatment 
group and a positive mean difference means that there was greater improvement in 
the active treatment group than in the control group.  When two active treatments are 
compared (e.g., CBT vs relaxation), the mean difference is calculated as the 
difference between treatment 1 and treatment 2, where treatment 1 is the treatment 
shown farthest to the left in the column headed “No. of patients” and treatment 2 is 
the treatment shown to the right, in the column headed “No. of patients”. 

Relative Effect Sizes  Relative effect sizes were not calculated for our RTI-UNC Systematic Review.  
Therefore all relative effect size cells within the evidence profiles were left blank 
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Effect Size Description/Definition 
unless an individual study reported a relative measure, and just that 1 study was 
included in that row of the evidence profile. 

Risk Difference (RD) Measures the absolute (not relative) difference in risk between two groups for a 
dichotomous outcome (e.g., achieving remission or loss of diagnosis). 
The difference in risk between two groups. For example, if one group has a 25% risk 
of an outcome, and the other has a 10% risk of the outcome, the risk difference is 15 
percentage points. 

Standardized  Mean Difference (SMD)  Measures the difference between two estimated means divided by an estimated 
standard deviation. Used for continuous outcome measures. SMDs were used when 
effect estimates from different trials that were combined in a meta-analysis used 
different instruments to measure the same outcome (e.g., one study used the CAPS 
and another used the PCL).  They were also used when studies used the same 
instruments, to allow the panel to be able to compare the magnitude of effect across 
different interventions using a common standard.  It is used to combine results from 
studies using different ways of measuring the same concept. By expressing the 
effects as a standardised value, the results can be co 
mbined since they have no units. 
 
SMD data presented in this document are Cohen’s d. For Cohen’s d, a small effect 
size is 0.20, medium is 0.50, and large is 0.90. 
 
Standardized mean differences (SMD) reported in the Evidence Profiles are 
calculated as the active intervention minus the control intervention, for efficacy 
comparisons involving an active intervention and a control intervention.   When lower 
scores on the outcome measure at the post-treatment assessment are indicative of 
clinical improvement, a negative SMD indicates that there was greater clinical 
improvement in the active than the control group and a positive SMD indicates that 
there was greater clinical improvement in the control group than the active 
intervention group.  Conversely, when higher scores on an outcome measure (e.g., 
Global Assessment of Function) are indicative of clinical improvement, a negative 
SMD indicates that there was greater improvement in the control group than the 
active treatment group and a positive SMD means that there was greater 
improvement in the active treatment group than in the control group.  When two active 
treatments are compared (e.g., CBT vs relaxation), the mean difference is calculated 
as the difference between treatment 1 and treatment 2, where treatment 1 is the 
treatment shown farthest to the left in the column headed “No. of patients” and 
treatment 2 is the treatment shown to the right, in the column headed “No. of 
patients”. 
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Psychological Treatments for Adults with PTSD 
Question: Is cognitive processing therapy efficacious for adults with PTSD? [Evidence from studies comparing 
cognitive processing therapy with inactive controls] 
Bibliography: Chard et al., 2005 (71); Forbes et al., 2012 (74); Monson et al., 2006 (70); Resick et al., 2002 (72); Resick, 
et al., 2003 (77); Resick, et al., 2012 (78).  

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations CPT Control 
Relative 

(95% 
CI) 

Absolute 

PTSD symptom reduction: mean change from baseline to end of treatment (follow-up 6-17 weeks; measured with: CAPS; range of scores: 0-136; Better indicated by lower 
values) 
4 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision2 

none 158 141 - MD 32.2 lower (46.3 to 18.1 
lower)3 

SMD 1.40 lower (1.95 lower 
to 0.85 lower) 

⊕⊕⊕Ο 
MODERATE 

Loss of diagnosis (follow-up 6-17 weeks) 
4 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision4 

none 87/158  
(55.1%) 

14/141  
(9.9%) 

- 44 more per 100 (from 26 
more to 62 more)5 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 6-17 weeks; measured with: BDI, mean change from baseline to end of treatment; range of scores: 0-63; Better 
indicated by lower values) 
4 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 158 141 - MD 10.7 lower (16.5 to 4.9 
lower)6 

SMD: 1.04 lower (1.60 
lower to 0.48 lower) 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid anxiety7 (follow-up 10-12 weeks; measured with: STAI; Better indicated by lower values) 
2 randomised 

trials 
serious1 serious8 no serious 

indirectness 
serious8 none 60 59 - not pooled7 ⊕ΟΟΟ 

VERY LOW 
Quality of life7,9 (follow-up 12 weeks; measured with: ADAS and the short form of the WHOQOL) 
1 randomised 

trials 
serious1 very serious9 no serious 

indirectness 
very serious9 none 30 29 - not pooled7,9 ⊕ΟΟΟ 

VERY LOW 
Note: The table does not include rows for outcomes for which we found zero studies (remission, disability of functional impairment, adverse events leading to withdrawals, and other 
serious adverse events). 
 

1 Included trials rated as medium risk of bias. 
2 Although the meta-analysis had considerable statistical heterogeneity (I2=86.5%), the direction of effects were consistent, the differences were only in the magnitude of benefit; all 
trials found moderate or large magnitudes of benefit. There was no serious imprecision, but the confidence interval was not precise enough to determine whether the magnitude of 
benefit is moderate or large. 
3 When only including the 3 studies that compared CPT with waitlist: MD -35.9, 95% CI: -52.8 to -18.9, N=240 (128 in treatment groups; 112 in control groups). 
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4 The meta-analyses for loss of diagnosis and for BDI had considerable statistical heterogeneity, but the direction of effects were consistent, the differences were only in the magnitude 
of benefit; all trials found moderate or large magnitudes of benefit. 
5 When only including the 3 studies that compared CPT with waitlist: RD 0.52, 95% CI: 0.37 to 0.67, N=240 (128 in treatment groups; 112 in control groups). 
6 When only including the 3 studies that compared CPT with waitlist: MD -11.9, 95% CI: -18.9 to -4.9, N=240 (128 in treatment groups; 112 in control groups). 
7 Actual data not reported. 
8 Conflicting results: One found cognitive processing therapy to be no more effective in reducing symptoms of anxiety than waitlist (Monson et al., 2006); the other found greater 
improvement in anxiety for subjects treated with cognitive processing therapy than those receiving usual treatment from intake to posttreatment (p=0.018). (Forbes et al., 2012). 
9 Single study. 
 
Abbreviations: ADAS = Abbreviated Dyadic Adjustment Scale; BDI = Beck Depression Inventory; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; CPT = 
cognitive processing therapy; MD = mean difference; No= number; PTSD = post-traumatic stress disorder; RCT = randomized controlled trial; RD = risk difference; STAI = State-Trait 
Anxiety Inventory; WHOQOL = World Health Organization Quality of Life Scale. 
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Question: Is cognitive therapy (not including cognitive processing therapy) efficacious for adults with PTSD? 
[Evidence from studies comparing cognitive therapy with inactive controls] 
Bibliography: Ehlers et al., 2003 (73); Ehlers et al., 2005 (52); Mueser et al., 2008 (75). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Cognitive 

Therapy (not 
including CPT) 

Control 
Relative 

(95% 
CI) 

Absolute 

PTSD symptom reduction: mean change from baseline to end of treatment (follow-up 4-12 weeks1; measured with: CAPS; range of scores: 0-136; Better indicated by 
lower values) 
3 randomised 

trials 
serious2 no serious 

inconsistency3 
no serious 
indirectness 

no serious 
imprecision3 

none 96 125 - SMD 1.22 lower (1.91 lower to 0.53 
lower)4 

⊕⊕⊕Ο 
MODERATE 

Loss of diagnosis (follow-up 4-12 weeks1) 
3 randomised 

trials 
serious2 no serious 

inconsistency3 
no serious 
indirectness 

no serious 
imprecision3 

none 67/96  
(69.8%) 

  

37/125  
(29.6%) 

- 51 more per 100 (from 24 more to 
78 more)5,6 

- 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 4-12 weeks1; measured with: BDI, mean change from baseline to end of treatment; range of scores: 0-63; 
Better indicated by lower values) 
3 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision3 

none 96 125 - SMD 0.91 lower (1.20 to 0.62 
lower)7 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid anxiety (follow-up 4-12 weeks1; measured with: State-Trait Anxiety Inventory, mean change from baseline to end of treatment; range 
of scores: 20-80; Better indicated by lower values) 
3 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision3 

none 96 125 - SMD 0.93 lower (1.36 to 0.50 
lower)8 

⊕⊕⊕Ο 
MODERATE 

Quality of life (follow-up 12-16 sessions; measured with: SF-12; range of scores: 0-100; Better indicated by higher values) 
1 randomised 

trials 
serious2 serious9 no serious 

indirectness 
serious10 none 54 54 - Better QoL outcomes for CT group 

than usual care group for the 
Physical Component (p=0.002), but 

not for the Mental Component 
(p=0.13) 

⊕ΟΟΟ 
VERY LOW 

Disability or functional impairment (follow-up 4-12 weeks11; measured with: SDS, change from baseline; range of scores: 0-30; Better indicated by lower values) 
2 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision3 

none 42 71 - SMD 1.13 lower (1.76 to 0.51 
lower)12 

⊕⊕⊕Ο 
MODERATE 

Note: The table does not include rows for outcomes for which we found zero studies (remission, adverse events leading to withdrawals, and other serious adverse events). 

1 Ehlers et al., 2003, Mean of 9 weeks, 0 to 3 booster sessions (3, 6, and 9 months); Ehlers et al., 2005, 4 to 12 weeks plus up to 3 monthly boosters (3 and 6 months); Mueser et al., 
2008 12 to 16 sessions, duration not specified 
2 Included trials rated as medium risk of bias. 
3 Direction of effects were consistent; magnitude of effects ranged from very large to small. I2 79.6%. 
4 When only including the 2 studies that compared CT with waitlist: SMD -1.54, 95% CI: -2.17 to -0.92, N = 85 (42 in treatment groups; 43 in control groups). 
5 The estimate of effect is reported as risk difference (RD). 
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6 When only including the 2 studies that compared CT with waitlist RD 0.66, 95% CI 0.5 to 0.82, N = 42 in treatment groups; 43 in control groups) 
7 For all three studies, WMD -8.34, 95% CI: -10.8 to -5.85. When only including the 2 studies that compared CT with waitlist SMD -1.06, 95% CI: -1.52 to -0.60, N=113 (42 in treatment 
groups; 43 in control groups). 
8 For all three studies, WMD -9.22, 95% CI: -11.9 to -6.5. When only including the 2 studies that compared CT with waitlist SMD -1.20, 95% CI: -1.67 to -0.73) N=113 (42 in treatment 
groups; 43 in control groups).  
9 Consistency is unknown, single study 
10 Wide CI including clinically distinct conclusions. 
11 Ehlers et al., 2003, Mean of 9 weeks, 0 to 3 booster sessions (3, 6, and 9 months); Ehlers et al., 2005, 4 to 12 weeks plus up to 3 monthly boosters (3 and 6 months) 
12 For all comparisons, WMD -2.66, 95% CI: -4.0 to -1.33. When only including comparison with waitlist, SMD -1.41, 95% CI: -2.41 to -0.41, N = 85 (42 in treatment groups; 43 in 
control groups). 
 
Abbreviations: BDI = Beck Depression Inventory; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; CPT = cognitive processing therapy; CT = cognitive therapy; 
MD = mean difference; No = number; PTSD = post-traumatic stress disorder; RCT = randomized controlled trial; RD = risk difference; SDS = Sheehan Disability Scale; SF-12 = 
Medical Outcome Study Self-Report; SMD = standardized mean difference; WMD = weighted mean difference. 
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Question: Is stress inoculation training (SIT) efficacious for adults with PTSD? [Evidence from studies comparing 
SIT with waitlist] 
Bibliography: Foa et al., 1999 (49); Zoellner et al., 1999 (81). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Stress 

Inoculation 
Training 

Control 
Relative 

(95% 
CI) 

Absolute 

PTSD symptom reduction (follow-up 9 weeks; measured with: PSS-I; range of scores: 0-51; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 26 15 - Baseline PSS-I: 29.4 vs. 32.9 for 

WL; Endpoint 12.9 vs. 26.9; 
p<0.05 

⊕ΟΟΟ 
VERY 
LOW 

Loss of diagnosis (follow-up 9 weeks) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 26 

  

15 - 42% vs. 0%, p<0.001 ⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid depression (follow-up 9 weeks; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 26 15 - Baseline: SIT 21.7 vs. WL 25.2; 

Endpoint 10.1 vs. 22.1; p<0.05 
⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid anxiety (follow-up 9 weeks; measured with: STAI; range of scores: 20-80; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 26 15 - Baseline: SIT 51.5 vs. WL 51.4; 

Endpoint: 39.1 vs. 50.4; p=0.14 
⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, quality of life, disability or functional impairment, adverse events leading to 
withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias 
2 Consistency is unknown, single study 
3 Only 1 small study available. Does not meet optimal information size. 
 
Abbreviations: BDI= Beck Depression Inventory; CI = confidence interval; PSS-I = Posttraumatic Stress Disorder Symptom Scale-Interview; PTSD = post-traumatic stress disorder; 
SIT = stress inoculation training; STAI = State-Trait Anxiety Inventory; WL = waitlist. 
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Question: Is relaxation efficacious for adults with PTSD? [Evidence from studies comparing relaxation with 
treatment as usual] 
Bibliography: Carlson et al., 1998 (44). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Relaxation Control 
Relative 

(95% 
CI) 

Absolute 

PTSD symptom reduction (follow-up 9 weeks; measured with: Global self rating scale; range of scores: 0-10; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 13 12 - No benefit found for 3 different 

measures 
⊕ΟΟΟ 
VERY 
LOW 

Loss of diagnosis (follow-up 9 weeks) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 13 

  

12 - Trial did not report data for the 
inactive comparator group 

⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid depression (follow-up 9 weeks; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 13 12 - Results trend in favor of relaxation ⊕ΟΟΟ 

VERY 
LOW 

Prevention or reduction of comorbid anxiety (follow-up 9 weeks; measured with: STAI; range of scores: 20-80; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 13 12 - Results trend in favor of relaxation ⊕ΟΟΟ 

VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, quality of life, disability or functional impairment, adverse events leading to 
withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Consistency is unknown, single study. 
3 Only 1 small study available. Does not meet optimal information size. 
 
Abbreviations: BDI = Beck Depression Inventory; CI= confidence interval; No = number; PTSD = post-traumatic stress disorder; STAI = State-Trait Anxiety Inventory. 
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Question: Are exposure-based therapies efficacious for adults with PTSD? [Evidence from studies comparing 
exposure-based therapies with inactive controls (waitlist or usual care)] 
Bibliography: Asukai et al., 2010 (89); Basoglu et al., 2007 (88); Foa et al, 1999 (49); Zoellner et al., 1999 (81); Foa et 
al., 2005 (25); Nacasch et al, 2011 (90); Resick et al., 2002 (72); Resick et al., 2003 (77); Resick et al., 2012 (78); 
Rothbaum et al., 2005 (87).  

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Exposure-

Based 
Therapies 

Control Relative 
(95% CI) Absolute 

PTSD symptom reduction: (follow-up 4.5 - 15 weeks1; measured with: CAPS or PSS-I; Better indicated by lower values) 
7 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

Magnitude of 
effect 

233 154 - SMD 1.27 lower (1.54 to 1 lower) ⊕⊕⊕⊕ 
HIGH 

Remission (no longer having symptoms) (follow-up 10 weeks) 
1 randomised 

trials 
serious2 serious3 no serious 

indirectness 
serious4 none 21/141  

(14.9%) 

  

10/143  
(7%) 

OR 2.43 
(1.1 to 
5.37) 

85 more per 1000 (from 6 more to 218 
more) 

⊕ΟΟΟ 
VERY LOW 

Loss of diagnosis (follow-up 4.5 - 9 weeks) 
3 randomised 

trials 
serious2 no serious 

inconsistency5 
no serious 
indirectness 

serious6 Magnitude of 
effect 

71/111  
(64%) 

  

3/86  
(3.5%) 

- 66 more per 100 (from 42 more to 91 
more)7 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 4.5 - 15 weeks8; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 
6 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 221 142 - MD 8.2 lower (10.3 to 6.1 lower) 
SMD 0.83 lower (1.05 lower to 0.60 lower) 

⊕⊕⊕⊕ 
HIGH 

Disability or functional impairment (follow-up 8 -12 weeks; Better indicated by lower values) 
2 randomised 

trials 
serious2 serious9 no serious 

indirectness 
serious6 none 180 41 - Cohen’s d 0.8 at 4 weeks, 0.6 at 8 weeks 

from one trial (N=31); numerically greater 
improvements on the Social Adjustment 

Scale for another trial (N=190) in the 
exposure and exposure plus cognitive 

restructuring groups than for waitlist, but 
differences were not statistically significant. 

⊕ΟΟΟ 
VERY LOW 

Note: The table does not include rows for outcomes for which we found zero studies (prevention or reduction of comorbid anxiety, quality of life, adverse events leading to withdrawals, 
and other serious adverse events). 

1 Timing of outcome assessment: 8 weeks (Basoglu, 2007), 12 weeks (Foa, 2005), 9 weeks (Foa, 1999), 6 weeks (Resick, 2002), 4.5 weeks (Rothbaum, 2005), “post-treatment” or 8 
to 15 weeks (Asukai, 2010), 9 to 15 weeks (Nacasch, 2011). 
2 Included trials rated as medium risk of bias. 
3 Consistency is unknown, single study. 
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4 Only one study with a wide confidence interval 
5 Although there was some inconsistency in the magnitude of benefit, we did not downgrade the SOE because the direction of effect was the same and the magnitude of benefit was 
large or very large for the three studies. 
6 Very wide confidence interval. 
7 The estimate of effect is reported as risk difference (RD). 
8 Timing of outcome assessment: 8 weeks (Basoglu, 2007), 12 weeks (Foa, 2005), 9 weeks (Foa, 1999), 6 weeks (Resick, 2002), 4.5 weeks (Rothbaum, 2005), 9 to 15 weeks 
(Nacasch, 2011) 
9 One of the two studies did not find statistically significant differences between the intervention and control groups. 
10 One study comparing prolonged exposure, prolonged exposure plus cognitive restructuring, and waitlist (Foa et al., 2005) reported that 4 participants had severe depression and 
suicidal ideation, but did not report which groups the individuals were in. 
 
Abbreviations: BDI = Beck Depression Scale; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; MD = mean difference; No = number; OR = odds ratio; PSS-I = 
PTSD Symptom Scale Interview; PTSD = post-traumatic stress disorder; RD = risk difference; SMD = standardized mean difference.  
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Question: Are CBT interventions efficacious for adults with PTSD? [Evidence from studies comparing CBT 
therapies with inactive controls (waitlist, usual care)] 
Bibliography: Blanchard et al., 2003 (50); Bryant et al., 2003 (63); Cloitre et al., 2002 (51); Cottraux et al., 2008 (64); 
Fecteau et al., 1999 (53); Foa et al., 2005 (25); Foa et al, 1999 (49);  Zoellner et al., 1999 (81); Hinton et al., 2005 (54); 
Hinton et al., 2009 (68);  Hollifield et al., 2007 (55); Johnson et al., 2011 (61); Kubany et al., 2003 (56); Kubany et al., 
2004 (69); Kruse et al., 2009 (62); Liedl et al., 2011 (57); Litz et al., 2007 (65); McDonagh et al., 2005 (58); Spence et al., 
2011 (59); van Emmerik et al., 2008 (60).  

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
CBT 

Interventions Control Relative 
(95% CI) Absolute 

PTSD symptom reduction (follow-up 4 - 14 weeks1; measured with: CAPS; range of scores: 0-136; Better indicated by lower values) 
8 randomised 

trials 
serious2 some inconsistency 

(I2=87%) 
no serious 
indirectness 

no serious 
imprecision 

Magnitude of 
effect 

246 230 - MD 31.1 lower (42.6 to 
19.6 lower)3 

SMD 1.36 lower (1.87 
lower to 0.85 lower) 

⊕⊕⊕Ο 
MODERATE 

PTSD symptom reduction (follow-up 4 - 21 weeks4; measured with: various; Better indicated by lower values) 
14 randomised 

trials 
serious2 some inconsistency 

(I2=75%) 
no serious 
indirectness 

no serious 
imprecision 

Magnitude of 
effect 

454 371 - SMD 1.09 lower (1.4 to 
0.78 lower)5 

⊕⊕⊕Ο 
MODERATE 

Remission (no longer having symptoms)6 
2 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none - - not 
pooled6 

not pooled6 ⊕⊕⊕Ο 
MODERATE 

Loss of diagnosis (follow-up 8 - 16 weeks) 
6 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 58/152  
(38.2%) 

19/138  
(13.8%) 

- 26 more per 100 (from 
11 more to 41 more)8 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 4 - 20 weeks9; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 
10 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 371 291 - MD 10.4 lower (14.4 to 
6.4 lower)10 

SMD 0.93 lower (1.27 
lower to 0.59 lower 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid anxiety (follow-up 8 - 14 weeks11; measured with: STAI; range of scores: 20-80; Better indicated by lower values) 
4 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

serious12 none 110 83 - MD 11.21 lower (20.04 
to 2.37 lower)13 

SMD 0.88 lower (1.54 
lower to 0.22 lower) 

⊕⊕ΟΟ 
LOW 

Quality of life 
3 randomised 

trials 
serious2 serious14 no serious 

indirectness 
serious14 none 0 - - not pooled ⊕ΟΟΟ 

VERY LOW 
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Question: Are CBT interventions efficacious for adults with PTSD? [Evidence from studies comparing CBT 
therapies with inactive controls (waitlist, usual care)] (continued) 
Disability or functional impairment (follow-up 8 - 52 weeks; Better indicated by lower values) 
5 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

serious15 none 140 182 - not pooled ⊕⊕ΟΟ 
LOW 

Adverse events leading to withdrawals 
316 No evidence 

available 
serious2 serious no serious 

indirectness 
serious none - 

  

- - not pooled16 

- 

⊕ΟΟΟ 
VERY LOW 

Other serious adverse events (follow-up 12 weeks) 
117 randomised 

trials 
serious2 serious no serious 

indirectness 
serious none - 

  

- - not pooled17 

- 

⊕ΟΟΟ 
VERY LOW 

1 Timing of outcome assessment: 7 weeks (Johnson et al., 2011), 8 to 12 weeks (Blanchard, 2003), 12 weeks (Cloitre et al., 2002), 4 weeks (Fecteau et al., 1999), 12 weeks (Hinton et 
al., 2005), 4 to 5.5 weeks (Kubany et al., 2004), 4.5 months (Kubany et al., 2003), 14 weeks (McDonagh et al., 2005). 
2 Included trials rated as medium risk of bias. 
3 When only including the 7 studies that compared CBT with waitlist, WMD -34.4, 95% CI: -45.5 to -23.2, N=406 (211 in treatments groups and 195 in control groups). 
4 Timing of outcome assessment: 7 weeks (Johnson et al., 2011), 8 to 12 weeks (Blanchard et al., 2003), 12 weeks (Cloitre et al., 2002), 4 weeks (Fecteau et al., 1999), 12 weeks (Foa 
et al., 2005), 9 weeks (Foa et al., 1999), 12 weeks (Hinton et al., 2005), 12 weeks (Hollifield et al., 2007) 4 to 5.5 weeks (Kubany et al., 2004), 4.5 months (Kubany et al., 2003), 4.8 
months (Liedl et al., 2011), 14 weeks (McDonagh et al., 2005), 8 weeks (Spence et al., 2011), 5 sessions (van Emmerik et al., 2008). 
5 When only including the 13 studies that compared CBT with waitlist, SMD -1.16, 95% CI: -1.47 to -0.84, N=755 (419 in the treatment groups, 336 in the control groups). 
6 Two trials used different measures for remission, both found a greater percentage of subjects achieving remission: 61% vs. 21%, p=NR using the PCL; 82.4% vs. 0%, P<0.001 using 
the HTQ. (Spence et al., 2011; Kruse et al., 2009) 
7 When only including 3 studies that compared CBT with waitlist RD 0.29, 95% CI: -0.01 to 0.60, N =147 (77 in treatment groups, 70 in control groups). 
8 Estimate of effect is reported as risk difference (RD). 
9 Timing of outcome assessment: 8 to 12 weeks (Blanchard, 2003), 12 weeks (Cloitre et al., 2002), 4 weeks (Fecteau et al., 1999), 12 weeks (Foa et al., 2005), 9 weeks (Foa et al.,  
1999), 4.5 months (Kubany et al.,  2003), 14 weeks (McDonagh et al., 2005), 5 sessions (van Emmerik et al., 2008), 4 to 5.5 weeks (Kubany et al., 2004), 7 weeks (Johnson et al., 
2011). 
10 When only including the 9 studies that compared CBT with waitlist WMD -10.4, 95% CI -14.91 to -5.89, N=592 (336 in the treatment groups and 256 in the control groups). 
11 Timing of outcome assessment: 12 weeks (Cloitre et al., 2002), 9 weeks (Foa et al., 1999), 14 weeks (McDonagh et al., 2005), 8 weeks (Bryant et al., 2003). 
12 Wide confidence interval containing different clinical conclusions. 
13 When only including the 3 studies that compared CBT with waitlist, WMD -12.1, 95% CI: -24.11 to -0.12, N = 155 (90 in the treatment groups, 65 in the control groups). 
14 One trial (N=60) found no significant difference in change from baseline on the Marks’ Quality of Life Scale (-6.7 vs. -9.6, p=0.26); 64 another found no difference in change from 
baseline on the Quality of Life Inventory (QOLI: 3.4 vs. 0.4, p=0.63). (McDonagh et al., 2005). One trial (N=70) enrolling Bosnian refugees reported positive effect sizes for both the 
mental and the physical component summary scales of the SF-36 for CBT subjects compared with usual care subjects (Cohen’s d = 2.1 vs. -0.1, p<0.001, and 1.4 vs. 0.2, p<0.001, 
respectively). (Kruse et al., 2009; Meuser et al., 2008). 
15 Four of the five trials compared CBT interventions with waitlist controls; one compared a CBT intervention with standard care. All four trials with waitlist controls found greater 
improvements in disability or functional outcomes for subjects who received CBT interventions—all but one reached statistical significance, (Spence et al., 2011) (p=0.07). The trial that 
compared CBT with standard care found similar changes in both groups. (Cottraux et al., 2008) Taken together, results suggest CBT interventions are efficacious for reducing disability 
and functional impairment; SOE was low because of some inconsistency and imprecision (low SOE). 
16 Just 3 of the 23 included trials of CBT interventions (Blanchard et al., 2003; Cottraux et al., 2008; Hollifield et al., 2007) reported any information about withdrawals due to adverse 
events. With such a small proportion of trials reporting data, evidence was insufficient to draw conclusions. Any conclusions would be highly subject to reporting bias. 
17 The trial reported one postrandomization removal from the trial due to death caused by an unrelated medical condition, but the trial did not report which group the death was in. (Foa 
et al., 2005) 
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Abbreviations: BDI = Beck Depression Scale; CAPS = Clinician-Administered PTSD Scale; CBT = Cognitive behavioral therapy; CI = confidence interval; MD = mean difference; No = 
number; PTSD = post-traumatic stress disorder; RD = risk difference; SMD = standardized mean difference; STAI = State-Trait Anxiety Inventory. 
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Question: Is EMDR efficacious for adults with PTSD? [Evidence from studies comparing EMDR with inactive 
controls (waitlist, usual care)] 
Bibliography: Hogberg et al., 2007 (111); Rothbaum et al., 1997 (112); Rothbaum et al., 2005 (87); Carlson et al., 1998 
(44).  

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations EMDR 
Inactive controls 
(waitlist, usual 

care) 

Relative 
(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 4-8 weeks; Better indicated by lower values) 
4 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious Magnitude of 

effect size 
60 57 - SMD 1.08 lower (1.83 

lower to 0.33 lower)3 
⊕⊕ΟΟ 
LOW 

Loss of Diagnosis (follow-up 4-8 weeks) 
3 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 39/50  
(78%) 

  

8/45  
(17.8%) 

- 64 more per 100 (from 
46 more to 81 more)4 

⊕⊕⊕Ο 
MODERATE 

Prevention/reduction of comorbid depression (follow-up 4-8 weeks; Better indicated by lower values) 
4 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 60 57 - SMD 1.13 lower (1.52 
lower to 0.74 lower) 

⊕⊕⊕Ο 
MODERATE 

Prevention/reduction of comorbid anxiety (follow-up 4-8 weeks; measured with: STAI; Better indicated by lower values) 
3 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very serious5 none 47 46 - MD 11.08 lower (23.06 

lower to 0.90 higher)6 

SMD 0.82 lower (1.77 
lower to 0.13 higher) 

⊕ΟΟΟ 
VERY LOW 

Adverse events leading to withdrawals (follow-up 2 months) 
1 randomised 

trials 
serious1 serious7 no serious 

indirectness 
very serious8 none 1/13  

(7.7%) 

  

0/11  
(0%) 

- - ⊕ΟΟΟ 
VERY LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, quality of life, disability/functional impairment, and other serious adverse events). 

1 Included trials rated as medium risk of bias. 
2 Conflicting findings across studies. 
3 SMD -1.37 (-2.05, -0.69) when only compared with WL (3 trials, N = 95). 
4 NNT 2 
5 Wide CI that contains clinically distinct conclusions. 
6 No statistically significant difference. 
7 Single study. 
8 The number of events is low. Does not meet optimal information size. 
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Abbreviations: CI = confidence interval; EMDR = eye movement desensitization and processing; MD = mean difference; No = number; PTSD = post-traumatic stress disorder; SMD = 
standardized mean difference; SOE = strength of evidence; STAI = State-Trait Anxiety; WL = waitlist. 

  



 

150 
 

Question: Is imagery rehearsal therapy (IRT) efficacious for adults with PTSD? [Evidence from studies comparing 
IRT with waitlist] 
Bibliography: Krakow et al., 2001 (121). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Imagery rehearsal 

therapy (IRT) Waitlist 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 3 sessions1; measured with: CAPS; Better indicated by lower values) 
1 randomised 

trials 
serious2 serious3 no serious 

indirectness 
very 
serious4 

none 88 80 - -32.3 vs. -11.3, p=0.001 ⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 3 sessions1; measured with: HAM-D; Better indicated by lower values) 
1 randomised 

trials 
serious2 serious3 no serious 

indirectness 
serious5 none 88 80 - Cohen’s d: 0.57 vs. 0.33, 

p=NS 
⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 3 sessions1; measured with: HAM-A; Better indicated by lower values) 
1 randomised 

trials 
serious2 serious3 no serious 

indirectness 
serious5 none 88 80 - Cohen’s d: 0.39 vs. -0.16, 

p=0.04 
⊕ΟΟΟ 
VERY 
LOW 

Quality of Life (follow-up 3 sessions1; measured with: SF-36; Better indicated by higher values) 
1 randomised 

trials 
serious2 serious3 no serious 

indirectness 
serious5 none 88 80 - No difference between 

groups; data not reported 
⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, disability/functional impairment, adverse events leading to 
withdrawals, and other serious adverse events). 

1 Two sessions 1 week apart and one session 3 weeks later  
2 Included trial rated as medium risk of bias. 
3 Single study. 
4 Unknown. 
5 Wide CI that contains clinically distinct conclusions. 
 
Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; HAM-A = Hamilton Anxiety Scale; HAM-D = Hamilton Depression Scale; No = number; PTSD = 
post-traumatic stress disorder; SF-36= 36-Item Short Form Health Survey. 
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Question: Is narrative exposure therapy (NET) efficacious for adults with PTSD? [Evidence from studies 
comparing NET with waitlist or minimal attention]  
Bibliography: Neuner et al., 2004 (126); Neuner et al., 2008 (125); Neuner et al., 2010 (126). 

Quality assessment No of patients Effect 

Quality 
 

No of 
studies Design Risk of 

bias Inconsistency Indirectness Imprecision Other 
considerations 

Narrative 
exposure 
therapy 
(NET) 

Inactive 
control 

(waitlist or 
minimal 

attention) 

Relative 
(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 3-9 weeks; measured with: PDS; Better indicated by lower values) 
3 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 144 83 - MD 10.2 lower (13.1 to 7.4 lower) 
SMD 1.25 lower (1.92 lower to 0.58 

lower) 

⊕⊕⊕Ο 
MODERATE 

Loss of diagnosis (follow-up 3-9 weeks) 
3 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

serious2 none 44/144  
(30.6%) 

  

11/83  
(13.3%) 

- 15 more per 100 (from 1 more to 30 
more) 

⊕⊕ΟΟ 
LOW 

Prevention/reduction of comorbid depression (follow-up 3-9 weeks; Better indicated by lower values) 
2 randomised 

trials 
serious1 serious3 no serious 

indirectness 
very serious4 none 33 42 - Mixed evidence; one trial reported 

efficacy (HSCL-25 Depression 
scale: Cohen’s d 0.54); one 
reported no difference from 
comparators (SRQ-20: data NR) 

⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid pain (follow-up median 9 sessions; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious5 no serious 

indirectness 
very serious4 none 16 16 - d=0.65 for CIDI-C pain score, a 

significant time by treatment 
interaction was found, p=0.034, but 
no significant main effect of time, 
p=0.46, or treatment, p=0.35 

⊕ΟΟΟ 
VERY LOW 

Quality of Life (follow-up 3-4 weeks) 
1 randomised 

trials 
serious1 serious5 no serious 

indirectness 
very serious4 none 17 26 - NET was not significantly different 

from psychoeducation for improving 
QOL, p=0.54 

⊕ΟΟΟ 
VERY LOW 

Other serious adverse events (follow-up median 9 sessions6) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very serious2 none 27/16  

(12.5%) 

  

0/16  
(0%) 

- - ⊕ΟΟΟ 
VERY LOW 
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Note: The table does not include rows for outcomes for which we found zero studies (loss of diagnosis, prevention/reduction of comorbid anxiety, disability/functional impairment, and 
adverse events leading to withdrawals). 

1 Included trials rated as medium risk of bias. 
2 The number of events is low. Does not meet optimal information size. 
3 Conflicting findings across studies. 
4 Wide CI that contains clinically distinct/different conclusions.  
5 Single study. 
6 Weekly or bi-weekly sessions (median 9). 
7Two hospitalizations for suicidal ideation. 
 
Abbreviations: CI = confidence interval; CIDI = Composite Interactions Diagnostic Interview; HSCL-25 = Hopkins Symptom Check List-25; MD = mean difference; No = number; NR = 
not reported; PDS = Posttraumatic Stress Diagnostic Scale; PTSD = post-traumatic stress disorder; QOL = quality of life; SRQ-20 =Self-Reporting Questionnaire. 
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Question: Is brief eclectic psychotherapy (BEP) efficacious for adults with PTSD? [Evidence from studies 
comparing BEP with waitlist] 
Bibliography: Gerson et al., 2000 (21); Lindauer et al., 2005 (123); Schnyder et al., 2011 (124). 

Quality assessment No of patients Effect 

Quality 

No of 
studies Design Risk of 

bias Inconsistency Indirectness Imprecision Other considerations 
Brief eclectic 

psychotherapy 
(BEP) 

Waitlist Relative 
(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 16 weeks; measured with: various outcome measures; Better indicated by lower values) 
3 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

serious2 none 50 46 - Not calculated, likely small to 
medium effect size3 

⊕⊕ΟΟ 
LOW 

Remission (follow-up 16 weeks; assessed with: no longer having symptoms) 
1 randomised 

trials 
serious1 serious4 no serious 

indirectness 
very serious5 none 2/16  

(12.5%)6 

  

0/14  
(0%) 

- 12.5% vs. 0% posttreatment; 
18.8% vs. 0% at 6 months 

- 

⊕ΟΟΟ 
VERY 
LOW 

Loss of diagnosis (follow-up 16 weeks) 
3 randomised 

trials 
serious1 serious7 no serious 

indirectness 
Serious none 50  

  

46 not 
pooled 

Range from 12.5% vs. 0% to 
83.3 vs. 25% to 91% vs. 50% 

 

⊕⊕ΟΟ 
LOW 

Prevention/reduction of comorbid depression (follow-up 16 weeks; Better indicated by higher values) 
3 randomised 

trials 
serious1 serious8 no serious 

indirectness 
Serious Related to consistency, all 3 

found benefits, 
wide range of effect sizes in 
the 2 trials reporting 
sufficient data to determine, 
from medium to very large 

50 46 - All 3 found benefits, wide 
range of effect sizes in the 2 
trials reporting sufficient data 
to determine, from medium to 
very large 

⊕⊕ΟΟ 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 16 weeks; Better indicated by higher values) 
3 randomised 

trials 
serious1 serious8 no serious 

indirectness 
no serious 
imprecision 

All 3 found benefits, wide 
range of effect sizes in the 2 
trials reporting sufficient 
data to determine, from 
medium to very large 

50 46 - All 3 found benefits, wide 
range of effect sizes in the 2 
trials reporting sufficient data 
to determine, from medium to 
very large 

⊕⊕ΟΟ 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (quality of life, disability/functional impairment, adverse events leading to withdrawals, and other 
serious adverse events). 

1 Included trials rated as medium risk of bias. 
2 Wide CI that contains clinically distinct conclusions. 
3 The three trials used different outcome measures-two found small or medium effect sizes using the CAPS15 and SI-PTSD, 16 respectively. The other did not report enough data to 
determine effect sizes. 
4 Single study. 
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5 The number of events is low. Does not meet optimal information size. 
6 18.8% vs. 0% at 6 months 
7 The three trials were consistent in the sense that they all found more subjects in the BEP group with loss of PTSD diagnosis compared with the WL group. However, the differences 
between groups were inconsistent, ranging from a small difference (12.5%) 15 to a large difference (58.3%) between groups. 
8 Conflicting findings across studies. 
 
Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; No = number; PTSD = post-traumatic stress disorder; SI-PTSD =Structured Interview for PTSD. 
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Question: Is trauma affect regulation efficacious for adults with PTSD? [Evidence from studies comparing trauma 
affect regulation with waitlist] 
Bibliography: Ford et al., 2011 (122). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Trauma affect 

regulation Waitlist 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 12 sessions; measured with: CAPS; Better indicated by lower values) 
1 randomised 

trials 
serious1 very serious2 no serious 

indirectness 
very 
serious2 

none 48 45 - -23.6 vs. -6.2, 
p<0.001 

⊕ΟΟΟ 
VERY 
LOW 

Loss of Diagnosis (follow-up 12 sessions) 
1 randomised 

trials 
serious1 very serious2 no serious 

indirectness 
very 
serious2 

none 17/48  
(35.4%) 

  

5/45  
(11.1%) 

- 35% vs. 11% ⊕ΟΟΟ 
VERY 
LOW 

Remission (follow-up 12 sessions; assessed with: no longer having symptoms) 
1 randomised 

trials 
serious1 very serious2 no serious 

indirectness 
very 
serious2 

none 10/48  
(20.8%) 

  

0/45  
(0%) 

- 21% vs. 0%, 
p<0.001 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 12 sessions; measured with: BDI; Better indicated by lower values) 
1 randomised 

trials 
serious1 very serious2 no serious 

indirectness 
very 
serious2 

none 48 45 - -4.4 vs. -0.3, 
p<0.01 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 12 sessions; measured with: STAI; Better indicated by lower values) 
1 randomised 

trials 
serious1 very serious2 no serious 

indirectness 
very 
serious2 

none 48 45 - -6.7 vs. -0.4, 
p=0.19 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (quality of life, disability of functional impairment, adverse events leading to withdrawals, and other 
serious adverse events). 
 

1 Included trial rated as medium risk of bias. 
2 Single study; does not meet optimal information size. 
 
Abbreviations: BDI = Beck Depression Inventory; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; No = number; PTSD = post-traumatic stress disorder; STAI = 
State-Trait Anxiety Inventory. 
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Question: What is the comparative effectiveness of relaxation and cognitive restructuring for adults with PTSD? 
[Evidence from studies comparing relaxation with cognitive restructuring] 
Bibliography: Marks et al., 1998 (46); Lovell et al., 2001 (79). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Relaxation Control 
Relative 

(95% 
CI) 

Absolute 

PTSD symptom reduction (follow-up 10 sessions; measured with: Impact of event scale; range of scores: 0-75; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 21 13 - 20% vs. 50% improved, 

p=0.04 
⊕ΟΟΟ 
VERY 
LOW 

Loss of diagnosis (follow-up 10 sessions) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 21 

  

13 - 55% vs. 65%, p=NS ⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid depression (follow-up 10 sessions; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 21 13 - 7 (3 to 11) vs. 17 (11 to 22) ⊕ΟΟΟ 

VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, prevention or reduction of comorbid anxiety, quality of life, disability or functional 
impairment, adverse events leading to withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Consistency is unknown, single study. 
3 Only 1 small study available; does not meet optimal information size criteria. 
 
Abbreviations: BDI = Beck Depression Inventory; CI = confidence interval; No = number; PTSD = post-traumatic stress disorder. 
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Question: What is the comparative effectiveness of exposure-based therapies and cognitive restructuring for 
adults with PTSD? [Evidence from studies comparing exposure-based therapies with cognitive restructuring] 
Bibliography: Marks et al., 1998 (46); Lovell et al. 2001 (79); Resick et al., 2002 (72); Resick et al., 2003 (77); Resick et 
al., 2012 (78); Tarrier et al., 1999 (76, 80). 

Quality assessment No of patients Effect Quality 

 No of 
studies Design Risk of 

bias Inconsistency Indirectness Imprecision Other 
considerations 

Exposure-Based 
Therapies Control 

Relative 
(95% 
CI) 

Absolute 

PTSD symptom reduction (follow-up 10 - 16 sessions; measured with: CAPS; range of scores: 0-136; Better indicated by lower values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

very 
serious2 

none 49 41 - MD 4.8 higher (4.5 lower 
to 14.2 higher) 

⊕ΟΟΟ 
VERY 
LOW 

Loss of diagnosis (follow-up 10 - 16 sessions) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

very 
serious2 

none 32/49  
(65.3%) 

  

26/51  
(51%) 

0% 

- 13 more per 100 (from 6 
fewer to 32 more)3 

- 

⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid depression (follow-up 10 - 16 sessions; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

very 
serious2 

none 49 41 - MD 2.75 higher (1.94 
lower to 7.43 higher) 

⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid anxiety (follow-up 16 sessions) 
1 randomised 

trials 
serious4 serious5 no serious 

indirectness 
serious6 none 35 37 - No significant difference ⊕ΟΟΟ 

VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, quality of life, adverse events leading to withdrawals, and other serious adverse 
events). 

1 Included trials rated as medium risk of bias. 
2 Only two small studies available; wide confidence interval. 
3 Effect size is reported as risk difference (RD). 
4 Single study rated as medium risk of bias. 
5 Single study, consistency unknown. 
6 Only one small study available. 
 
Abbreviations: BDI = Beck Depression Scale; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; MD = mean difference; No = number; PTSD = post-traumatic 
stress disorder. 
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Question: What is the comparative effectiveness of exposure-based therapies and cognitive processing therapy 
for adults with PTSD?  [Evidence from studies comparing exposure-based therapies with cognitive processing 
therapy] 
Bibliography: Resick et al., 2002 (72); Resick et al., 2003 (77); Resick et al., 2012 (78). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Exposure-Based 

Therapies Control 
Relative 

(95% 
CI) 

Absolute 

PTSD symptom reduction (follow-up 6 weeks; measured with: CAPS; range of scores: 0-136; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 62 62 - MD 3.97 higher (5.95 lower 

to 13.9 higher) 
⊕ΟΟΟ 
VERY 
LOW 

Loss of diagnosis (follow-up 6 weeks) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 33/62  

(53.2%) 

  

33/62  
(53.2%) 

0% 

- 0 more per 100 (from 18 
fewer to 18 more)4 

- 

⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid depression (follow-up 6 weeks; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 62 62 - MD 2.94 higher (0.75 lower 

to 6.63 higher) 
⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, prevention or reduction of comorbid anxiety, quality of life, disability or functional 
impairment, adverse events leading to withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Consistency unknown, single study. 
3 Only 1 small study available. 
4 Estimate of effect is reported as risk difference (RD). 
 
Abbreviations: BDI = Beck Depression Scale; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; MD = mean difference; No = number; PTSD = post-traumatic 
stress disorder; RD = risk difference. 
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Question: What is the comparative effectiveness of exposure-based therapies and stress inoculation training 
(SIT) for adults with PTSD? [Evidence from studies comparing exposure-based therapy with SIT] 
Bibliography: Foa et al., 1999 (49); Zoellner et al., 1999 (81). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Exposure-Based 

Therapies SIT 
Relative 

(95% 
CI) 

Absolute 

PTSD symptom reduction (follow-up 9 weeks; measured with: CAPS; range of scores: 0-136; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 25 26 - SMD 0.14 lower (0.69 lower 

to 0.41 higher) 
⊕ΟΟΟ 
VERY 
LOW 

Loss of diagnosis (follow-up 9 weeks) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 15/25  

(60%) 
11/26  

(42.3%) 
- 18 more per 100 (from 9 

fewer to 45 more)4 
⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid depression (follow-up 9 weeks; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 25 26 - MD 0.15 lower (5.8 lower to 

5.5 higher) 
⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, prevention or reduction of comorbid anxiety, quality of life, disability or functional 
impairment, adverse events leading to withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Consistency unknown, single study. 
3 Only 1 small study available. 
4 Estimate of effect is reported as risk difference (RD). 
 
Abbreviations: BDI = Beck Depression Scale; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; MD = mean difference; No = number; PTSD = post-traumatic 
stress disorder; SIT = stress inoculation training; SMD = standardized mean difference. 
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Question: What is the comparative effectiveness of exposure-based therapies and EMDR for adults with PTSD? 
[Evidence from studies comparing exposure-based therapy with EMDR] 
Bibliography: Rothbaum et al., 2005 (87); Taylor et al., 2003 (45). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Exposure-Based 

Therapies Control 
Relative 

(95% 
CI) 

Absolute 

PTSD symptom reduction (follow-up 4.5 - 26 weeks; measured with: CAPS; range of scores: 0-136; Better indicated by lower values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

very 
serious2 

none 46 45 - No difference between 
EMDR and PE 

⊕ΟΟΟ 
VERY 
LOW 

Loss of diagnosis (follow-up 4.5 - 26 weeks) 
2 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious2 

none 36/46  
(78.3%) 

30/45  
(66.7%) 

- 14 more per 100 (from 1 
fewer to 29 more)3 

⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid depression (follow-up 4.5 - 26 weeks; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

very 
serious2 

none 46 45 - No difference between 
EMDR and PE 

⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid anxiety (follow-up 4.5 weeks; measured with: STAI; range of scores: 20-80; Better indicated by lower values) 
1 randomised 

trials 
serious4 serious5 no serious 

indirectness 
serious6 none 24 26 - No difference between 

EMDR and PE on state 
anxiety 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, quality of life, disability or functional impairment, adverse events leading to 
withdrawals, and other serious adverse events). 

1 Included trials rated as medium risk of bias. 
2 Very wide confidence interval or unable to determine pooled effect and CI. 
3 Estimate of effect is reported as risk difference (RD). 
4 Single study rated as medium risk of bias. 
5 Consistency unknown, single study. 
6 Only 1 small study available. 
 
Abbreviations: BDI = Beck Depression Scale; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; EMDR = eye movement desensitization and reprocessing; No = 
number; PE = prolonged exposure; PTSD = post-traumatic stress disorder; RD = risk difference; STAI = State-Trait Anxiety Inventory. 
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Question: What is the comparative effectiveness of exposure-based therapies and relaxation for adults with 
PTSD? [Evidence from studies comparing exposure-based therapy with relaxation] 
Bibliography: Marks et al., 1998 (46); Lovell et al., 2001 (79); Taylor et al., 2003 (45). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other considerations 

Exposure-
Based 

Therapies 
Control 

Relative 
(95% 
CI) 

Absolute 

PTSD symptom reduction (follow-up 16 - 26 weeks1; measured with: CAPS; range of scores: 0-136; Better indicated by lower values) 
2 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

very serious3 none 45 40 - MD 9.7 lower (22.3 
lower to 2.9 higher) 

SMD 0.37 lower 
(0.84 lower to 0.11 

higher) 

⊕ΟΟΟ 
VERY LOW 

Loss of diagnosis (follow-up 16 - 26 weeks1) 
2 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

Indirect evidence from 
inactive controls 

36/45  
(80%) 

20/40  
(50%) 

- 31 more per 100 
(from 4 more to 58 

more)4 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 16 - 26 weeks1; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 
2 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

Indirect evidence from 
inactive controls 

45 40 - MD 5.5 lower (10.2 to 
0.79 lower) 

SMD 0.50 lower 
(0.93 lower to 0.06 

lower) 

⊕⊕⊕Ο 
MODERATE 

Note: The table does not include rows for outcomes for which we found zero studies (remission, prevention or reduction of comorbid anxiety, quality of life, disability or functional 
impairment, adverse events leading to withdrawals, and other serious adverse events). 

1 Duration for each study reported as follows: 10 sessions, mean of 16 weeks (Marks et al., 1998); 6 months (Taylor et al., 2003). 
2 Included trials rated as medium risk of bias. 
3 Confidence interval was very wide, ranging from favoring relaxation to a very large difference favoring exposure-based therapy. 
4 Estimate of effect is reported as risk difference (RD). 
 
Abbreviations: BDI = Beck Depression Scale; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; MD = mean difference; No = number; PTSD = post-traumatic 
stress disorder; RD = risk difference. 
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Question: What is the comparative effectiveness of exposure-based therapies and exposure plus cognitive 
restructuring for adults with PTSD? [Evidence from studies comparing exposure therapies with exposure plus 
cognitive restructuring] 
Bibliography: Bryant et al., 2003 (63); Bryant et al., 2008 (66); Foa et al., 2005 (25); Marks et al., 1998 (46); Lovell et al., 
2001 (79).  

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Exposure-Based 

Therapies Control 
Relative 

(95% 
CI) 

Absolute 

PTSD symptom reduction (follow-up 8 - 16 weeks; measured with: CAPS; range of scores: 0-136; Better indicated by lower values) 
3 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious2 None 133 126 - SMD 0.25 higher (0.29 lower 

to 0.8 higher) 
⊕ΟΟΟ 

VERY LOW 
Loss of diagnosis (follow-up 8 - 16 weeks) 
3 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision2 

None 46/74  
(62.2%) 

46/72  
(63.9%) 

- 1 fewer per 100 (from 17 
fewer to 14 more)3 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 8 - 16 weeks; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 
4 randomised 

trials 
serious1 serious4 no serious 

indirectness 
serious4 None 153 146 - MD 2.78 higher (1.68 lower to 

7.25 higher) 
SMD 0.22 higher (0.14 lower 

to 0.58 higher) 

 
⊕ΟΟΟ 

VERY LOW 

Prevention or reduction of comorbid anxiety (follow-up 8 weeks; measured with: STAI; range of scores: 20-80; Better indicated by lower values) 
2 randomised 

trials 
serious5 no serious 

inconsistency 
no serious 
indirectness 

very serious6 None 51 48 - No difference between groups ⊕ΟΟΟ 
VERY LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, quality of life, disability or functional impairment, adverse events leading to 
withdrawals, and other serious adverse events). 

1 Three of four included trials rated as medium risk of bias. 
2 Conflicting results: Two trials found no difference between subjects treated with exposure and those treated with exposure plus CR on measures of PTSD symptom reduction. (Foa et 
al., 2005 and Marks et al., 1998) One trial found that exposure plus CR led to significantly greater decreases in PTSD symptoms at the end of treatment. (Bryant et al., 2008) 
3 Estimate of effect is reported as risk difference (RD). 
4 The meta-analyses for reduction in BDI had moderate heterogeneity (I2= 54.4%), and the direction of effect was inconsistent. All 4 studies showed no statistically significant results. 
5 Included trials rated as medium risk of bias. 
6 Does not meet optimal information size. Neither study found statistically significant results. 
 
Abbreviations: BDI = Beck Depression Scale; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; CR = cognitive restructuring; MD = mean difference; No = number; 
PTSD = post-traumatic stress disorder; RD = risk difference; SMD = standardized mean difference; STAI = State-Trait Anxiety Inventory. 
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Question: Are CBT interventions better than relaxation for adults with PTSD? [Evidence from studies comparing 
CBT therapies with relaxation] 
Bibliography: Hinton et al., 2011 (47); Marks et al., 1998 (46); Lovell et al., 2001 (79).  

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
CBT 

interventions Relaxation 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 14-16 weeks1; measured with: CAPS; Better indicated by lower values) 
2 randomised 

trials 
serious2 no serious 

inconsistency 
no serious 
indirectness 

serious3 none 36 33 - Mean CAPS improvement: 
38 (26 to 50) vs. 14 (4 to 
25) in one trial. 
Between group effect size: 
d = 1.6 in another. 

⊕⊕ΟΟ 
LOW  
⊕⊕⊕Ο 

MODERATE if also 
considering indirect 

evidence from inactive 
controlled trials 

Disability/functional impairment (follow-up mean 16 weeks; Better indicated by lower values) 
1 randomised 

trials 
serious2 serious4 no serious 

indirectness 
very 
serious3 

none 24 21 - GHQ Global Improvement 
measure: percentage of 
subjects improved 
functioning: 70-80% vs. 50-
55% p=NS 

⊕ΟΟΟ 
VERY LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, prevention/reduction of comorbid depression, prevention/reduction of 
comorbid anxiety, quality of life, adverse events leading to withdrawals, and other serious adverse events). 

1 Number of treatment sessions was not specified. Treatment occurred over a mean of 16 weeks. 
2 Included trials rated as medium risk of bias. 
3 Small sample size; does not meet optimal information size. 
4 Single study. 
 
Abbreviations: CAPS = Clinician-Administered PTSD Scale; CBT = Cognitive behavioral therapy; CI = confidence interval; No = number; PTSD = post-traumatic stress disorder. 
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Question: Is EMDR better than relaxation for adults with PTSD? [Evidence from studies comparing EMDR with 
relaxation] 
Bibliography: Carlson et al., 1998 (44); Taylor et al., 2003 (45). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations EMDR Relaxation 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 6-8 weeks; Better indicated by lower values) 
2 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious3 

none 29 32 - SMD 0.57 lower (1.4 lower to 
0.29 higher) 

SMD 0.3 lower (0.8 lower to 0.2 
higher)4 

⊕ΟΟΟ 
VERY 
LOW 

Loss of Diagnosis at 3 month post-treatment follow up (follow-up 6-8 weeks) 
2 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious5 

none 17/29  
(58.6%) 

  

9/32  
(28.1%) 

- 34 more per 100 (from 4 fewer 
to 72 more) 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 6-8 weeks; measured with: BDI; Better indicated by higher values) 
2 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious3 

none 29 32 - Mixed findings ⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 6 weeks; measured with: STAI; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious6 no serious 

indirectness 
very 
serious7 

none 10 13 - Cohen’s d=1.15 (favoring 
EMDR), p<0.01 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, quality of life, disability/functional impairment, adverse events leading to withdrawals, 
and other serious adverse events). 

1 Included trials rated as medium risk of bias. 
2 Conflicting findings across studies. 
3 Wide CI that contains clinically distinct/different conclusions. 
4 Two SMDs reported here because two meta-analyses were run because one of the two trials reported two measures of PTSD symptoms. (Carlson et al., 1998) The first SMD is from 
our meta-analysis using the Mississippi Scale for Combat Related PTSD from the study reporting two measures; the second is using the IES from that trial. The other trial reported the 
CAPS. 
5 The number of events is low. Does not meet optimal information size. 
6 Single study. 
7 Small sample. 
 

Abbreviations: BDI = Beck Depression Inventory; CI = confidence interval; EMDR = eye movement desensitization and reprocessing; No = number; PTSD = post-traumatic stress 
disorder; SMD = standardized mean difference; STAI = State-Trait Anxiety Inventory. 
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Question: Is seeking safety better than standard community treatment for adults with PTSD? [Evidence from 
studies comparing seeking safety with standard community treatment] 
Bibliography: Hien et al., 2004 (117). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Seeking 
Safety 

Standard 
community 
treatment 

Relative 
(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: CAPS; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious3 

none 41 324 - -15.02 vs. -5.88, p<0.01 ⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid substance use (follow-up 12 weeks; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious3 

none 41 324 - greater reduction in substance 
use/abuse for SS group, 
p<0.001 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, prevention/reduction of comorbid depression, prevention/reduction of 
comorbid anxiety, quality of life, disability/functional impairment, adverse events leading to withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Single study. 
3 Wide CI that contains clinically distinct conclusions. 
4 The article did not report the numbers randomized to each group. It reported the numbers analyzed in each group (41, 34, and 32, respectively). It describes baseline data for 107 
subjects analyzed. Of the 128 women who met full study eligibility criteria, 115 (90%) agreed to participate, and 96 of these women were randomly assigned to the two active treatment 
(SS and relapse prevention condition). Thirty-two of the 128 women became the community care comparison group; they were not randomized to that group. 
 
Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; No = number; PTSD = post-traumatic stress disorder; SS = seeking safety. 
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Question: Is seeking safety better than active controls for adults with PTSD? [Evidence from studies comparing 
seeking safety with active controls: relapse prevention, psychoeducation, or treatment as usual in a Veteran 
Affairs substance use disorders clinic] 
Bibliography: Boden et al., 2012 (119); Hien et al., 2004 (117); Hien et al., 2009 (118); Hien et al., 2012 (128); Zlotnick et 
al., 2009 (33). 

Quality assessment No of patients Effect 

Quality 
 

No of 
studies Design Risk of 

bias Inconsistency Indirectness Imprecision Other 
considerations 

Seeking 
safety 

Active controls (relapse 
prevention, 

psychoeducation, treatment 
as usual in a Veteran Affairs 

substance use disorders 
clinic) 

Relative 
(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 6-12 weeks; measured with: CAPS; Better indicated by lower values) 
3 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 244 233 - MD 1.45 higher (2.5 
lower to 5.4 higher) 
SMD 0.06 higher 

(0.12 lower to 0.24 
higher) 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 6-12 weeks; measured with: Any measure; Better indicated by lower values) 
4 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 303 291 - SMD 0.04 higher 
(0.12 lower to 0.2 

higher) 

⊕⊕⊕Ο 
MODERATE 

Loss of Diagnosis (follow-up 12 weeks) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very serious3 none 16/27  

(59.3%) 

  

13/22  
(59.1%)4 

OR for SS 
vs. RPC 

1.22 (0.48 
to 3.13) 

 ⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid substance use (follow-up 6-12 weeks; Better indicated by lower values) 
4 randomised 

trials 
serious1 serious5 no serious 

indirectness 
serious6 none 244 233 - No statistically 

significant difference 
in 3 trials (N=477); 
better substance use 
outcomes for 1 trial 
(N=117) 

⊕ΟΟΟ 
VERY LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, prevention/reduction of comorbid depression, prevention/reduction of comorbid 
anxiety, quality of life, disability/functional impairment, adverse events leading to withdrawals, and other serious adverse events). 

1 Included trials rated as medium risk of bias. 
2 Single study. 
3 The number of events is low. Does not meet optimal information size. 
4 Study reported that 39% of the women in the intervention group and 43% of the women in control group met criteria for PTSD at 3 months. At 6 months, 53% in both groups.  
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5 Conflicting findings across studies. 
6 Wide CI that contains clinically distinct conclusions. 
 
Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; MD = mean difference; No = sample size; OR = odds ratio; PTSD = post-traumatic stress 
disorder; SMD = standardized mean difference; RPC = relapse prevention condition; SS = seeking safety. 
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Question: How does brief eclectic psychotherapy (BEP) compare with EMDR for adults with PTSD? [Evidence 
from studies comparing BEP with EMDR]  
Bibliography: Nijdam et al., 2012 (48). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Brief eclectic 

psychotherapy 
(BEP) 

EMDR 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 16 weeks; measured with: IES-R and SI-PTSD; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 70 70 - Greater improvement from baseline to the first 

assessment for those treated with EMDR (SI-
PTSD, mean difference  10.80; 95% CI, 6.37 
to 15.23); difference was no longer significant 
at the second assessment, after both groups 
had completed treatment 

⊕ΟΟΟ 
VERY 
LOW 

Loss of Diagnosis (follow-up 16 weeks) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 70  

  

70  - Among completers, EMDR vs. BEP 92.2% vs. 
52.3%, p<0.001 at the first assessment; 

No significant difference at the second 
assessment: 93.7% vs. 85.7%, p=0.30 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 16 weeks; measured with: HADS depression; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 70 70 - Greater improvement from baseline to the first 

assessment for those treated with EMDR, but 
no significant difference between groups at 
the second assessment 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 16 weeks; measured with: HADS anxiety; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 70 70 - Greater improvement from baseline to the first 

assessment for those treated with EMDR, but 
no significant difference between groups at 
the second assessment 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, quality of life, disability/functional impairment, adverse events leading to withdrawals, 
and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Single study. 
3 Wide CI that contains clinically distinct conclusions. 
 
Abbreviations: BEP = brief eclectic psychotherapy; CI = confidence interval; EMDR = eye movement desensitization and reprocessing; HADS = Hospital Anxiety and Depression 
Scale; IES = Impact of Event Scale; No = number; PTSD = post-traumatic stress disorder; SI-PTSD = Structured Interview for PTSD. 
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Pharmacological Treatments for Adults With PTSD 
Question: Are alpha blockers efficacious for adults with PTSD? [Evidence from studies comparing alpha 
blockers with placebo] 
Bibliography: Raskind et al., 2003 (135); Raskind et al., 2007 (136). Both included studies compared prazosin with 
placebo. 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Alpha 

Blockers Placebo 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 8-20 weeks; measured with: CAPS; Better indicated by lower values) 

2 randomised 
trials 

serious1 no serious 
inconsistency 

serious very 
serious2 

none 25 25 - mean 8.86 lower (22.06 
lower to 4.33 higher) 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 8 weeks; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious3 no serious 
indirectness 

very 
serious2 

none 20 20 - Change on HAM-D 
-5.6 vs. -0.6, p=0.08 

⊕ΟΟΟ 
VERY 
LOW 

Adverse events leading to withdrawals (follow-up 8-20 weeks) 

2 randomised 
trials 

serious1 no serious 
inconsistency 

no serious 
indirectness 

very 
serious4 

none 3/25  
(12%) 

  

1/25  
(4%) 

- 8 more per 100 (from 10 
fewer to 26 more) 

 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, prevention/reduction of comorbid anxiety, quality of life, 
disability/functional impairment, and other serious adverse events). 

1 Included trials rated as medium risk of bias. 
2 Wide CI that contains clinically distinct conclusions. 
3 Single study. 
4 The number of events is low. Does not meet optimal information size. 
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Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; HAM-D = Hamilton Depression Index; No = number; PTSD = post-traumatic stress disorder. 
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Question: Is divalproex efficacious for adults with PTSD? [Evidence from studies comparing divalproex with 
placebo] 
Bibliography: Davis et al., 2008 (139). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of bias Inconsistency Indirectness Imprecision Other 
considerations Divalproex Placebo 

Relative 
(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 8 weeks; measured with: CAPS; Better indicated by lower values) 

1 randomised 
trials 

no serious risk 
of bias 

serious1 no serious 
indirectness 

very 
serious2 

none 44 41 - MD 1.40 higher (8.22 lower 
to 11.02 higher) 

⊕ΟΟΟ 
VERY 
LOW 

PTSD Symptom Reduction (follow-up 8 weeks; measured with: TOP-8; Better indicated by lower values) 

1 randomised 
trials 

no serious risk 
of bias 

serious1 no serious 
indirectness 

very 
serious2 

none 44 41 - -4.0 vs. -3.9, NS ⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 8 weeks; measured with: MADRS; Better indicated by lower values) 

1 randomised 
trials 

no serious risk 
of bias 

serious1 no serious 
indirectness 

very 
serious2 

none 44 41 - -5.1 vs. -4.5, NS ⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 8 weeks; measured with: HAM-A; Better indicated by lower values) 

1 randomised 
trials 

no serious risk 
of bias 

serious1 no serious 
indirectness 

very 
serious2 

none 44 41 - -15.1 vs. -16.5, NS ⊕ΟΟΟ 
VERY 
LOW 

Adverse events leading to withdrawals (follow-up 8 weeks) 

1 randomised 
trials 

no serious risk 
of bias 

very serious1 no serious 
indirectness 

serious2 none 3/44  
(6.8%) 

  

1/41  
(2.4%) 

- 4 more per 100 (from 4 
fewer to 13 more) 

 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, quality of life, disability/functional impairment, and other serious 
adverse events). 
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1 Single study 
2 Wide CI that contains clinically distinct conclusions. 

Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; HAM-A = Hamilton Anxiety Index; MADRS = Montgomery-Asberg; Depression Rating Scale; No = 
number; PTSD = post-traumatic stress disorder; TOP-8 = Treatment-outcome PTSD scale. 
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Question: Is lamotrigine efficacious for adults with PTSD? [Evidence from studies comparing lamotrigine with 
placebo] 

Bibliography: No eligible studies were rated as low or medium risk of bias. Thus, no table is included for this medication. 
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Question: Is tiagabine efficacious for adults with PTSD? [Evidence from studies comparing tiagabine with 
placebo] 
Bibliography: Davidson et al., 2007 (140). 

Quality assessment No of patients Effect 
Quality 

 

No of studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Tiagabine Placebo Relative 
(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: CAPS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 116 116 - MD 0.50 lower (7.12 
lower to 6.12 higher) 

⊕ΟΟΟ 
VERY 
LOW 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: TOP-8; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 116 116 - “Not significant” ⊕ΟΟΟ 
VERY 
LOW 

Remission (follow-up 12 weeks; assessed with: CAPS less than 20) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious4 

none 19/116  
(16.4%) 

16/116  
(13.8%) 

- 16% vs. 14%, 
p=0.88 

⊕ΟΟΟ 
VERY 
LOW 

Disability/functional impairment (follow-up 12 weeks; measured with: SDS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

None 116 116 - -5.5 vs. -5.9, p=0.74 ⊕ΟΟΟ 
VERY 
LOW 

Adverse events leading to withdrawals (follow-up 12 weeks) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious4 

None 9/116  
(7.8%) 

  

9/116  
(7.8%) 

- 0 more per 100 
(from 7 fewer to 7 

more) 

 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (loss of diagnosis, prevention/reduction of comorbid depression, prevention/reduction of comorbid 
anxiety, quality of life, and other serious adverse events). 
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1 Included trial rated as medium risk of bias. 
2 Single study. 
3 Wide CI that contains clinically distinct conclusions. 
4 The number of events is low. Does not meet optimal information size. 

Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; MD = mean difference; No = number; PTSD = post-traumatic stress disorder; SDS = 
Sheehan Disability Scale; TOP-8 = Treatment-outcome PTSD scale. 
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Question: Is topiramate efficacious for adults with PTSD? [Evidence from studies comparing topiramate with 
placebo] 
Bibliography: Akuchekian et al., 2004 (137); Tucker et al., 2007 (141); Yeh et al., 2011 (138). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Topiramate Placebo 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: CAPS; Better indicated by lower values) 

3 randomised 
trials 

serious1 no serious 
inconsistency 

no serious 
indirectness 

no serious 
imprecision 

none 71 71 - MD 15.5 lower (19.4 to 
11.7 lower) 

SMD 0.96 lower (1.90 
lower to 0.03 lower) 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: TOP-8; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious3 none 20 20 - -67.9% vs. -41.6% 
p=0.02 

⊕ΟΟΟ 
VERY LOW 

Remission (follow-up 12 weeks; assessed with: no longer having symptoms) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious3 none 8/20  
(40%) 

4/20  
(20%) 

- 40% vs. 20% p=0.295 ⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: BDI; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious1 none 17 18 - -8.5 vs. -3.9  p=0.72 ⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: HAM-D; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious3 none 20 20 - -50.7% vs. -33.3% 
p=0.25 

⊕ΟΟΟ 
VERY LOW 
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Question: Is topiramate efficacious for adults with PTSD? [Evidence from studies comparing topiramate with 
placebo] (continued) 
Prevention/reduction of comorbid anxiety (follow-up 12 weeks; measured with: HAM-A; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious3 none 20 20 - -53.9% vs. -40.0% 
p=0.33 

⊕ΟΟΟ 
VERY LOW 

Disability/functional impairment (follow-up 12 weeks; measured with: SDS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious3 none 20 20 - -30.6% vs. -35.4% 
p=0.8 

⊕ΟΟΟ 
VERY LOW 

Adverse events leading to withdrawals (follow-up 12 weeks) 

3 randomised 
trials 

serious1 serious4 no serious 
indirectness 

serious5 none 7/71  
(9.9%) 

  

6/71  
(8.5%) 

- 1 more per 100 
(from 8 fewer to 10 

more) 

 

⊕ΟΟΟ 
VERY LOW 

Note: The table does not include rows for outcomes for which we found zero studies (loss of diagnosis, quality of life, and other serious adverse events). 

1 Included trials rated as medium risk of bias. 
2 Single study. 
3 Wide CI that contains clinically distinct conclusions. 
4 Conflicting findings across studies 
5 The number of events is low. Does not meet optimal information size. 

Abbreviations: BDI = Beck Depression Inventory; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; HAM-A = Hamilton Anxiety Index; HAM-D = Hamilton 
Depression Index; MD = mean difference; No = number; PTSD = post-traumatic stress disorder; SDS = Sheehan Disability Scale; TOP-8 = Treatment-outcome PTSD scale. 
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Question: Is olanzapine efficacious for adults with PTSD? [Evidence from studies comparing olanzapine with 
placebo] 

Bibliography: Butterfield et al., 2001 (145); Stein et al., 2002 (146).  

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other considerations Olanzapine Placebo Relative 

(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 8 weeks; measured with: CAPS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 10 9 - MD 12.13 lower 
(23.29 to 0.97 

lower) 

⊕ΟΟΟ 
VERY 
LOW 

PTSD Symptom Reduction (follow-up 10 weeks; measured with: TOP-8; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 10 5 - -6.7 vs. -11.3, 
(p=NR) 

⊕ΟΟΟ 
VERY 
LOW 

PTSD Symptom Reduction (follow-up 10 weeks; measured with: DTS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 10 5 - -34.2 vs. -39.8, 
p=NR 

⊕ΟΟΟ 
VERY 
LOW 

PTSD Symptom Reduction (follow-up 10 weeks; measured with: SPRINT; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 10 5 - -13.6 vs. -14.3, 
p=NR 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 8 weeks; measured with: CES-D; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 10 9 - -5.25 vs. -4.88, 
p<0.03 

⊕ΟΟΟ 
VERY 
LOW 

Disability/functional impairment (follow-up 8 weeks; measured with: SDS; Better indicated by lower values) 
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1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 10 5 - -7.7 vs. -8.0, 
(p<0.001) 

⊕ΟΟΟ 
VERY 
LOW 

 
Question: Is olanzapine efficacious for adults with PTSD? [Evidence from studies comparing olanzapine with 
placebo] (continued) 
Adverse events leading to withdrawals (follow-up 8 weeks) 

1 randomised 
trials 

serious
1 

serious2 no serious 
indirectness 

very 
serious4 

none 3/10  
(30%) 

  

2/9  
(22.2%) 

- 8 more per 100 
(from 32 fewer to 

47 more) 

 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, prevention/reduction of comorbid anxiety, quality of life, and other 
serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Single study. 
3 Wide CI that contains clinically distinct/different conclusions. 
4 The number of events is low. Does not meet optimal size. 

Abbreviations: CAPS = Clinician-Administered PTSD Scale; CES-D = Center for Epidemiologic Studies Depression Scale; CI = confidence interval; DTS = Davidson 
Trauma Scale; MD = mean difference; No = number; NR = not reported; PTSD = post-traumatic stress disorder; SDS = Sheehan Disability Scale; SPRINT = Short PTSD 
Rating Interview; TOP-8 = Treatment-outcome PTSD scale. 
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Question: Is risperidone efficacious for adults with PTSD? [Evidence from studies comparing risperidone with 
placebo] 
Bibliography: Bartzokis et al., 2005 (147); Hamner et al., 2003 (148); Krystal et al., 2011 (149); Monnelly et al., 2003 
(150); Reich et al., 2004 (151). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Risperidone Placebo Relative 
(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 5-24 weeks; measured with: CAPS; Better indicated by lower values) 

4 randomised 
trials 

serious1 no serious 
inconsistency 

no serious 
indirectness 

serious2 none 212 210 - MD 4.60 lower 
(9.01 to 0.2 lower) 
SMD 0.26 lower 

(0.52 lower to 0.01 
lower) 

⊕⊕ΟΟ 
LOW 

PTSD Symptom Reduction (follow-up 6 weeks; measured with: PCL-M; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious3 no serious 
indirectness 

very serious2 none 8 8 - -10.0 vs. -0.50,  
p=0.02 

⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid depression (follow-up 16 weeks; measured with: HAM-D; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious3 no serious 
indirectness 

very serious2 none 33 32 - -3.7 vs. -1.4, 
p>0.05 

⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid anxiety (follow-up 16 weeks; measured with: HAM-A; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious3 no serious 
indirectness 

very serious2 none 33 32 - -7.4 vs. -2.0, 
p<0.001 

⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid psychosis (follow-up 5 weeks; measured with: PANSS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious3 no serious 
indirectness 

very serious2 none 20 20 - -10.0 vs. -2.3, 
p≤0.05 

⊕ΟΟΟ 
VERY LOW 
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Adverse events leading to withdrawals (follow-up 5-24 weeks) 

5 randomised 
trials 

serious1 no serious 
inconsistency 

no serious 
indirectness 

very serious2 none 6/220  
(2.7%) 

  

5/218  
(2.3%) 

- 0 more per 100 
(from 2 fewer to 2 

more) 

 

⊕ΟΟΟ 
VERY LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, prevention/reduction of comorbid anxiety, quality of life, 
disability/functional impairment, and other serious adverse events). 

1 Included trials rated as medium risk of bias. 
2 Wide CI that contains clinically distinct/different conclusions. 
3 Single study. 

Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; HAM-A = Hamilton Anxiety Index; HAM-D = Hamilton Depression Index; No = number of patents; 
PANSS = Positive and Negative Syndrome Scale; PCL-M = PTSD Checklist Military; PTSD = post-traumatic stress disorder; WMD = weighted mean difference.  
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Question: Are benzodiazepines efficacious for adults with PTSD? [Evidence from studies comparing any 
benzodiazepine with placebo] 

Bibliography: No eligible studies were rated as low or medium risk of bias. Thus, no table is included for this medication. 
We did find 1 study that we rated high risk of bias. The trial (N=16) reported no statistically significant difference between 
subjects treated with alprazolam and those treated with placebo for reduction of PTSD symptoms (PTSD Scale: -4.3 vs. -
1.2, p=NS; IES: -3.3 vs. -0.3, p=NS) or reduction of comorbid depression (HAM-D: -1.1 vs. -0.8, p=NS). It reported greater 
reduction in anxiety for subjects treated with alprazolam (HAM-A: -7.7 vs. 0.2, p=0.02). 
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Question: Is citalopram efficacious for adults with PTSD? [Evidence from studies comparing citalopram with 
placebo] 
Bibliography: Tucker et al., 2003 (155); Tucker et al., 2004 (156).  

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Citalopram Placebo 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 10 weeks; measured with: CAPS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 25 10 - MD 7.98 higher (10.1 lower to 
26 higher) 

⊕ΟΟΟ 
VERY 
LOW 

PTSD Symptom Reduction (follow-up 10 weeks; measured with: IES; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious1 

none 25 10 - MD 7.8 higher (4.8 lower to 
20.5 higher) 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 10 weeks; measured with: BDI; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 25 10 - MD 0.47 lower (10.9 lower to 
10 higher) 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, prevention/reduction of comorbid anxiety, quality of life, 
disability/functional impairment, adverse events leading to withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Single study. 
3 Wide CI that contains clinically distinct conclusions. 
 

Abbreviations: BDI = Beck Depression Inventory; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; IES = Impact of Event Scale; MD = mean 
difference; No = number; PTSD = post-traumatic stress disorder. 
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Question: Is fluoxetine efficacious for adults with PTSD? [Evidence from studies comparing fluoxetine with 
placebo] 
Bibliography: Connor et al., 1999 (157); Meltzer-Brody et al., 2000 (158); Martenyi et al., 2002 (159); Martenyi et al., 
2006 (160); Martenyi et al., 2007 (161); van der Kolk et al., 1994 (162); van der Kolk et al. 2007 (113). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Fluoxetine Placebo 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 5-12 weeks; measured with: CAPS; Better indicated by lower values) 

4 randomised 
trials 

serious1 no serious 
inconsistency 

no serious 
indirectness 

no serious 
imprecision 

none 612 223 - MD 6.97 lower (10.4 to 
3.5 lower) 

SMD 0.28 lower (0.42 
lower to 0.14 lower) 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 5-12 weeks; measured with: DTS; Better indicated by lower values) 
3 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 576 190 - MD 8.19 lower (13.7 to 
2.7 lower) 

SMD 0.26 lower (0.45 
lower to 0.07 lower) 

⊕⊕⊕Ο 
MODERATE 

Remission (follow-up 8 weeks; assessed with: no longer having symptoms, Percent of subjects with CAPS less than 20) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 4/30  

(13.3%) 
3/29  

(10.3%) 
- 13% vs. 10%, p=0.72 ⊕ΟΟΟ 

VERY LOW 
Loss of Diagnosis (follow-up 8 weeks; assessed with: Percent of subjects no longer meeting criteria for PTSD diagnosis) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 22/30  

(73.3%) 
17/29  

(58.6%) 
- 73% vs. 59%, p=0.23 ⊕ΟΟΟ 

VERY LOW 
Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: MADRS; Better indicated by lower values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 549 163 - MD 2.4 lower (3.7 to 1.1 
lower) 

SMD 0.25 lower (0.44 
lower to 0.06 lower) 

⊕⊕⊕Ο 
MODERATE 
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Question: Is fluoxetine efficacious for adults with PTSD? [Evidence from studies comparing fluoxetine with 
placebo] (continued) 
Prevention/reduction of comorbid anxiety (follow-up 12 weeks; measured with: HAM-A; Better indicated by lower values) 

2 randomised 
trials 

serious1 no serious 
inconsistency 

no serious 
indirectness 

no serious 
imprecision 

none 549 163 - MD 2.1 lower (3.2 to 
0.9 lower) 

SMD 0.26 lower (0.42 
lower to 0.11 lower) 

⊕⊕⊕Ο 
MODERATE 

Quality of Life (follow-up 12 weeks; measured with: Change in SF-36 mental and physical sub-scores; Better indicated by higher values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious4 none 110 345 - Mental health sub-

score: 15.5 vs. 0.33, 
p<0.001 

Physical functioning 
sub-score: 8.62 vs. 

8.07, p=0.895 

⊕ΟΟΟ 
VERY LOW 

Disability/functional impairment (follow-up 12 weeks; measured with: SDS; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious4 none 27 27 - MD 5.8 lower (9.8 to 

1.8 lower) 
SMD 0.77 lower (1.33 
lower to 0.22 lower) 

⊕ΟΟΟ 
VERY LOW 

Adverse events leading to withdrawals (follow-up 12 weeks) 
3 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

serious3 none 34/576  
(5.9%) 

  

10/190  
(5.2%) 

- 1 fewer per 100 (from 
4 fewer to 3 more) 

 

⊕⊕ΟΟ 
LOW 

Other serious adverse events (follow-up 12 weeks; assessed with: Mortality and Suicide, Suicidal Ideation, or Self-Harm Behaviors) 
16 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 6/323  

(1.9%) 
  

0/88  
(0%) 

-  ⊕ΟΟΟ 
VERY LOW 

1 Included trials rated as medium risk of bias. 
2 Single study. 
3 The number of events is low. Does not meet optimal information size. 
4 Wide CI that contains clinically distinct conclusions. 
5 Data from subgroup analysis of subjects with combat-related PTSD in one trial (N=144 of the 301 from the main trial).160 

6 Data from a 12-week trial (N=411) (reference 161).The trial compared fluoxetine 20mg (n=163), fluoxetine 40mg (n=160), and placebo (n=88). It reported self-harm related events: 1 
patient in the fluoxetine 40mg group experience self-harmful behaviors; 1 patient in the 20mg fluoxetine group experienced thoughts of self- mutilation, and 4 patients experienced 
suicidal ideation (1 in the fluoxetine 20mg group and 3 in the 40mg group). Study authors considered 2 of these to be serious adverse events: 1 patient with thoughts of self-mutilation 
in the fluoxetine 20mg group and 1 with suicidal ideation in the fluoxetine 40mg group. 
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Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; DTS = Davidson Trauma Scale; HAM-A = Hamilton Anxiety Index; MADRS = Montgomery-
Asberg Depression Rating Scale; MD = mean difference; No = number; PCL-M = PTSD Checklist Military; PTSD = post-traumatic stress disorder; SDS = Sheehan Disability Scale; 
SF-36 = 36-Item Short Form Health Survey. 
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Question: Is paroxetine efficacious for adults with PTSD? [Evidence from studies comparing paroxetine with 
placebo] 
Bibliography: Marshall et al., 2001 (163); Simon et al., 2008 (164); Tucker et al., 2001 (134).  

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Paroxetine Placebo 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 10-12 weeks; measured with: CAPS; Better indicated by lower values) 

2 randomised 
trials 

serious1 no serious 
inconsistency 

no serious 
indirectness 

no serious 
imprecision 

none 538 536 - MD 12.6 lower (15.7 to 9.5 
lower) 

SMD 0.49 lower (0.61 lower to 
0.37 lower) 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 10-12 weeks; measured with: DTS; Better indicated by lower values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 538 536 - MD 12.2 lower (15.8 to 8.7 
lower) 

SMD 0.41 lower (0.53 lower to 
0.29 lower) 

⊕⊕⊕Ο 
MODERATE 

Remission (follow-up 10-12 weeks; measured with: no longer having symptoms; Better indicated by lower values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 174 174 - 12.9% more subjects in 
paroxetine group achieved 

remission (p=0.008)2 

SMD 0.49 lower (0.64 lower to 
0.34 lower) 

⊕⊕⊕Ο 
MODERATE 

Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: MADRS; Better indicated by lower values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 538 348 - MD 5.7 lower (7.1 to 4.3 lower) ⊕⊕⊕Ο 
MODERATE 

Disability/functional impairment (follow-up 12 weeks; measured with: Sheehan Disability Scale; Better indicated by lower values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 538 348 - MD 2.3 lower (3.3 to 1.4 lower) 
SMD 0.29 lower (0.41 lower to 

0.17 lower) 

⊕⊕⊕Ο 
MODERATE 
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Question: Is paroxetine efficacious for adults with PTSD? [Evidence from studies comparing paroxetine with 
placebo] (continued) 
Adverse events leading to withdrawals (follow-up 10-12 weeks) 

3 randomised 
trials 

serious1 no serious 
inconsistency 

no serious 
indirectness 

no serious 
imprecision 

none 68/549  
(12.4%) 

  

29/362  
(8%) 

- 4 more per 100 (from 0 more to 
7 more) 

 

⊕⊕⊕Ο 
MODERATE 

Other serious adverse events (follow-up 10 weeks) 

15 randomised 
trials 

serious1 serious3 no serious 
indirectness 

very serious4 none 1/11  
(9.1%) 

  

0/14  
(0%) 

-  ⊕ΟΟΟ 
VERY LOW 

Note: The table does not include rows for outcomes for which we found zero studies (loss of diagnosis, prevention/reduction of comorbid anxiety, and quality of life). 

1 Included trials rated as medium risk of bias. 
2 Data is the best available evidence from a trial of paroxetine (N=323) that defined remission as a CAPS-2 total score less than 20 and found a significantly greater proportion of 
paroxetine-treated subjects achieved remission compared with placebo at week 12 (29.4% vs. 16.5%, p=0.008). The difference (12.9% difference between paroxetine and placebo) 
would translate to a number needed to treat of 7.8 to achieve one remission. (Tucker et al., 2001) The other trial contributing data for this outcome found similar percentages of 
subjects achieving remission (33% vs. 14%), but it was underpowered to detect anything but a very large difference for this outcome. (Simon et al., 2008)  
3 Single study. 
4 The number of events is low. Does not meet optimal information size. 
5 One 10-week trial (N=25) that compared paroxetine and placebo (reference 164). The trial reported one inpatient psychiatric hospitalization for suicidal ideation for a patient with a 
previous history of suicidal ideation who was taking paroxetine. 
 

Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; DTS = Davidson Trauma Scale; MADRS = Montgomery-Asberg Depression Rating 
Scale; No = number; PTSD = post-traumatic stress disorder. 
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Question: Is sertraline efficacious for adults with PTSD? [Evidence from studies comparing sertraline with 
placebo]  
Bibliography: Brady et al., 2000 (165); Brady et al., 2005 (166); Davidson et al., 2001 (167); Davidson et al., 2006 (133); 
Friedman et al., 2007 (168); Panahi et al., 2011 (169); Tucker et al. 2003 (155); Tucker et al. 2004 (156); Zohar et al., 
2002 (170).  

Quality assessment No of patients Effect 
Quality 

 

No of 
studies Design Risk of 

bias Inconsistency Indirectness Imprecision Other 
considerations Sertraline Placebo 

Relative 
(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 5-12 weeks; measured with: CAPS; Better indicated by lower values) 
7 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 583 572 - MD 4.87 lower (7.4 to 2.4 
lower) 

SMD 0.20 lower (0.36 
lower to 0.04 lower) 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: DTS; Better indicated by lower values) 
4 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 453 463 - MD 7.7 lower (12.9 to 2.4 
lower) 

SMD 0.26 lower (0.46 
lower to 0.06 lower) 

⊕⊕⊕Ο 
MODERATE 

Remission (follow-up 12 weeks; measured with: no longer having symptoms: Percent of subjects achieving CAPS-SX 17 score less than 20; Better indicated by lower 
values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious3 none 173 179 - 24.3% vs. 19.6%, p=NS 

(NR) 
⊕ΟΟΟ 

VERY LOW 
Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: HAM-D; Better indicated by lower values) 
5 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

serious5 none 502 508 - MD 0.77 lower (2.1 lower 
to 0.55 higher) 

SMD 0.10 lower (0.24 
lower to 0.05 higher) 

⊕⊕ΟΟ 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 12 weeks; measured with: HAM-A; Better indicated by lower values) 
2 randomised 

trials 
serious1 serious4 no serious 

indirectness 
serious5 none 186 191 - MD 0.19 higher (3.14 

lower to 3.51 higher) 
SMD 0.02 higher (0.34 
lower to 0.38 higher) 

⊕ΟΟΟ 
VERY LOW 
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Question: Is sertraline efficacious for adults with PTSD? [Evidence from studies comparing sertraline with 
placebo] (continued) 
Quality of Life (follow-up 12 weeks; measured with: Q-LES-Q; Better indicated by higher values) 
2 randomised 

trials 
serious1 serious4 no serious 

indirectness 
serious5 none 267 272 - MD 4.9 higher (0.88 lower 

to 10.7 higher) 
SMD 0.29 higher (0.06 
higher to 0.52 higher) 

⊕ΟΟΟ 
VERY LOW 

Disability/functional impairment (follow-up 12 weeks; measured with: SDS; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious5 none 173 179 - MD 1.65 lower (3.4 lower 

to 0.12 higher) 
SMD 0.20 lower (0.41 
lower to 0.01 higher) 

⊕ΟΟΟ 
VERY LOW 

Adverse events leading to withdrawals (follow-up 10-12 weeks) 
7 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

serious6 none 52/560  
(9.3%) 

  

36/562  
(6.4%) 

- 1 more per 100 (from 1 
fewer to 4 more) 

 

⊕⊕ΟΟ 
LOW 

Other serious adverse events (follow-up 10 weeks) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very serious6 none 0/23  

(0%) 
  

0/10  
(0%) 

-  ⊕ΟΟΟ 
VERY LOW 

Note: The table does not include rows for outcomes for which we found zero studies (loss of diagnosis). 

1 Included trials rated as medium risk of bias. 
2 Single study. 
3 Unknown. 
4 Conflicting findings across studies. 
5 Wide CI that contains clinically distinct conclusions. 
6 The number of events is low. Does not meet optimal information size. 

Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; DTS = Davidson Trauma Scale; HAM-A = Hamilton Anxiety Index; HAM-D = Hamilton Depression 
Index; MD = mean difference; No = number; PTSD = post-traumatic stress disorder; Q-LES-Q = Quality of Life Enjoyment and Satisfaction Questionnaire-Short Form; SDS = Sheehan 
Disability Scale. 
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Question: Is venlafaxine efficacious for adults with PTSD? [Evidence from studies comparing venlafaxine with 
placebo] 
Bibliography: Davidson et al., 2006 (133); Davidson et al., 2006 (173). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Venlafaxine Placebo 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 12-24 weeks; measured with: CAPS; Better indicated by lower values) 

2 randomised 
trials 

serious1 no serious 
inconsistency 

no serious 
indirectness 

no serious 
imprecision 

none 340 347 - MD 7.15 lower (11.02 to 
3.28 lower) 

SMD 0.28 lower (0.43 
lower to 0.13 lower) 

⊕⊕⊕Ο 
MODERATE 

Remission (follow-up 12-24 weeks; assessed with: no longer having symptoms) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 123/340  
(36.2%) 

83/344  
(24.1%) 

- 12 more per 100 (from 5 
more to 19 more) 

⊕⊕⊕Ο 
MODERATE 

Prevention/reduction of comorbid depression (follow-up 12-24 weeks; measured with: HAM-D; Better indicated by lower values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 340 347 - MD 2.08 lower (3.12 to 
1.04 lower) 

SMD 0.30 lower (0.46 
lower to 0.14 lower) 

⊕⊕⊕Ο 
MODERATE 

Quality of Life (follow-up 12-24 weeks; measured with: Q-LES-Q; Better indicated by higher values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 340 347 - MD 3.42 higher (1.58 to 
5.26 higher) 

SMD 0.28 higher (0.13 
higher to 0.43 higher) 

⊕⊕⊕Ο 
MODERATE 

Disability/functional impairment (follow-up 12-24 weeks; measured with: SDS; Better indicated by lower values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 340 347 - MD 2.06 lower (3.28 to 
0.84 lower) 

SMD 0.25 lower (0.40 
lower to 0.10 lower) 

⊕⊕⊕Ο 
MODERATE 
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Question: Is venlafaxine efficacious for adults with PTSD? [Evidence from studies comparing venlafaxine with 
placebo] (continued) 
Disability/functional impairment (follow-up 12-24 weeks; measured with: GAF; Better indicated by higher values) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 340 347 - MD 3.41 higher (1.41 to 
5.4 higher) 

SMD 0.25 higher (0.10 
higher to 0.40 higher) 

⊕⊕⊕Ο 
MODERATE 

Adverse events leading to withdrawals (follow-up 12-24 weeks) 
2 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

serious2 none 32/340  
(9.4%) 

  

28/347  
(8.1%) 

 

- 2 more per 100 (from 3 
fewer to 7 more) 

 

⊕⊕ΟΟ 
LOW 

Other serious adverse events 
14 randomised 

trials 
serious1 serious3 no serious 

indirectness 
serious2 none 1/179  

(0.56%) 
  

0/179  
(0%) 

 

-  ⊕ΟΟΟ 
VERY LOW 

Note: The table does not include rows for outcomes for which we found zero studies (loss of diagnosis, prevention/reduction of comorbid anxiety). 

1 Included trials rated as medium risk of bias. 
2 The number of events is low. Does not meet optimal information size.  
3 Single study  
4 12-week trial (N=538) that compared venlafaxine, sertraline, and placebo. (Davidson et al., 2006) The trial reported that 1 patient randomized to the venlafaxine ER group died, 
secondary to acute coronary insufficiency. The investigators considered the death unrelated to study medication—the subject was an obese 62-year-old veteran who was a smoker 
with a history of treated type 2 diabetes, elevated cholesterol, and cardiac problems. 
 

Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; GAF = Global Assessment of Functioning; HAM-D = Hamilton Depression Index; MD = mean 
difference; No = number; PTSD = post-traumatic stress disorder; Q-LES-Q-SF = Quality of Life Enjoyment and Satisfaction Questionnaire-Short Form; SDS = Sheehan Disability 
Scale. 
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Question: Are tricyclic antidepressants efficacious for adults with PTSD? [Evidence from studies comparing 
tricyclic antidepressants with placebo] 

Bibliography: No eligible studies were rated as low or medium risk of bias. We rated three trials otherwise meeting 
criteria for this section as high risk of bias (Davidson et al., 1990 (174); Davidson et al., 1993 (175); Reist et al., 1989 
(176); Kosten et al., 1991 (177)). Briefly, the trials only analyzed subjects who completed treatment (did not use an 
intention-to-treat analysis) and/or had very high dropout rates. 
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Question: Is bupropion efficacious for adults with PTSD? [Evidence from studies comparing bupropion with 
placebo] 
Bibliography: Becker et al., 2007(178). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Bupropion Placebo 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 8 weeks; measured with: CAPS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 184 10 - -12.33 vs. -16.99, 
p=NS 

⊕ΟΟΟ 
VERY 
LOW 

PTSD Symptom Reduction (follow-up 8 weeks; measured with: DTS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 184 10 - -13.22 vs. -10.6, 
p=NS 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 8 weeks; measured with: BDI; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 184 10 - -3.22 vs. -3.61, p=NS ⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, prevention/reduction of comorbid anxiety, quality of life, 
disability/functional impairment, adverse events leading to withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Single Study. 
3 Wide CI that contains clinically distinct/different conclusions. 
4 Thirty subjects were randomized; exact numbers randomized to each group NR; authors report that 18 received bupropion and 10 received placebo; 2 dropped out prior to treatment. 

Abbreviations: BDI = Beck Depression Inventory; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; DTS = Davidson Trauma Scale; No = number; NS = not 
significant; PTSD = post-traumatic stress disorder. 
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Question: Is mirtazapine efficacious for adults with PTSD? [Evidence from studies comparing mirtazapine with 
placebo] 
Bibliography: Davidson et al., 2003 (179). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Mirtazapine Placebo 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 8 weeks; measured with: DTS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 174 9 - -20.7 vs.-11.2, 
p=NS 

⊕ΟΟΟ 
VERY 
LOW 

PTSD Symptom Reduction (follow-up 8 weeks; measured with: SPRINT; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 174 9 - -9.3 vs. -5.6, p=0.20 ⊕ΟΟΟ 
VERY 
LOW 

PTSD Symptom Reduction (follow-up 8 weeks; measured with: SIPS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 174 9 - -17.3 vs. -6.5, 
p=0.04 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 8 weeks; measured with: HADS-D; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 174 9 - -2.2 vs. -0.5, p=NS ⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 8 weeks; measured with: HADS-A; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very 
serious3 

none 174 9 - -2.8 vs. -1.2, p<0.05 ⊕ΟΟΟ 
VERY 
LOW 
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Question: Is mirtazapine efficacious for adults with PTSD? [Evidence from studies comparing mirtazapine with 
placebo] (continued) 
Adverse events leading to withdrawals (follow-up 8 weeks) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

very serious5 none 3/17  
(17.6%) 

  

3/9  
(33.3%) 

- 16 fewer per 100 
(from 51 fewer to 

20 more) 

 

⊕ΟΟΟ 
VERY LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, quality of life, disability/functional impairment, and other serious 
adverse events). 

1 Included trial rated as medium risk of bias. 
2 Single study. 
3 Wide CIs that contains clinically distinct conclusions. 
4 A total of 29 subjects were randomized: 3 subjects dropped out early, 17 received mirtazapine, and 9 received placebo.  
5 The number of events is low. Does not meet optimal information size. 

Abbreviations: CI = confidence interval; DTS = Davidson Trauma Scale; HADS = Hospital Anxiety and Depression Scale; No = number; NS = not significant; PTSD = post-traumatic 
stress disorder; SIP = Structured Interview for PTSD; SPRINT = Short PTSD Rating Interview. 
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Question: Is paroxetine more efficacious than desipramine for adults with PTSD? [Evidence from studies 
comparing paroxetine with desipramine] 

Bibliography: Petrakis et al., 2012 (132). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Paroxetine Desiprimine 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: CAPS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious3 none 42 46 - -33.5 vs. -33.2 vs. -35.7 vs. -
36.4, p=NS 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: HAM-D; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious3 none 42 46 - -3.9 vs. -2.7 vs. -2.6 vs. -4.2, 
p=NS 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid alcohol dependence (follow-up 12 weeks; measured with: heavy drinking days and drinks per drinking day; Better indicated by lower 
values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious4 none 42 46 - Greater reduction with 
desipramine4 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, quality of life, disability/functional impairment, adverse events 
leading to withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Single study. 
3 Wide CIs that contains clinically distinct conclusions. 
4 Actual data NR for drinking outcomes; p=0.009 for percentage of heavy drinking days and p=0.027 for drinks per drinking day; shown in Figure only; magnitude of difference NR and 
difficult to read clearly from the Figure, all groups ended up less than 20 standard drinks per week (from baselines above 70 drinks per week), but it appears that the Desipramine 
groups ended up in the 0 to 10 drinks per week range and the paroxetine groups ended up in the 10-20 range at the 12 week endpoint. Data are from 1 trial of veterans with PTSD and 
comorbid alcohol dependence that compared Paroxetine + Naltrexone, Paroxetine + Placebo, Desiprimine + Naltrexone, and Desipramine + Placebo.  
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Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; HAM-D = Hamilton Depression Index; No = number; NS = not significant; PTSD = post-traumatic 
stress disorder. 
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Question: Is venlafaxine ER more efficacious than sertraline for adults with PTSD? [Evidence from studies 
comparing venlafaxine ER with sertraline] 

Bibliography: Davidson et al., 2006 (133). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Venlafaxine 

ER Sertraline 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: CAPS-SX 17; Better indicated by lower values) 

1 randomised 
trials 

serious1 no serious 
inconsistency2 

no serious 
indirectness 

no serious 
imprecision 

none 179 173 - -41.5 vs. -39.4 
p=0.49 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: DTS; Better indicated by lower values) 

1 randomised 
trials 

serious1 no serious 
inconsistency2 

no serious 
indirectness 

no serious 
imprecision 

none 179 173 - -42.9 vs. -38.9, 
p=0.25 

⊕⊕⊕Ο 
MODERATE 

Remission (follow-up 12 weeks; assessed with: no longer having symptoms: SX17 score of <20 at week 12) 

1 randomised 
trials 

serious1 no serious 
inconsistency2 

no serious 
indirectness 

no serious 
imprecision 

none 53/179  
(29.6%) 

43/173  
(24.9%) 

- V vs. S vs. P 

~30% vs. ~25% vs. 
~20% 

p<0.05 for V vs. P 

p=NS S vs. P and 
for V vs. S 

⊕⊕⊕Ο 
MODERATE 

Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: HAM-D; Better indicated by lower values) 
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1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

no serious 
imprecision 

none 179 173 - -7.09 vs. -6.42 vs. -
5.54 
P values:  
0.38 for V vs. S  
0.04 for V vs. P  
0.24 for S vs. P 

⊕⊕ΟΟ 
LOW 

 

 
Question: Is venlafaxine ER more efficacious than sertraline for adults with PTSD? [Evidence from studies 
comparing venlafaxine ER with sertraline] (continued) 
Quality of Life (follow-up 12 weeks; measured with: Q-LES-Q; Better indicated by higher values) 

1 randomised 
trials 

serious1 no serious inconsistency2 no serious indirectness no serious imprecision none 179 173 - 11.5 vs. 11.2 vs. 8.8 
P values:  
V vs. P 0.033;  
S vs. P 0.068;  
V vs. S 0.782 

⊕⊕⊕Ο 
MODERATE 

Disability/functional impairment (follow-up 12 weeks; measured with: SDS; Better indicated by lower values) 

1 randomised 
trials 

serious1 no serious inconsistency2 no serious indirectness no serious imprecision none 179 173 - -8.5 vs. -8.2 vs. -6.5 
P values:  
V vs. P 0.025;  
S vs. P 0.068;  
V vs. S 0.683 

⊕⊕⊕Ο 
MODERATE 

Note: The table does not include rows for outcomes for which we found zero studies (loss of diagnosis, prevention/reduction of comorbid anxiety, adverse events leading to 
withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Data are from 1 multicenter trial comparing venlafaxine ER, sertraline, and placebo. Although this is a single trial, it was a large multicenter trial including 59 outpatient centers in the 
US. We considered this in our SOE grade. 

Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; DTS = Davidson Trauma Scale; HAM-D = Hamilton Depression Index; No = number; P= placebo; 
PTSD = post-traumatic stress disorder; Q-LES-Q = Quality of Life Enjoyment and Satisfaction Questionnaire-Short Form; S = sertraline; SDS = Sheehan Disability Scale; V = 
venlafaxine ER. 
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Question: Is sertraline more efficacious than citalopram for adults with PTSD? [Evidence from studies comparing 
sertraline with citalopram] 
Bibliography: Tucker et al., 2003 (155); Tucker et al., 2004 (156).  

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Sertraline Citalopram 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 10 weeks; measured with: CAPS; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious3 none 23 25 - S vs. C vs. placebo: 
-41.8 vs. -30.7 vs. -38.7, 
p=NS 

⊕ΟΟΟ 
VERY 
LOW 

PTSD Symptom Reduction (follow-up 10 weeks; measured with: IES; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious3 none 23 25 - -29.1 vs. -19.3 vs. -33.2, 
p=NS 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 10 weeks; measured with: BDI; Better indicated by lower values) 

1 randomised 
trials 

serious1 serious2 no serious 
indirectness 

serious3 none 23 25 - -13.4 vs. -16.1 vs. -15.6, 
p=NR 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, prevention/reduction of comorbid anxiety, quality of life, 
disability/functional impairment, adverse events leading to withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Single study 
3 Wide CIs that contain clinically distinct conclusions 

Abbreviations: BDI = Beck Depression Inventory; C = citalopram; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; IES = Impact of Events Scale; No = number; 
PTSD = post-traumatic stress disorder; S = sertraline. 
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Head-to-Head Trials of Psychological and Pharmacological Treatments 

Question: What is the comparative effectiveness of fluoxetine and EMDR for adults with PTSD? [Evidence from 
studies comparing fluoxetine with EMDR] 
Bibliography: van der Kolk et al., 2007 (133). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations Fluoxetine EMDR 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 8 weeks; measured with: CAPS; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious3 

none 30 29 - CAPS (1 week): -31.03 vs. -36.85, 
NS (post-treatment)4 

⊕ΟΟΟ 
VERY 
LOW 

Remission (follow-up 8 weeks; assessed with: no longer having symptoms) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious5 

none 4/30  
(13.3%) 

8/29  
(27.6%) 

- 13% vs. 28%, NS (post)6 
 

⊕ΟΟΟ 
VERY 
LOW 

Loss of Diagnosis (follow-up 8 weeks) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious5 

none 22/30  
(73.3%) 

22/29  
(75.9%) 

- 73% vs. 76%, NS (post)7 ⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 8 weeks; measured with: BDI; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious3 

none 30 29 - -5.78 vs. -6.99, NS (post) 8 ⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (prevention/reduction of comorbid anxiety, quality of life, disability/functional impairment, adverse 
events leading to withdrawals, and other serious adverse events). 

 
1 Included trial rated as medium risk of bias. 
2 Single study. 
3 Wide CIs that contain clinically distinct conclusion. 
4 Results for CAPS 1 week at post were not significant; CAPS 1 month at 6 months: -33.78 vs. -45.91, p<0.005 . 
5 The number of events is low. Does not meet optimal information size. 
6 Results at 6 month follow-up:  0% vs. 58%, p<0.001. 
7 Results at 6 month follow-up: 73% vs. 88%, NS. 
8 Results at 6 month follow-up: -4.2 vs. -10.95, p<0.001. 
 
Abbreviations: BDI = Beck Depression Inventory; CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; EMDR = eye movement desensitization and reprocessing; No 
= number; NS = not significant; PTSD = post-traumatic stress disorder. 
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Question: What is the comparative effectiveness of prolonged exposure plus paroxetine vs. prolonged exposure 
plus placebo for adults with PTSD? [Evidence from studies comparing prolonged exposure plus paroxetine with 
prolonged exposure plus placebo] 
Bibliography: Schneier et al., 2012 (183). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Prolonged 

exposure plus 
paroxetine 

Paroxetine 
plus placebo 

Relative 
(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 10-22 weeks; measured with: CAPS, mean change from baseline to week 10; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious3 

none 19 18 - -51.1 vs. -29.8, 
p=0.01 

⊕ΟΟΟ 
VERY 
LOW 

Remission (follow-up 10-22 weeks; assessed with: no longer having symptoms) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious4 

none 8/19  
(42.1%) 

3/18  
(16.7%) 

Modeled data: 
OR 12.6 (1.23 to 

129) 

42% vs. 17% ⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 10-22 weeks; measured with: HAM-D; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious3 

none 19 18 - HAMD: -9.2 vs. -
5.2, p=0.14 

⊕ΟΟΟ 
VERY 
LOW 

Quality of Life (follow-up 10-22 weeks; measured with: Q-LES-Q; Better indicated by higher values) 
1 randomised 

trials 
very 
serious1,5 

serious2 no serious 
indirectness 

very 
serious3 

none 19 18 - Increase in Q-LES-
Q: 20.8 vs. 9.4, 
p=0.02 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (loss of diagnosis, prevention/reduction of comorbid anxiety, disability/functional impairment, 
adverse events leading to withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Single study 
3 Wide CIs that contains clinically distinct conclusions. 
4 The number of events is low. Does not meet optimal information size. 
5 Medium to high risk of bias for this outcome. 
 
Abbreviations: CAPS = Clinician-Administered PTSD Scale; CI = confidence interval; HAM-D = Hamilton Depression Index; No = number; OR = odds ratio; PTSD = post-traumatic 
stress disorder; Q-LES-Q = Quality of Life Enjoyment and Satisfaction Questionnaire-Short Form.



 

204 
 

Question: What is the comparative effectiveness of sertraline plus prolonged exposure vs. sertraline for adults 
with PTSD? [Evidence from studies comparing sertraline plus prolonged exposure with sertraline] 
Bibliography: Rothbaum et al., 2006 (184). 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies Design Risk of 
bias Inconsistency Indirectness Imprecision Other 

considerations 
Sertraline plus prolonged 

exposure Sertraline 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 6 weeks; measured with: change from baseline in SIP; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious3 

none 34 31 - 5.9 with 
p<0.001 vs.  
-0.3 with p NS 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 6 weeks; measured with: BDI; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious3 

none 34 31 - -3.2 vs. +0.3, 
p=NS 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 6 weeks; measured with: STAI-S; Better indicated by lower values) 
1 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very 
serious3 

none 34 31 - -3.9 vs. 0, 
p=NS 

⊕ΟΟΟ 
VERY 
LOW 

Note: The table does not include rows for outcomes for which we found zero studies (remission, loss of diagnosis, quality of life, disability/functional impairment, adverse events 
leading to withdrawals, and other serious adverse events). 

1 Included trial rated as medium risk of bias. 
2 Single study. 
3 Wide CIs that contains clinically distinct conclusions. 
 
Abbreviations: BDI = Beck Depression Inventory; CI = confidence interval; No = number; NS = not significant; PTSD = post-traumatic stress disorder; SIP = Structured Interview for 
PTSD; STAI = State-Trait Anxiety Inventory. 
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Outcome Measures and Instruments used in Evidence Profiles 
Abbreviated 
Name Complete Name  Description 

Range/Meaning of 
Possible Scores 

Improvement 
Indicated by  

BDI Beck Depression 
Inventory 

21-item measure used to assess 
depression. Self-report or verbally 
administered by a trained professional 
administrator. Administration time 
approximately 5 minutes. 

0 to 63 Decrease 

CAPS Clinician-Administered 
PTSD Scale 

30-item structured interview 
administered by a trained professional. 
Corresponds to the DSM-IV criteria for 
PTSD symptoms, impact on 
functioning, response validity, lifetime 
diagnosis, and overall PTSD severity.  
Time frame for assessment includes 
past week, month, or worst month 
since trauma.  Administration time 
approximately 45 to 60 minutes. 

0 to136 Decrease 

DTS Davidson Trauma 
Scale 

17-item self-report measure that 
assesses the 17 DSM-IV symptoms of 
PTSD.  Each item corresponds to a 
DSM-IV symptom of PTSD, and each 
symptom is rated in terms of frequency 
and severity. Scores can be calculated 
for each of the 3 PTSD symptom 
clusters (B, C, and D).  Administration 
time approximately 10 minutes.   

0 to 136 Decrease 

GAF Global Assessment of 
Functioning 

Clinician administered scale used to 
assess the social, occupational, and 
psychological functioning of adults. 

0 to 100  Increase 

HADS Hospital Anxiety and 
Depression Scale 

14-item self-report measure 
developed to assess anxiety and 
depression in non-psychiatric 
populations. Meant to differentiate 

0 to 42 Decrease 



 

219 
 

Abbreviated 
Name Complete Name  Description 

Range/Meaning of 
Possible Scores 

Improvement 
Indicated by  

symptoms of depression with those 
of anxiety.  Administration time 5 
minutes. 

HAM-A or 
HAS 

Hamilton Anxiety 
Scale 

14-item clinician administered measure 
used to assess the severity of anxiety 
symptoms. Administration time 10 to 
15 minutes. 

0 to 56 Decrease 

HAM-D Hamilton Depression 
Scale 

17 or 21 item (depending on version) 
clinician administered scale used to 
measure the severity of depressive 
symptoms.  Administration time 15 to 
20 minutes. 

0 to 54 (17 item) Decrease 

IES Impact of Event Scale 15-item self-reported measure used to 
assess the frequency with which 
experiences of “intrusions,” 
“avoidance,” and emotional numbing 
related to stressful events occurred in 
the last week. A total distress score is 
calculated by summing all 15 item 
responses.  

0 to 75 Decrease 

IES-R Impact of Events 
Scale-Revised 

22-item self-report measure that 
assesses subjective distress caused 
by traumatic events. Contains 7 items 
more than the IES regarding 
hyperarousal symptoms of PTSD. 
Items correspond directly to 14 of the 
17 DSM-IV symptoms of PTSD. 
Subscales can be computed for 
Intrusion, Avoidance, and 
Hyperarousal. 

0 to 88 Decrease 

MADRS Montgomery-Asberg 
Depression Rating 
Scale 

10-item clinician rated measure that 
assesses the severity of depression. 
Administration time approximately 15 
minutes.   

0 to 60  Decrease 
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Abbreviated 
Name Complete Name  Description 

Range/Meaning of 
Possible Scores 

Improvement 
Indicated by  

MISS or M-
PTSD 

Mississippi Scale for 
Combat-related PTSD 

35-item self-report questionnaire used 
to assess DSM-III combat-related 
PTSD and related features 
(depression, suicidality, and substance 
abuse). Administration time 
approximately 10 to 15minutes. 

35 to 175 Decrease 

MPSS-SR Modified PTSD 
Symptom Scale 

17-item self-report measure that 
assesses the 17 DSM-III-R symptoms 
of PTSD. Measure is a modification of 
the PTSD Symptom Scale (PSS). 
Major modifications are that items are 
not keyed to any particular traumatic 
event and that the MPSS-SR includes 
severity ratings in addition to the 
original measure’s frequency ratings 
for each item. It can be used to make a 
preliminary determination of the 
diagnosis of PTSD using either DSM-
III-R criteria or a frequency, severity, or 
total score cutoff scores.  It can be 
scored as a continuous measure of 
PTSD symptom severity. 

0 to 68 (intensity) 
0 to 51 (frequency) 

Decrease 

PTDS or PDS Posttraumatic 
Diagnostic Scale 

49- item self report measure for 
severity of PTSD symptoms related to 
a single identified traumatic event. 
Assesses all DSM-IV criteria (A-F) in 
the past month (time frame can be 
adjusted).  Four sections include: 
trauma checklist, description of post 
traumatic event, assessment of 17 
PTSD symptoms, and interference of 
symptoms.  Total severity score 
reflecting frequency of 17 PTSD 
symptoms. 

0 to 51 Decrease 
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Abbreviated 
Name Complete Name  Description 

Range/Meaning of 
Possible Scores 

Improvement 
Indicated by  

PCL PTSD Checklist 17-item self-report measure of the 17 
DSM-IV symptoms of PTSD. 
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).  
Administration time approximately 5 
to10 minutes. 

17 to 85 Decrease 

PTSD-I PTSD Interview Structured clinical interview. 
Patients given a copy of scale to read 
along with interviewer and asked to 
give subjective ratings for each 
symptom. 

 Decrease 

PSS-I PTSD Symptom Scale 
Interview 

17-item semistructured interview 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. 
Interviewees are asked about 
symptoms they have experienced in 
the past 2 weeks. Administration time 
approximately 20 minutes. 

0 to 51 Decrease 

PSS-SR PTSD Symptom Scale 
Self-report Version 

17-item self-report scale used to 
diagnose PTSD according to DSM-III-
R criteria. Assesses the severity of 
PTSD symptoms (consists of the same 
17 items as the PSS-I). 

0 to 51 Decrease 

Q-LES-Q-SF Quality of Life 
Enjoyment and 
Satisfaction 

16-item self-report questionnaire that 
assesses overall enjoyment and 
satisfaction with physical health, mood, 

14 to 70 Increase 
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Abbreviated 
Name Complete Name  Description 

Range/Meaning of 
Possible Scores 

Improvement 
Indicated by  

Questionnaire-Short 
Form 

work, household and leisure activities, 
social and family relationships, daily 
functioning, sexual life, economic 
status, overall well-being and 
medications. 

SF-36 36-Item Short Form 
Health Survey 

36-item scale of patient health status. 
Administration time less than 15 
minutes   

0 to 100 (mean) Increase 

SI-PTSD or 
SIP 

Structured Interview 
for PTSD 

Assesses the 17 PTSD symptoms as 
well as survival and behavioral guilt.  
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.  Administration time 
approximately 20 to 30 minutes. 

0 to 68 Decrease 

SCID Structured Clinical 
Interview PTSD 
Module 

Semistructured interview used to 
assess the prevalence, absence, and 
subthreshold presence of PTSD used 
across trauma populations. 
Consists of separate modules 
corresponding to categories of 
diagnoses. Administration time 25 
minutes. 

Not quantitatively 
scored 

Decrease 

SCL-90-R Symptom Checklist- 
90-Revised 

90-item self-report questionnaire used 
to assess a broad range of 
psychological problems, symptoms of 
psychopathology, patient progress, 
and treatment outcomes. 
Administration time approximately 12 
to15 minutes. 

0 to 360 Decrease 

SDS Sheehan Disability 5-item self-report measure developed 0 to 30 Decrease 
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Abbreviated 
Name Complete Name  Description 

Range/Meaning of 
Possible Scores 

Improvement 
Indicated by  

Scale to assess functional impairment in 
work/school, social and family life.   

SF-12  Medical Outcome 
Study Self-Report 
Form  

12-item self-report measure of overall 
health status.  Administration time less 
than 15 minutes. 

0 to 100 Increase 

SPRINT Short PTSD Rating 
Interview 

8-item self-report measure that 
assesses the core symptoms of PTSD 
(intrusion, avoidance, numbing, 
arousal), somatic malaise, stress 
vulnerability, and role and social 
functional impairment. 

0 to 32 Decrease 

STAI State-Trait Anxiety 
Inventory 

20-item self-report measure that 
assesses state and trait anxiety.  
Administration time approximately 10 
to 20 minutes. 

20 to 80 Decrease 

TOP-8 Treatment-outcome 
posttraumatic stress 
disorder scale  

8-item measure based on all three 
symptom clusters of post-traumatic 
stress disorder. 

0 to 32 Decrease 

WAS Work and Social 
Adjustment Scale 

5-item measure of general social 
impairment.   

0 to 40  Decrease 
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Appendix D 

Decision Tables 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 1- Efficacy of Cognitive Processing Therapy 

Pages 27-29 (study characteristics) and 29-35 (results) of RTI-UNC Systematic Review. 

Factor 

I. Aggregate/Global  

        Strength of Evidence (SOE)        
(from evidence profiles) 

II. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

• Harms of the Treatment 

• Burdens of Treatment 

(Note- do not include financial cost) 
 

Balance of Benefits and 
Harms/Burdens of Treatment 
III. Patient Values and 

Preferences 

IV. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 
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 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic #1- Efficacy of Cognitive Processing Therapy (Chard et al., 2005; Forbes et al., 2012; Monson et al., 2006; Resick et al., 2002; 
Resick, et al., 2003; Resick, et al., 2012) 

Question: Is cognitive processing therapy efficacious for adults with PTSD? [Evidence from studies comparing cognitive 
processing therapy with inactive controls] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction  X   

Loss of diagnosis  X   

Prevention or reduction of comorbid depression  X   

Prevention or reduction of comorbid anxiety    X 

Quality of life    X 

     

Outcomes for which no studies were found: remission, disability or functional impairment, adverse 
events leading to withdrawals, and other serious adverse events. 

 
 
 
 
 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
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Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐ Low  
X Insufficient/ Very Low  

 
 
Notes/Comments: 
 
 
Because harms are not reported and that is a critical outcome, the SOE is rated as insufficient/ very low. 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
 
 

 

No of 
patients Effect 

Quality 

 
No of 

studies  CPT Contr
ol 

Relativ
e 

(95% 
CI) 

Absolute 

PTSD symptom reduction: mean change from baseline to end of treatment (follow-up 6-17 weeks; measured with: CAPS; range of scores: 0-136; Better indicated by lower 
values) 

4  158 141 - MD 32.2 lower (46.3 to 18.1 
lower)3 

SMD 1.40 lower (1.95 lower to 
0.85 lower) 

⊕⊕⊕Ο 
MODERATE 

Loss of diagnosis (follow-up 6-17 weeks) 

4  87/158  
(55.1
%) 

14/141  
(9.9%) 

- 44 more per 100 (from 26 more 
to 62 more)5 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 6-17 weeks; measured with: BDI, mean change from baseline to end of treatment; range of scores: 0-63; Better 
indicated by lower values) 

4  158 141 - MD 10.7 lower (16.5 to 4.9 
lower)6 

SMD: 1.04 lower (1.60 lower to 
0.48 lower) 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid anxiety7 (follow-up 10-12 weeks; measured with: STAI; Better indicated by lower values) 

2  60 59 - not pooled7 ⊕ΟΟΟ 
VERY LOW 

Quality of life7,9 (follow-up 12 weeks; measured with: ADAS and the short form of the WHOQOL; Better indicated by lower values) 

1  30 29 - not pooled7,9 ⊕ΟΟΟ 
VERY LOW 

 
Outcomes for which no studies were found: remission, disability or functional impairment, adverse events leading to withdrawals, and 
other serious adverse events. 
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Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction 

 

X 
     

2. Loss of diagnosis 

 

X      

3. Prevention or reduction 
of comorbid depression 

 

X      

4. Prevention or reduction 
of comorbid anxiety 

 

     X 

5. Quality of life 

 

     X 
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Second, list quantitative information on harms from evidence profiles: 
 
 
*No studies reported adverse events leading to withdrawals or other serious adverse events.  
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Note any other information on harms from published  studies: 
 
References for harms/burdens published studies: 

• Studies included in the RTI-UNC systematic review (n = 6; Chard (2005); Forbes et al (2012); Monson et al (2006); Resick 
et al (2002); Resick et al. (2003); & Resick et al (2012)). 

• Studies excluded in the RTI-UNC systematic review (n = 4; Alvarez et al (2011); Lester et al (2010); Morland et al 
(2011);& Resick et al (2008)).  

• Additional articles not included in the systematic review (i.e., not RCTs; n =7; Galovski et al (2012);Nishith et al (2002); 
Otis et al (2009); Resick & Schnicke (1992); Walter et al (2014); Stein et al (2012); & Davis et al (2013)). 

 
Reasons for dropouts are unknown, they could be due to harms, burdens, patient preferences and values, or improvement.  
 
Studies included in the RTI-UNC systematic review: 

• Dropout: 51 of 165 (30.9%) CPT; 28 of 141 (19.9%) MA/WL/TAU 

• No adverse events noted among the four trials (six articles). 

• In one long-term follow-up study (n = 69; Resick 2012), symptom worsening was noted for one individual in CPT condition. 

 
Studies excluded in the RTI-UNC systematic review: 

• Dropout: 87 of 267 (32.6%) CPT; 5 of 93 (5.4%) TAU 

• No adverse events noted among the three trials (4 articles).  

 
Additional articles not included in the systematic review: 

• Dropout: 414 of 1316 (31.5%) CPT 

• One study (Nishith, 2002 secondary analysis of RTI-UNC included trial by Resick, 2002) noted that re-experiencing symptoms 
in PTSD initially became worse (i.e., between weeks 1 and 3) before they became better in CPT condition. “Clinically, this is 
an important finding because analysis of drop-out data suggests that the risk for dropping out of therapy is the greatest before 
Session 4.” 

 
Note any other information on burdens from published studies: 
 
Studies included in the RTI-UNC systematic review: 

• At least one study used a group therapy format. 
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• Homework is a significant component of CPT; one study noted that therapists believed it to be a burden.  

 

Studies excluded in the RTI-UNC systematic review: 
• One study noted racial/ethnic differences in dropout rate with a higher dropout rate for African American 55% vs. Caucasian 

27% (Lester, 2010 secondary analysis of RTI-UNC included trial by Resick 2002, 2008)  

• One study delivered Group CPT via video teleconferencing. 

 
Additional articles not included in the systematic review: 

• One study noted differences in dropout rate between residential and outpatient tx locations. 

 
Note any additional information on harms: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
[Integrated into full guideline document] 
 
 
Note any additional information on burdens: 
Potential burdens associated with trauma focused therapy based on clinician and community member input:  
 
Time spent 
More modest symptom exacerbation than other treatments 
Fear of the unknown 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 

233 
 

Next, list and rate each harm/burden : 
 

 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

6. Adverse events 
leading to withdrawals 

     X 

 7. Other serious 
adverse events 

 

     X 

8. Other adverse events    X   

9. Burdens    X   

*Dropout: higher dropout rate for CPT relative to WL and TAU and high differential dropout according to ethnicity (one study), 
however, the reasons for dropout were either not reported or not interpretable and therefore did not factor into the 
recommendation decision.  

Assign an overall global rating across outcomes: 
 
X Benefits clearly outweigh harms/ burden  
☐Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
 

Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

No studies evaluating preferences for CPT vs. nothing was found.  

 

Information from community members on panel: 

CPT may be preferred by some veterans and individuals dealing with issues of guilt and shame.  

 

Information from clinicians on panel: 

Never have had a problem offering this to patients 

Therapists have to figure out how to convey to see things differently, not “you’re wrong” 

Many patients like the idea of writing their story. Method is something they endorse.  

Patients like the structured approach that enables them to feel safer. Patients feel more efficacious as they go 
through process.  

 

Information from other sources (also list sources): 
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 Next rate the variability of and your certainty about patient values and preferences:   
 

 

 

 

 

 

 

 

 

Next combine across ratings into an overall rating on the following scale: 

☐ Similar values and little uncertainty  

☐ Some variation or some uncertainty  

X  Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
Based on clinicians on panel.  

 

 

 

 

 

 

 

 

Notes/Comments: 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
X Moderate  Moderate 
 Low X Low 
 Unknown  Unknown 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

Notes/Comments: 
 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population characteristics or trauma 
types. Accordingly the panel concluded that there were no concerns about applicability of cognitive processing therapy.  
 
Chard et al has found CPT efficacious for patients with mild TBI and co-morbid PTSD. 
 
p. 28-29 RTI-UNC Systematic Review. 

Three trials compared cognitive processing therapy with a waitlist control. Of these, one trial enrolled male 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Concerns regarding the generalizability of cognitive therapies for PTSD from clinicians on  

the panel stem from awareness that cognitive therapy asks patients to learn and practice 
mental tasks of varying degrees of abstract reasoning (e.g., “distancing” oneself from one’s 
thoughts as in thought monitoring), and analytical thinking (e.g., looking for evidence to  
support or refute a distressing thought as in thought challenging/cognitive restructuring  
work). These mental tasks are part of every cognitive therapy session, and patients are  
asked to practice these skills outside therapy sessions for homework. Although cognitive 
therapies have been effective with individuals with a range of cognitive abilities, a patient’s  
past experiences, practices, and beliefs about intelligence and ability to be successful with 
mental tasks may affect motivation and engagement in cognitive therapy, both of which can 
affect treatment success. 
 
However, there is no documented research evidence of treatment heterogeneity for the  
factors raised by the above. Clinicians on the panel have also indicated that these cognitive 
techniques have been adaptable to a wide range of populations with differing cognitive 
capacities. 

Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 
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(n=54) and female (n=6) military veterans; one enrolled women with histories of childhood sexual abuse 
(n=71); and one enrolled subjects with histories of adult sexual assault (n=121). All three trials were 
conducted in the United States. The subjects in the trial enrolling military veterans had a higher average age 
(54 years) than those in the other two trials (~32 years). Subjects were allowed to participate in two of the trials 
if they had been on a stable medication regimen for 2 or 3 months. Subjects were excluded from the trial 
enrolling those with histories of adult sexual assault if they were in an abusive relationship or were being 
stalked. The primary outcomes for the trials were the Clinician Administered PTSD Scale (CAPS), PTSD 
Checklist (PCL), Modified PTSD Symptom Scale (MPSS), and PTSD Symptom Scale (PSS). 

One trial compared cognitive processing therapy with usual treatment at veterans’ community-based 
counseling services. 2012 The trial randomized 59 people with military-related PTSD living in three states in 
Australia. 

 

Study Arm (N) 
Duration 
(Followup) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age (Y) % F 

% Non-
white 

Risk of 
Bias 

Chard et al., 
200571 

CPT (36) 
MA (35) 

17 weeks (3 
and 12 
months) 

Female 
Childhood 
sexual abuse 

65.5 to 68.3 33 100 19 Medium 

Resick et al., 
200272 
Resick, et al., 
200377 
Resick, et al., 
201278 

CPT (62) 
PE (62) 
MA (47) 

6 weeks (3 
and 9 months, 
5 to 10 years) 

Female 
Sexual assault 

69.9 to 76.6 32 100 29 Medium 

Monson et 
al., 200670 

CPT (30) 
WL (30) 

10 weeks 
(1 month) 

Male and female 
Combat 

76.7 to 79.1 54 10 4 Medium 

Forbes et al., 
201274 

CPT (30) 
TAU (29) 

12 weeks 
(3 months) 

Male and female 
Military related 

65.8 to 75.5 53 3 0 Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 
X Strong recommendation for use. 

 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

 Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 
Among adult patients with PTSD, the panel strongly recommends that clinicians offer cognitive processing therapy compared to no 
intervention. 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
• There is moderate strength of evidence of a medium to large magnitude of benefit for the critical outcome of PTSD symptom reduction. 

• There is moderate strength of evidence of a medium to large magnitude of benefit for two additional important outcomes: loss of PTSD diagnosis and 
prevention/reduction of comorbid depression.  

• There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms.  

• Benefits clearly outweigh harms/ burdens. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability.  
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic #2- Efficacy of Cognitive Therapy 

Pages 27-29 (study characteristics) and 30-35 (results) of RTI-UNC Systematic Review. 

Factor 

V. Aggregate/Global  

        Strength of Evidence (SOE)        
(from evidence profiles) 

VI. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

• Harms of the Treatment 

• Burdens of Treatment 

(Note- do not include financial cost) 
 

Balance of Benefits and 
Harms/Burdens of Treatment 

VII. Patient Values and 
Preferences 
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VIII. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic #2- Efficacy of Cognitive Therapy (Ehlers et al., 2003; Ehlers et al., 2005; Mueser et al., 2008) 

Question: Is cognitive therapy (not including cognitive processing therapy) efficacious for adults with PTSD? [Evidence from 
studies comparing cognitive therapy with inactive controls] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction  X   

Loss of diagnosis  X   

Prevention or reduction of comorbid depression  X   

Prevention or reduction of comorbid anxiety  X   

Quality of life    X 

Disability or functional impairment  X   

Outcomes for which no studies were found: remission, adverse events leading to withdrawals, and other 
serious adverse events. 

 
 
 
 
 
 
 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
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Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐ Low  
X Insufficient/ Very Low  
 

  

 
 
Notes/Comments: 
 
Because harms are not reported and that is a critical outcome, the SOE is rated as insufficient/ very low. 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
Note: SMD data presented in this document are Cohen’s d. For Cohen’s d, a small effect size is 0.20, medium is 0.50, and large is 
0.90. 

 No of patients Effect 
Quality 

 No of 
studies  Cognitive Therapy (not 

including CPT) Control Relative 
(95% CI) Absolute 

PTSD symptom reduction: mean change from baseline to end of treatment (follow-up 4-12 weeks1; measured with: CAPS; range of scores: 0-136; Better indicated by lower 
values) 

3  96 125 - SMD 1.22 lower (1.91 
lower to 0.53 lower)4 

⊕⊕⊕Ο 
MODERATE 

Loss of diagnosis (follow-up 4-12 weeks1) 

3  67/96  
(69.8%) 

  

37/125  
(29.6%) 

- 51 more per 100 (from 24 
more to 78 more)5,6 

- 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 4-12 weeks1; measured with: BDI, mean change from baseline to end of treatment; range of scores: 0-63; Better 
indicated by lower values) 

3  96 125 - SMD 0.91 lower (1.20 to 
0.62 lower)7 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid anxiety (follow-up 4-12 weeks1; measured with: State-Trait Anxiety Inventory, mean change from baseline to end of treatment; range 
of scores: 20-80; Better indicated by lower values) 

3  96 125 - SMD 0.93 lower (1.36 to 
0.50 lower)8 

⊕⊕⊕Ο 
MODERATE 

Quality of life (follow-up 12-16 sessions; measured with: SF-12; range of scores: 0-100; Better indicated by higher values) 

1  54 54 - Better QoL outcomes for 
CT group than usual care 

group for the Physical 
Component (p=0.002), 
but not for the Mental 
Component (p=0.13) 

⊕ΟΟΟ 
VERY LOW 

Disability or functional impairment (follow-up 4-12 weeks11; measured with: SDS, change from baseline; range of scores: 0-30; Better indicated by lower values) 
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2  42 71 - SMD 1.13 lower (1.76 to 
0.51 lower)12 

⊕⊕⊕Ο 
MODERATE 

 
 
Outcomes for which no studies were found: remission, adverse events leading to withdrawals, and other serious adverse events. 
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Next, list and rate each benefit from the evidence profile information: 
Note- Potential ratings are indicated with an “o” 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction 

 

X      

2. Loss of diagnosis 

 

X      

3. Prevention or reduction 
of comorbid depression 

 

X      

4. Prevention or reduction 
of comorbid anxiety 

 

X      

5.a Quality of life – 
physical component 

 

 X     

5.b Quality of life – 
mental component 

     X 

6. Disability or functional 
impairment 

X      
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Second, list quantitative information on harms from evidence profiles: 
 
 
*No studies reported adverse events leading to withdrawals or other serious adverse events.  
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Note any other information on harms from published  studies: 
 
References for harms/burdens published studies: 

• Studies included in the RTI-UNC systematic review (n = 4; Ehlers et al (2003); Ehlers et al (2005); Mueser et al 
(2008);&Tarrier et al (1999)). 

• Studies excluded in the RTI-UNC systematic review (n = 0).  

• Additional articles not included in the systematic review (i.e., not RCTs or RCTs after 2013; n =2; Ehlers et al (2013) & 
Ehlers et al (2014)). 

 
Reasons for dropouts are unknown, they could be due to harms, burdens, patient preferences and values, or improvement. 
 
Studies included in the RTI-UNC systematic review: 

• Dropout: 14 of 133 (10.5%) CT; 0 of 68 (0%) TAU/WL 

• No adverse events reported in the 3 trials for inactive comparator or for the 1 trial for active comparator (Tarrier 1999).  

 
Additional articles not included in the systematic review: 

• Dropout: Additional studies: 48 of 391 (12.3%) CT 

• One study reported symptom exacerbation in 1.2% of patients in CT condition (total n = 330; Ehlers 2013). No adverse event 
reported in Ehlers (2014) RCT (not included in RTI-UNC due to recency).  

 
 
 
Note any other information on burdens from published studies: 
 
Studies included in the RTI-UNC systematic review: 

• One study noted that CT requires little imaginal exposure. 

• Homework completion in CT predicted greater symptom reductions in one study (Mueser 2008). 

 
Additional articles not included in the systematic review: 
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• Dropouts and unreliable attenders had worse outcome (Ehlers 2013). 

• One study (RCT; Ehlers 2014) was able to deliver CT effectively in a one-week intensive format. 

 
 
 
 
 
 
 
 
 
 
Note any additional information on harms: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
Potential harms associated with trauma focused therapy may be less for cognitive therapy than for exposure based therapies, but 
may include: 
 
[List placed in full guideline document.] 
 
 
 
 
 
Note any additional information on burdens: 
Potential burdens associated with trauma focused therapy based on clinician and community member input:  
 
Time  
Homework 
Effort 
Session attendance  
Stigma 
Perceived painfulness of therapy 
Fear of the unknown 
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Next, list and rate each harm/burden : 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

6. Adverse events 
leading to withdrawals 

     X 

7. Other serious 
adverse events 

 

     X* 

8. Other adverse events    X   

9. Burdens 

 

   X   

Dropout- not as high differential dropout as with CPT 

Assign an overall global rating across outcomes: 
 
X Benefits clearly outweigh harms/ burden  
☐Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
 

Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

 (Tarrier 2006) Based on an analog study (non-treatment seeking population of undergraduates who were not 
screened for PTSD) showing that cognitive therapy was preferred over the following:  Imaginal exposure, 
Psychoeducation, In vivo exposure, Stress management, Group therapy, Family therapy, Guided imagery 
and rescripting, Psychodynamic psychotherapy, Virtual reality, Computer-based therapy, Eye movement 
desensitization, and E-therapy .We thus infer that clients may find it preferable to no treatment.   

 

 

Information from community members on panel: 

None. 

Information from clinicians on panel: 

None. 

 

Information from other sources (also list sources): 

 

Next rate the variability of and your certainty about patient values and preferences:   
 

 

 

 

 

 

 
 
 

 
Next combine across ratings into an overall rating on the following scale: 
 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate  Moderate 
 Low X Low 
X Unknown  Unknown 
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  Similar values and little uncertainty  

☐ Some variation or some uncertainty  

X Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences:  
Limited data.  

 

Pts largely prefer cognitive therapy over no intervention.  

 

 

 

 

Notes/Comments: 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

Notes/Comments: 
 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Concerns regarding the generalizability of cognitive therapies for PTSD from clinicians 

on the panel stem from awareness that cognitive therapy asks patients to learn and  
practice mental tasks of varying degrees of abstract reasoning (e.g., “distancing” oneself  
from one’s thoughts as in thought monitoring), and analytical thinking (e.g., looking for 
evidence to support or refute a distressing thought as in thought challenging/cognitive 
restructuring work). These mental tasks are part of every cognitive therapy session, and 
patients are asked to practice these skills outside therapy sessions for homework. 
  
Although cognitive therapies have been effective with individuals with a range of cognitive 
abilities, a patient’s past experiences, practices, and beliefs about intelligence and ability  
to be successful with mental tasks may affect motivation and engagement in cognitive 
therapy, both of which can affect treatment success. 
 
However, there is no documented research evidence of treatment heterogeneity for the 
factors raised by the above. Clinicians on the panel have also indicated that these  
cognitive techniques have been adaptable to a wide range of populations with differing 
cognitive capacities. 

Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 
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applicability of cognitive therapy.  
 
p. 28-29 RTI-UNC Systematic Review 

Two trials from the same research group in the United Kingdom compared cognitive therapy 
(CT) treatments with waitlist controls. The first enrolled survivors of motor vehicle accidents, 
and compared CT with a waitlist condition of repeated symptom assessments and with a selfhelp 
booklet, “Understanding Your Reactions to Trauma” (SHB group), which the authors 
reported was based on cognitive behavioral principles for treating patients with PTSD.73 This 
study was designed as an “early intervention” and included only subjects who started therapy 
within 6 months of their MVA. Subjects were excluded from the study if they had been 
unconscious for more than 15 minutes after the accident or had no memory of it. The second trial 
from the same research group compared CT with waitlist.52 The trial enrolled 28 consecutive 
referrals from General Practitioners and Community Mental Health Teams. Subjects were 
required to have PTSD resulting from trauma that occurred at least 6 months before study entry. 
 
Another trial of CT randomized 108 people with PTSD from various traumatic events to 12 
to 16 sessions of CT or usual care.75 In addition to PTSD, all subjects also had diagnoses of 
either major mood disorder (85%) or schizophrenia or schizoaffective disorder (15%). The 
therapy intervention was a program involving CT that had previously been designed and pilot 
tested for PTSD in people with severe mental illness. 
 

 

Study Arm (N) 
Duration 
(Followup) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age (Y) % F 

% Non-
white 

Risk of 
Bias 

Ehlers et al., 
200373 

CT (28) 
SHB (28) 
RA (29) 

Mean of 9 
weeks, 0 to 3 
booster 
sessions (3, 6, 
and 9 months) 

Male and female 
MVA 

PDS 
(frequency) 
30.0 
PDS 
(distress) 
30.8  

39 72 97 Medium 

Ehlers et al., 
200552 

CT (14) 
WL (14) 

4 to 12 weeks 
plus up to 3 
monthly 
boosters (3 
and 6 months) 

Male and female 
Mixed 

CAPS 
(frequency)  
31.6 to 42.0 
CAPS 
(intensity) 
29.0 to 36.5 

37 54 4 
 

Medium 

Mueser et 
al., 2008 75 

CT (54) 
UC (54) 

12 to 16 
sessions 

Male and female  
Mixed 

74.5 to 76.2 44  
 

79 16 
 

Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 
X 
 Strong recommendation for use. 

 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

 Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 
Among adult patients with PTSD, the panel strongly recommends that clinicians offer cognitive therapy compared to no intervention. 

 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is moderate strength of evidence of a medium to large magnitude of benefit for the critical outcome of PTSD symptom reduction.  

• There is moderate strength of evidence of a medium to large magnitude of benefit for four additional important outcomes: loss of PTSD diagnosis, 
prevention/reduction of comorbid depression, prevention/reduction of comorbid anxiety, and disability or functional impairment.  

• There is moderate evidence of a small magnitude of benefit for one additional important outcome: the physical component of quality of life.  

• There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms.  

• Benefits clearly outweigh harms/ burdens. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 4- Efficacy of Relaxation 

Pages 36-37(study characteristics) and 38-40 (results) of RTI-UNC Systematic Review. 

Factor 

IX. Aggregate/Global  

        Strength of Evidence (SOE)        
(from evidence profiles) 
X. Treatment 

Outcomes/Consequences 
 

• Benefits of the Treatment 

• Harms of the Treatment 

• Burdens of Treatment 

(Note- do not include financial cost) 
 

Balance of Benefits and 
Harms/Burdens of Treatment 
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XI. Patient Values and 
Preferences 

XII. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic #4- Efficacy of Relaxation (Carlson et al., 1998) 

Question: Is relaxation efficacious for adults with PTSD? [Evidence from studies comparing relaxation with treatment as usual] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction    X 

Loss of diagnosis    X 

Prevention or reduction of comorbid depression    X 

Prevention or reduction of comorbid anxiety    X 

     

Outcomes for which no studies were found: remission, quality of life, disability or functional impairment, 
adverse events leading to withdrawals, and other serious adverse events. 

 
 
 
 
 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
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Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐ Low  
X Insufficient/ Very Low  

 
 
Notes/Comments: 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
 

Quality assessment No of patients Effect 

Quality 

 No of 
studies  Relaxation Control 

Relativ
e 

(95% 
CI) 

Absolute 

PTSD symptom reduction (follow-up 9 weeks; measured with: Global self rating scale; range of scores: 0-10; Better indicated by lower values) 

1 See footnote #1 
See footnote #2 

13 12 - No benefit found for 3 different measures ⊕ΟΟΟ 
VERY 
LOW 

Loss of diagnosis (follow-up 9 weeks) 

1 See footnote #1 
See footnote #2 

13 

  

12 - Trial did not report data for the inactive 
comparator group 

⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid depression (follow-up 9 weeks; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 

1 See footnote #1 
See footnote #2 

13 12 - Results trend in favor of relaxation ⊕ΟΟΟ 
VERY 
LOW 

Prevention or reduction of comorbid anxiety (follow-up 9 weeks; measured with: STAI; range of scores: 20-80; Better indicated by lower values) 

1 See footnote #1 
See footnote #2 

13 12 - Results trend in favor of relaxation ⊕ΟΟΟ 
VERY 
LOW 

 
Outcomes for which no studies were found: remission, quality of life, disability or functional impairment, adverse events leading to 
withdrawals, and other serious adverse events. 
 
Footnote #1 - Consistency is unknown, single study. 
Footnote #2- Only 1 small study available. Does not meet optimal information size. 
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Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction 

 

     X 

2. Loss of diagnosis 

 

     X 

3. Prevention or reduction 
of comorbid depression 

 

     X 

4. Prevention or reduction 
of comorbid anxiety 

 

     X 
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Second, list quantitative information on harms from evidence profiles: 
 
 
*No studies reported adverse events leading to withdrawals or other serious adverse events.  
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Note any other information on harms from published studies: 
 
References for harms/burdens published studies: 

• Studies included in the RTI-UNC systematic review for inactive comparator (1 study: Carlson et al., 1998); RTI-UNC included 
studies for active comparator (3 studies, 4 articles: Taylor et al., 2003; Marks et al., 1998 [Lovell et al., 2001]; Hinton et al., 
2011) 

• Studies excluded in the RTI-UNC systematic review (4 studies: Echeburua et al., 1996; Watson et al., 1997; Vaughan et al., 
1994; Davis et al., 2011) 

 
Reasons for dropouts are unknown, they could be due to harms, burdens, patient preferences and values, or improvement.  
 
Studies included in the RTI-UNC systematic review: 

• RTI-UNC included study for inactive comparator:  

o Dropout rate: 1 of 13 (7.7%) biofeedback-assisted relaxation; 0 of 12 (0%) routine clinical care/control 

o Symptom worsening/adverse events: Not reported 

• RTI-UNC included studies for active comparator: 

o Dropout rate: 5 of 52 (9.6%) relaxation; Sx worsening: 2 of 15 (13%) patients in relaxation had worsening symptoms in 
Taylor et al (2003) study 

o Nothing reported in other two studies 

 
Studies excluded in the RTI-UNC systematic review: 

• Only one study reported dropout: 0 of 10 (0%) progressive muscle relaxation suggests “high treatment acceptance” 
(Echeburua et al., 1996) 

 
Note any other information on burdens from published studies: 
 
Studies included in the RTI-UNC systematic review: 

• RTI-UNC included study for inactive comparator: 

o Shorter sessions (40 minute) compared to other psychotherapies 
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o Daily homework and self-monitoring form with a “very low return rate of self-monitoring form” 

• RTI-UNC included studies for active comparator: 

o Daily homework (Taylor et al., 2003) 

 
Studies excluded in the RTI-UNC systematic review: 

• Also utilized shorter sessions (30 min in Watson et al., 1997; 2 20-min sessions in Vaughan et al., 1994) compared to other 
psychotherapies  

• Daily homework (Vaughan et al., 1994) 

 
 
 
 
 
Note any additional information on harms: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
[List placed in full guideline document.] 
 
Paradoxical reaction to physiologically disarming- relaxation very nerve wracking, increased anxiety/flashback; low probability but 
reported by some; sense of loss of control. 
Can come across as overly simplistic/believability; weird if no know rationale, harder for clients to move forward 
 
Note any additional information on burdens: 
Potential burdens associated with trauma focused therapy based on clinician and community member input:  
 
Time spent 
Fear of the unknown 
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Next, list and rate each harm/burden : 
 

 

Outcomes: Large/Mediu
m  benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

6. Adverse events 
leading to withdrawals 

     X 

 7. Other serious 
adverse events 

 

     X 

8. Other adverse events    X   

9. Burdens    X   

 

Dropout: Reported dropout rates across studies show rates approximately 0 - 10%. Not enough information to make a 
definitive comparison and the reasons for dropout were either not reported or not interpretable and therefore did not factor 
into the recommendation decision. 

Assign an overall global rating across outcomes: 
 
☐Benefits clearly outweigh harms/ burden  
☐Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
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Notes/Comments: Can't compare because insufficient evidence for one of the two major comparators (benefits). A panel member 
raised concerns about not having clinician data on benefits to counterbalance clinician input on harms. Therefore panel decided most 
reasonable statement was to not be able to make a statement.  

 



 
273 

 

   

III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

• RTI-UNC Carlson et al. (1998) study also reported on Patient Preference: Most control subjects opted 
for relaxation after posttreatment assessment vs EMDR 

• One study by Latino women preferred supportive tx and CBT over relaxation (Kaltman et al., 2014). 
Specifics as follows:  

Reference: Kaltman, S., de Mendoza, A.H., Gonzalez, F.A., & Serrano, A. (2014).  Preferences for trauma-
related mental health services among Latino immigrants from Central America, South America, and Mexico. 
Psychological Trauma: Theory, Research, and Policy, 6, 83-91. Is there a theory or rationale? 

 

Sample: N=27 low-income immigrant women (M=45.56, SD=19.19), 100% non-White, 100% female from 
Central America, South America, and Mexico (recruited from random sample of 102 Latina primary care 
patients that completed trauma and mental health related surveys).  

 

Results: The two most desired forms of therapy were supportive (48.1% ranked 1st) and CBT (37% ranked 
first). Preference for relaxation was low. 

 

Information from community members on panel: 

 

None specific to this treatment. 

 

Information from clinicians on panel: 

 

None 

 

Information from other sources (also list sources): 
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Next rate the variability of and your certainty about patient values and preferences:   
 

 

 

 

 

 

 

 

 

 
Next combine across ratings into an overall rating on the following scale: 

☐ Similar values and little uncertainty  

X Some variation or some uncertainty  

☐  Large variation or significant uncertainty  

 

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
 

Unknown variability and moderate certainty. We are moderately certain that pt values and preferences are 
unknown.  

 

 

 

 

Notes/Comments: 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate X Moderate 
 Low  Low 
X Unknown  Unknown 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

Notes/Comments: 
 
Clinicians on panel raised concerns about the generalizability for individuals with certain anxiety problems, however, the RTI-UNC 
Systematic Review showed no evidence of treatment heterogeneity by population characteristics or trauma types or comorbid anxiety. 
However the RTI-UNC Systematic Review noted that very few studies evaluated treatment heterogeneity (subgroup effects), many 
studies were not powered to detect treatment heterogeneity and/or did not include a diversity of populations in which 
treatment heterogeneity could be evaluated. Accordingly the panel concluded that there were no concerns about 
applicability of relaxation therapy. 
 
The panel used the following information for reference purposes: 
 
p. 36 RTI-UNC Systematic Review 

Study Arm (N) 
Duration 
(Followup) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age (Y) % F 

% Non-
white 

Risk of 
Bias 

Carlson et al., 
199844 

Relax (13) 
EMDR (10) 
TAU (12) 

6 weeks  
(3 and 9 
months) 

Male 
Vietnam 
combat 
veterans 

M-PTSD 
117.5 to 
119.4 

48.5 0 45.7 Medium 

         
 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Clinicians raised concerns that this treatment may paradoxically elicit increased anxiety 

and affective dysregulation for some individuals with PTSD.  

Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 
 Strong recommendation for use. 

 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

 Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

X  No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 
 

Among adult patients with PTSD, the panel concludes that the evidence is insufficient to recommend for or against clinicians offering relaxation compared 
to inactive treatment. 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is insufficient/very low strength evidence of a benefit for the critical outcome of PTSD symptom reduction.  

• There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms.  

• Unable to evaluate benefits vs. harms/burdens.  

• Patient values and preferences were considered but owing to unknown variability and moderate certainty, did not substantially factor into the 
recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 5- Efficacy of Exposure 

Pages 41-44 (study characteristics) and 45-47 (results) of RTI-UNC Systematic Review. 

Factor 

II. Aggregate/Global  

        Strength of Evidence (SOE)        
(from evidence profiles) 

IV. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

• Harms of the Treatment 

• Burdens of Treatment 

(Note- do not include financial cost) 
 

Balance of Benefits and 
Harms/Burdens of Treatment 

XV. Patient Values and 
Preferences 
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XVI. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic #5- Efficacy of Exposure (Asukai et al., 2010; Basoglu et al., 2007; Foa et al, 1999; Zoellner et al., 1999; Foa et al., 2005; 
Nacasch et al, 2011; Resick et al., 2002; Resick et al., 2003; Resick et al., 2012; Rothbaum et al., 2005) 

Question: Are exposure-based therapies efficacious for adults with PTSD? [Evidence from studies comparing exposure-based 
therapies with inactive controls (waitlist or usual care)] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction X    

Remission    X 

Loss of diagnosis  X   

Prevention or reduction of comorbid depression X    

Disability or functional impairment     X 

     

Outcomes for which no studies were found: prevention or reduction of comorbid anxiety, quality of life, 
adverse events leading to withdrawals, and other serious adverse events. 

 
 
 
 
 
 
 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
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Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐ Low  
X Insufficient/ Very Low  

 
 
Notes/Comments: 
 
 
Because harms are not reported and that is a critical outcome, the SOE is rated as insufficient/ very low. 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
Note: SMD data presented in this document are Cohen’s d. For Cohen’s d, a small effect size is 0.20, medium is 0.50, and large is 
0.90. 
 

 No of patients Effect 
Quality 

 No of 
studies  Exposure-Based 

Therapies Control Relative 
(95% CI) Absolute 

PTSD symptom reduction: (follow-up 4.5 - 15 weeks1; measured with: CAPS or PSS-I; Better indicated by lower values) 

7  233 154 - SMD 1.27 lower (1.54 to 
1 lower) 

⊕⊕⊕⊕ 
HIGH 

Remission (no longer having symptoms) (follow-up 10 weeks) 

1  21/141  
(14.9%) 

  

10/143  
(7%) 

OR 2.43 (1.1 to 5.37) 85 more per 1000 (from 6 
more to 218 more) 

⊕ΟΟΟ 
VERY LOW 

Loss of diagnosis (follow-up 4.5 - 9 weeks) 

3  71/111  
(64%) 

  

3/86  
(3.5%) 

- 66 more per 100 (from 42 
more to 91 more)7 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 4.5 - 15 weeks8; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 

6  221 142 - MD 8.2 lower (10.3 to 6.1 
lower) 

SMD 0.83 lower (1.05 
lower to 0.60 lower) 

⊕⊕⊕⊕ 
HIGH 

Disability or functional impairment (follow-up 8 -12 weeks; Better indicated by lower values) 
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2  

 

See footnote #1 

180 41 - Cohen’s d 0.8 at 4 
weeks, 0.6 at 8 weeks 
from one trial (N=31); 
numerically greater 

improvements on the 
Social Adjustment Scale 
for another trial (N=190) 

in the exposure and 
exposure plus cognitive 

restructuring groups than 
for waitlist, but 

differences were not 
statistically significant. 

⊕ΟΟΟ 
VERY LOW 

 
Outcomes for which no studies were found: prevention or reduction of comorbid anxiety, quality of life, adverse events leading to 
withdrawals, and other serious adverse events. 
 
Footnote #1- One of the two studies did not find statistically significant differences between the intervention and control groups. 
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Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction 

 

X      

2. Remission  X     

3. Loss of diagnosis 

 

X      

4. Prevention or reduction 
of comorbid depression 

 

X      

5. Disability or functional 
impairment 

 

 X  

 

   

 
 
 
 
Second, list quantitative information on harms from evidence profiles: 
 
No studies reported adverse events leading to withdrawals and other serious adverse events. 
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Note any other information on harms from published  studies: 
 
References for harms/burdens published studies: 
 

• Studies included in the RTI-UNC systematic review (n = 18; Asukai et al (2010); Basoglu et al (2007); Foa et al (1999); 
Zoellner et al (1999); Foa et al (2005); Nacasch et al (2011); Resick et al (2002); Resick et al. (2003); Resick et al (2012); 
Rothbaum et al (2005); Schnurr et al (2007); Schnurr et al (2003); Marks et al (1998); Lovell et al (2001); Taylor et al (2003); 
Bryant et al (2003); Bryant et al (2008); & Tarrier et al (1999)). 

• Studies excluded in the RTI-UNC systematic review (n = 6; Ironson et al (2002); Johnson & Lubin (2006); Brom et al 
(1989); Shemesh et al (2011); Taylor (2003); & Tuerk et al (2011)).  

• Additional articles not included in the systematic review (i.e., not RCTs or RCTs later than 2013; n =30; Barrera et al 
(2013); Cigrang et al (2011); Cook et al (2013); D’Andrea & Pole (2012); deBont et al (2013); Foa et al (2002); Foa et al 
(2013); Gros et al (2013); Hackmann et al (2004); Hagenaars et al (2010); Hendriks et al (2010); Katz et al (2014); Keller et al 
(2014); Nishith et al (2002); Pitman et al (1991); Ready et al (2012); Scott & Stradling (1997); Shipley et al (1980); Sloan et al 
(2013); Speckens et al (2006); Tuerk et al (2010); van Minnen et al (2002); van Minnen et al (2012); Wald (2008); Wald et al 
(2010); Yoder et al (2013); Zayfert et al (2005); Stein et al (2012); Jerud et al (2014); Bluett et al (2014); Mott et al (2013); & 
McLaughlin et al (2014)).  

 
Reasons for dropouts are unknown, they could be due to harms, burdens, patient preferences and values, or improvement. 
 
Studies included in the RTI-UNC systematic review: 

• Dropout (11 trials; 14 articles inactive comparator [3 trials of PCT were included in sensitivity analysis only]):164 of 576 
(28.5%) PE; 15 of 154 (9.7%) TAU/WL 

• Serious adverse events were reported in two studies (Foa 2005 [included in both inactive and active comparator analyses] and 
Schnurr 2007 [inactive comparator included only in sensitivity analysis]. Adverse events included: domestic violence re-
assaults, life threatening illness, death (not study related), suicidal ideation resulting in hospitalizations/extreme dissociative 
symptoms, and suicide attempt (possibly study related).  

• Symptom worsening was reported in three trials for active comparator: PTSD (2 studies; Taylor 2003; Tarrier 1999) & 
depression (1 study; Marks 1998).    

 
Studies excluded in the RTI-UNC systematic review: 

• Dropout: 32 of 106 (30.2%) PE; 3 of 37 (8.1%) WL 
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• No adverse events reported in the five trials (6 articles) excluded from RTI-UNC review.  

 
Additional articles not included in the systematic review: 

• Dropout: 210 of 932 (22.5%) PE 

• Serious adverse events were reported in Foa et al (2013) RCT active comparator trial: serious suicidal ideation, n = 7; serious 
medical illness, n = 3; psychotic symptoms, n = 1; death, n = 1; however, none of these events was determined to be related 
to the study. 

• Symptom worsening was reported in 10 studies: PTSD (3 studies), depression (4 studies), anxiety (1 study), psychosis (2 
studies), pain/physiological response (2 studies), attentional bias (1 study), panic disorder (2 studies), substance use (1 
study). Specifically, both Nishith 2002 (secondary analysis of RTI-UNC-included Resick 2002 study) and Foa et al 2002 
(secondary analysis explicitly examining symptom exacerbation) found that symptoms worsened before getting better – 
“Introduction of imaginal exposure may be associated with a temporary increase in general anxiety symptoms; however, they 
benefited from treatment as much as those who did not report such an exacerbation.” 

• One RCT (McLaughlin et al, 2014) examined therapeutic alliance rupture and found that the presence of an unrepaired rupture 
predicted worse PTSD tx outcome. 

 
 
Note any other information on burdens from published studies: 
 
Studies included in the RTI-UNC systematic review:  

• The majority of studies noted the importance of daily homework in PE. One study (Marks et al 1998; active comparator trial) 
found that better homework compliance was associated with more improvement in outcomes.  

• One study used a single-session format (Basoglu et al., 2007).  

 
Studies excluded in the RTI-UNC systematic review: 

• Two of the five excluded trials noted homework as a burden.  

 
Additional articles not included in the systematic review: 

• Three studies noted that dropout appeared to be related to timing of exposure sessions. Two additional studies noted that 
dropout was related to perceived lower credibility of the treatment.  

• Studies noted that individual PE sessions are typically longer than traditional individual therapy sessions (90-min vs. 50-min 
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respectively).  

• Two studies used a group exposure format (GBPE) and another used telehealth technology possibly reducing burden. In the 
GBPE, treatment completers reported that commitment to group was instrumental in remaining in treatment – hearing from 
others had a normalizing effect and feedback from fellow veterans was the most helpful aspect (Mott et al., 2013). 

• One study noted that homework completion was poor with 93% of patients failing to complete PE hw in the manner described 
and 43% failing to comply with audiotape hw. Another study noted that it was homework “buy-in” and not completion that was 
related to the process of distress reduction. 

 
Note any additional information on harms: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
[List placed in full guideline document.] 
 
 
 
 
 
Note any additional information on burdens: 
Potential burdens associated with trauma focused therapy based on clinician and community member input: 
Time  
Homework- tapes, imaginal tapes, in vivo exercises  
Effort 
Session attendance  
Stigma 
Cost, co-pay 
Perceived painfulness of therapy 
Fear of the unknown 
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Next, list and rate each harm/burden : 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

6. Adverse events 
leading to withdrawals 

   X   

7. Other serious 
adverse events 

 

   X    

8. Other adverse events     X *  

9. Burdens 

 

   X   

*In this case we have systematic data on occurrence of different adverse events in addition to reports from community and clinician 
members.  

Dropout- Some studies show similar dropout rates and some show big differences in dropout rate between the intervention 
and the control conditions, however, the reasons for dropout were either not reported or not interpretable and therefore did not 
factor into the recommendation decision. 

Assign an overall global rating across outcomes: 
 
X Benefits clearly outweigh harms/ burden  
☐Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
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Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

Research suggests pts prefer psychological treatments but pts beliefs about the treatments offered should be 
taken into consideration, case by case basis. Pts preferences may be moderated by factors such as gender, 
culture, type of trauma, severity, treatment setting. 

There is some evidence to suggest a fit between treatment procedure of exposure therapy and pts beliefs 
about what they need to do to get well.  

 

Information from community members on panel:  

 Unknown values and preferences specific to Exposure. 

 

Information from clinicians on panel: 

Patients like idea that in short time experience reduction in symptoms 

Initially very scared 

Some like reduce amount/come off medication 

Patients afraid tell clinician things, overwhelm therapist, guilt/shame 

Cultural competence 

Patients control the pace 

Some patients refuse to do exposure or start and then do not want to continue it. 

The more severe the trauma and complexity of symptom presentation the less likely clients may be willing to 
go through treatment.  

 

Information from other sources (also list sources): 
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 Next rate the variability of and your certainty about patient values and preferences:   
 
 

 

 

 

 

  

 
 
 
 
 
High variability 
Low certainty 
 
Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

Some variation or some uncertainty  

X Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
Research suggests the majority of pts surveyed prefer psychological treatments. However, pts beliefs about 
the treatments offered should be taken into consideration, case by case basis because there is high variability 
in pt preferences.  

 

 

 

 

 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate  Moderate 
 Low  Low 
 Unknown  Unknown 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

 

Notes/Comments: 
 
 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population characteristics or trauma types. 
Accordingly the panel concluded that there were no concerns about applicability of exposure therapy.  
 
p. 42-43 RTI-UNC Systematic Review 
 
Of the 15 included trials, 11 compared exposure therapy (imaginal, in vivo, or prolonged exposure [which includes both components]) 
with waitlist,25,46,49,72,87,88 usual care,89 treatment as usual,90 present-centered therapy,91,92 or supportive counseling.63 Among 
these studies, many also included active comparators, including EMDR,45,87 relaxation,45 CR or CT,46,72,76 prolonged exposure 
plus CR,25,46 stress inoculation training,49 and prolonged exposure plus stress inoculation training.49 Two of the 10 prolonged 
exposure studies had only active comparators—1 compared prolonged exposure with EMDR and relaxation;45 the other compared 
prolonged exposure, prolonged exposure plus CR, imaginal exposure, and in vivo expos ure.66 One additional study compared virtual 
reality with imaginal exposure and waitlist among combat veterans in Portugal.93 Finally, 1 study compared a version of prolonged 
exposure conducted in a group setting with present-centered therapy.92 
 
These trials generally enrolled subjects with severe or extreme PTSD symptoms. The majority of the trials assessing exposure therapy 
were conducted in the United States; 1 each was conducted in Japan, Canada, Israel, the United Kingdom,and Australia. Sample sizes 
ranged from 24 to 284. Each trial included posttreatment followups after 3, 6, 9, or 12 months. Seven of the trials enrolled a 
heterogeneous group of subjects with a variety of index trauma types (e.g., accident, disaster, physical assault, sexual assault, 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations 

 
Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 

Settings 
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witnessing death or serious injury); 4 trials enrolled a majority of subjects with sexual assault-related PTSD; 2 enrolled subjects with 
combat-related PTSD; 1 enrolled subjects with combat- or terror-related PTSD; and 1 enrolled natural disaster victims. Mean age 
ranged from 27 to 63. Eight trials enrolled two-thirds or more female subjects. The primary outcome for the majority of trials was some 
version of the CAPS (CAPS, CAPS-2, or CAPS-Sx); 3 trials identified the PSS-I as the primary outcome measure. 
 

Study Arm (N) 
Duration 
(Followup) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age (Y) % F  

% Non-
white 

Risk of 
Bias 

Basoglu et 
al., 200788 

In vivo (16) 
WL (15) 

1 sessionb (4, 
8, 12, 24 weeks 
and 12 months) 

Male and 
female 
Natural 
disaster 

62.3 to 63.1 34 87 NR Medium 

Foa et al., 
199949 
Zoellner et 
al., 199981 

PE (25) 
SIT (26) 
PE+SIT (30) 
WL (15) 

9 weeks (3, 6, 
and 9 months) 

Female 
Assault 

PSS-I 
29.4 to 32.9 

35 100 36 Medium 

Foa et al., 
200525 

Total 190  
PE (NR) 
PE+CR (NR) 
WL (NR) 

12 weeks; 9 to 
12 weekly 
sessions (3, 6, 
and 12 months) 

Female 
Assault 

PSS-I 
31.1 to 34.0 
 

31 100 51 Medium 

Resick et al., 
200272 
Resick, et al., 
200377 
Resick, et al., 
201278 

PE (62) 
CPT (62) 
WL (47) 

6 weeks (3 and 
9 months, 5 to 
10 years) 

Female 
Sexual assault 

69.9 to 76.6 32 100 29 Medium 

Rothbaum et 
al., 200587 

PE (24) 
EMDR (26) 
WL (24) 

4.5 weeks (6 
months) 

Female 
Sexual assault 

Data reported 
in graphs only  

34 100 32 Medium 

Asukai et al., 
201089 

PE (12) 
UC (12) 

8 to 15 weekly 
sessions (3 and 
12 months) 

Male and 
female 
Mixed 

84.3 to 84.6 29 
 

88 100 Medium 

Nacasch et 
al., 201190 

PE (15) 
TAU (15) 

9 to 15 weeks 
(12 months) 

Male and 
female 
Combat 

PSS-I 
36.8 to 37.1 

34 NR 100 Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 
X Strong recommendation for use. 

 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

 Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement:   
Among adult patients with PTSD, the panel strongly recommends that clinicians offer exposure therapy compared to no intervention.   

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is high strength of evidence of a medium to large magnitude of benefit for the critical outcome of PTSD symptom reduction.  

• There is high strength of evidence of a medium to large magnitude of benefit for one additional important outcome: prevention/reduction of comorbid 
depression and moderate strength of evidence of a medium to large magnitude of benefit for one additional important outcome: loss of PTSD diagnosis.  

• There was  insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms. There was low strength of evidence that exposure therapy is associated with increases in PTSD symptoms in some patients.   

• Benefits clearly outweigh harms/ burdens. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 6- Efficacy of CBT  

Pages 55-58 (study characteristics) and 59-64 (results) of RTI-UNC Systematic Review. 

Factor 

II. Aggregate/Global  

        Strength of Evidence (SOE) 
       (from evidence profiles) 

II. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

 
 
 

• Harms of the Treatment 

 
 
 

• Burdens of Treatment 

(Note- do not include financial cost) 
 

Balance of Benefits and 
Harms/Burdens of Treatment 



 
301 

 

   

XIX. Patient Values and 
Preferences 

XX. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic #6- Efficacy of CBT (Blanchard et al., 2003; Bryant et al., 2003; Cloitre et al., 2002; Cottraux et al., 2008; Fecteau et al., 1999; 
Foa et al., 2005; Foa et al, 1999;  Zoellner et al., 1999; Hinton et al., 2005; Hinton et al., 2009;  Hollifield et al., 2007; Johnson et al., 
2011; Kubany et al., 2003; Kubany et al., 2004; Kruse et al., 2009; Liedl et al., 2011; Litz et al., 2007; McDonagh et al., 2005; Spence et 
al., 2011; van Emmerik et al., 2008) 

Question: Are CBT interventions efficacious for adults with PTSD? [Evidence from studies comparing CBT therapies with inactive 
controls (waitlist, usual care)] 
 

Factor Summary of Reasons for Judgment/ Evidence 
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I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 
 
 
 
 

 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction-measured by CAPS  X   

PTSD symptom reduction-measured by various  X   

Remission  X   

Loss of diagnosis  X   

Prevention or reduction of comorbid depression  X   

Prevention or reduction of comorbid anxiety   X  

Quality of Life    X 

Disability/functional Impairment   X  

     
Adverse events leading to withdrawals    X 

Other serious adverse events    X 

     

 
 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
 
 

 
 
 
Assign global strength of evidence grade across outcomes (from evidence profiles only). 
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Global SOE Grade: 
☐High  
☐Moderate  
☐Low  
X Insufficient/ Very Low  

 
 
Notes/Comments: 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
 

 No of patients Effect 
Quality 

 No of 
studies  CBT Interventions Control Relative 

(95% CI) Absolute 

PTSD symptom reduction (follow-up 4 - 14 weeks1; measured with: CAPS; range of scores: 0-136; Better indicated by lower values) 

8  246 230 - MD 31.1 lower (42.6 to 
19.6 lower)3 

SMD 1.36 lower (1.87 
lower to 0.85 lower) 

⊕⊕⊕Ο 
MODERATE 

PTSD symptom reduction (follow-up 4 - 21 weeks4; measured with: various; Better indicated by lower values) 

14  454 371 - SMD 1.09 lower (1.4 to 
0.78 lower)5 

⊕⊕⊕Ο 
MODERATE 

Remission (no longer having symptoms)6 

2 See footnote #1 - - not pooled6 not pooled6 ⊕⊕⊕Ο 
MODERATE 

Loss of diagnosis (follow-up 8 - 16 weeks) 

6  58/152  
(38.2%) 

19/138  
(13.8%) 

- 26 more per 100 (from 11 
more to 41 more)8 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 4 - 20 weeks9; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 

10  371 291 - MD 10.4 lower (14.4 to 
6.4 lower)10 

SMD 0.93 lower (1.27 
lower to 0.59 lower 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid anxiety (follow-up 8 - 14 weeks11; measured with: STAI; range of scores: 20-80; Better indicated by lower values) 

4  110 83 - MD 11.21 lower (20.04 to 
2.37 lower)13 

SMD 0.88 lower (1.54 
lower to 0.22 lower) 

⊕⊕ΟΟ 
LOW 

Quality of life 
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3  0 - - not pooled ⊕ΟΟΟ 
VERY LOW 

Disability or functional impairment (follow-up 8 - 52 weeks; Better indicated by lower values) 

5 See footnote #2 140 182 - not pooled ⊕⊕ΟΟ 
LOW 

 
Footnote #1- Two trials used different measures for remission, both found a greater percentage of subjects achieving remission: 61% 
vs. 21%, p=NR using the PCL; 82.4% vs. 0%, P<0.001 using the HTQ. (Spence et al., 2011; Kruse et al., 2009). 
 
Footnote #2- Four of the five trials compared CBT interventions with waitlist controls; one compared a CBT intervention with standard 
care. All four trials with waitlist controls found greater improvements in disability or functional outcomes for subjects who received 
CBT interventions—all but one reached statistical significance, (Spence et al., 2011) (p=0.07). The trial that compared CBT with 
standard care found similar changes in both groups. (Cottraux et al., 2008) Taken together, results suggest CBT interventions are 
efficacious for reducing disability and functional impairment; SOE was low because of some inconsistency and imprecision (low SOE). 
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Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction- measured by 
CAPS 

 

X      

2. PTSD symptom 
reduction- measured by 
various 

X      

3. Remission X      

4. Loss of diagnosis X      

5. Prevention or reduction 
of comorbid depression 

X      

 6. Prevention or 
reduction of comorbid 
anxiety 

X      

7. Quality of Life      X 

8. Disability/functional 
impairment 

 X     
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Second, list quantitative information on harms from evidence profiles: 
 

 No of patients Effect 
Quality 

 No of 
studies  CBT Interventions Control Relative 

(95% CI) Absolute 

Adverse events leading to withdrawals 

316 See footnote #3 - 

  

- - not pooled16 

- 

⊕ΟΟΟ 
VERY LOW 

Other serious adverse events (follow-up 12 weeks) 

117 See footnote #4 - 

  

- - not pooled17 

- 

⊕ΟΟΟ 
VERY LOW 

 

Footnote #3- Just 3 of the 23 included trials of CBT interventions (Blanchard et al., 2003; Cottraux et al., 2008; Hollifield et al., 2007) 
reported any information about withdrawals due to adverse events. With such a small proportion of trials reporting data, evidence was 
insufficient to draw conclusions. Any conclusions would be highly subject to reporting bias. 

Footnote #4- The trial reported one postrandomization removal from the trial due to death caused by an unrelated medical condition, 
but the trial did not report which group the death was in. (Foa et al., 2005) 
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Note any other information on harms from published studies: 
 
References for harms/burdens published studies: 

• Studies included in the RTI-UNC systematic review (n = 25; Blanchard et al (2003); Bryant et al (2003); Bryant et al 
(2008); Cloitre et al (2002); Cloitre et al (2010); Cottraux et al (2008); Fecteau et al (1999); Foa et al (2005); Foa et al (1999); 
Zoellner et al (1999); Hinton et al (2005); Hinton et al (2009); Hollifield et al (2007); Johnson et al (2011); Kubany et al (2003); 
Kubany et al (2004); Kruse et al (2009); Liedl et al (2011); Litz et al (2007); Marks et al (1998); Lovell et al (2001); McDonagh 
et al (2005); Spence et al (2011); van Emmerik et al (2008); Hinton et al (2011)).  

• Studies excluded in the RTI-UNC systematic review (n=0).  

• Additional articles not included in the systematic review (i.e., not RCTs; n =1; Bryant et al (2007)). 

 
Reasons for dropouts are unknown, they could be due to harms, burdens, patient preferences and values, or improvement. 
 
Studies included in the RTI-UNC systematic review: 

• Dropout: (18 trials, 20 articles with inactive comparator [WL/UC/SC]): 106 of 457 (23.2%) CBT-tx; 32 of 257 (12.5%) WL/UC; 
20 of 68 (29.4%) supportive counseling [included in sensitivity analyses only] 

• Adverse events were reported in three studies (Foa, 2005 [inactive comparator]; Johnson 2011 [inactive comparator], Hollifield 
2007 [inactive comparator]). AEs included: domestic violence re-assaults, life threatening illness, death (not study related), 
suicidal ideation resulting in hospitalization/extreme dissociative symptoms, and medical and substance-related 
hospitalizations. 

• Dropout due to symptom worsening or AE was reported in Cottraux, 2008 (5 patients in supportive therapy) and Hollifield, 
2007 (1 patient in acupuncture condition).  

• Symptom worsening in the CBT-M groups occurred in five trials (3 inactive comparator; 2 active comparator): 3 studies 
reported PTSD symptom increase and 2 studies reported depression symptom increase. Symptom worsening was also 
reported in the WL/UC or SC groups in four trials.  

 
Additional articles not included in the systematic review: 

• Dropout: 33 of 128 (25.8%) CBT-Tx 

• No adverse events or symptom worsening noted.  
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Note any other information on burdens from published studies: 

Studies included in the RTI-UNC systematic review:  
• The majority of the studies reported requiring homework, with some studies finding that compliance was related to outcome. 

• Three studies reported they lack an exposure component, thereby reducing “emotional burden” on the individual.  

• Two studies delivered treatment via internet, which they stated reduced stigma, and required fewer therapist resources. 

 
Additional articles not included in the systematic review:  

• None noted 

 
 
 
 
Note any additional information on harms: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
[List placed in full guideline document.] 
 
 
Note any additional information on burdens: 
Potential burdens associated with trauma focused therapy based on clinician and community member input:  
 
Time  
Homework 
Effort 
Session attendance  
Stigma 
Fear of the unknown 
A few CBT studies are longer and thus a greater burden of time and commitment  
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Next, list and rate each harm/burden: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

9. Adverse events 
leading to withdrawals 

 

    

 

X   

10. Other serious 
adverse events 

 

   X   

  

11. Other adverse events    X   

12. Burdens 

 

   X   

 
Dropout- CBT mixed is lower than supportive counseling condition though higher than waitlist, however, the reasons for dropout were 
either not reported or not interpretable and therefore did not factor into the recommendation decision. 
 
Assign an overall global rating across outcomes: 
 
X Benefits clearly outweigh harms/ burden  
☐Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 

Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

Research suggests pts prefer psychological treatments but pts beliefs about the treatments offered should be 
taken into consideration, case by case basis. Pts preferences may be moderated by factors such as gender, 
culture, type of trauma, severity, treatment setting. 

One study showed that it could be conducted via the internet, reducing burden (Spence et al., 2011) 

 

 

Information from community members on panel: 

None 

 

Information from clinicians on panel: 

 

CBT mixed has more flexibility for addressing patient issues.  

 

 

Information from other sources (also list sources): 
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 Next rate the variability of and your certainty about patient values and preferences:   
 

 

 

 

 

 

 

 

 

 
 

Unknown variability, high certainty 

 

 
Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

☐ Some variation or some uncertainty  

☐ Large variation or significant uncertainty  

X Unknown variability with high certainty 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
Unknown variability and high certainty.  

 

 

 

 

 

 

 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate  Moderate 
 Low  Low 

 Unknown  Unknown 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

Notes/Comments: 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 

characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of CBT therapy.  
 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Concerns regarding the generalizability of cognitive therapies for PTSD from clinicians on  

panel stem from awareness that cognitive therapy asks patients to learn and practice  
mental tasks of varying degrees of abstract reasoning (e.g., “distancing” oneself from  
one’s thoughts as in thought monitoring), and analytical thinking (e.g., looking for  
evidence to support or refute a distressing thought as in thought challenging/cognitive 
restructuring work). These mental tasks are part of every cognitive therapy session, and 
patients are asked to practice these skills outside therapy sessions for homework.  
Although cognitive therapies have been effective with individuals with a range of cognitive 
abilities, a patient’s past experiences, practices, and beliefs about intelligence and ability  
to be successful with mental tasks may affect motivation and engagement in cognitive 
therapy, both of which can affect treatment success. 
 
However, there is no documented research evidence of treatment heterogeneity for the 
factors raised by the above. Clinicians on the panel have also indicated that these  
cognitive techniques have been adaptable to a wide range of populations with differing 
cognitive capacities. 

Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 
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p.  55-58 RTI-UNC Systematic Review 
 

“The trials in this section are somewhat heterogeneous in several ways: how authors define and describe 
“cognitive behavioral therapy,” duration of the intervention, and mode of delivery. Elements of the CBT arm of 
the studies considered here include: psychoeducation, self-monitoring, stress management, relaxation training, 
skills training, exposure (imaginal, or in vivo, or both), cognitive restructuring, guided imagery, mindfulness 
training, breathing retraining, crisis/safety planning, and relapse prevention. The studies varied as to how 
many sessions (if any) were dedicated to these elements and whether homework was assigned as part of the 
intervention. 

Eighteen of these 23 trials included an inactive comparator, such as a waitlist (13 trials), usual care (2 
trials), or supportive control (3 trials).25, 49-51, 53-65, 69 Ten of the 24 trials made comparisons with active 
interventions (i.e., other psychotherapies).25, 46, 47, 49, 58, 60, 63, 66-68 Of these 10 trials, 5 included an exposure-
based intervention as the comparison;25, 46, 49, 63, 66 1 used “structured writing therapy”;60 1 used a present-
centered therapy;58 2 used relaxation;46, 47 and 2 used another CBT intervention.67, 68 

Of the 18 trials with inactive comparators, 11 were conducted in the United States; 1 was conducted in 
Switzerland,57 1 in Canada,53  1 in the Netherlands,60 2 in Australia,59, 63 1 in Germany,62 and 1 in France.64 
Sample sizes ranged from 23 to 190. Duration of treatment ranged from 4 to 16 weeks. All trials also included 
posttreatment follow-up assessments after 1, 3, 6, 9, or 12 months, although the follow-up interval for 1 was 
unclear.60 The majority of trials enrolled a heterogeneous group of subjects with a variety of index trauma types 
(e.g., childhood abuse [physical, sexual, or mental], physical assault, road accidents, nonroad accident, sexual 
assault, being held hostage, bombing, combat, witnessing genocide, nonsexual assault, and motor vehicle 
accidents). Mean age ranged from 30 to 50 years. Most trials enrolled a large majority of female subjects. The 
primary outcome measure for 9 of these trials was some version of the CAPS (CAPS, CAPS-2, or CAPS-Sx);50, 

51, 53 2001, 54, 56, 58, 61, 63, 69 4 trials used a form of the PSS (PSS-I or PSS-SR);25, 49, 55, 65 1 trial used the PDS;57 2 
trials used the PCL;59, 64 1 trial used the Harvard Trauma Questionnaire (HTQ);62 and 1 the IES.60 

Of the 10 trials with active comparators, 6 were conducted in the United States; 1 was conducted in the 
United Kingdom;46 1 in the Netherlands;60 and 2 in Australia.63, 66 Sample sizes ranged from 24 to 190. 
Duration of treatment ranged from 8 to 16 weeks. All trials also included posttreatment follow-up assessments. 
The majority of trials enrolled a heterogeneous group of subjects with a variety of index trauma types. Mean 
age ranged from 33.2 to 51.4. Most trials enrolled a large majority of female subjects. The primary outcome for 
6 trials was some version of the CAPS (CAPS, CAPS-2, or CAPS-Sx); 2 used the PSS-I,25, 49 1 the PCL,47 and 1 
the IES.60 

Ten trials otherwise meeting criteria for this section were rated high risk of bias (Table 16). We excluded 
them from our main data synthesis but used them in sensitivity analyses.” 
 

Study Arm (N) 
Duration 
(Followup) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age (Y) % F  

% Non-
white 

Risk of 
Bias 
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Blanchard et 
al., 200350 

CBT-M (27) 
SC (27) 
WL (24) 

8 to 12 weeks 
(3 months) 

Male and 
female 
MVA 

65.0 to 68.2 41 73 10.2 Medium 

Cloitre et al., 
200251 

CBT-M (31) 
WL (27) 

12 months Female 
Childhood 
abuse 

69 
 

34 100 54 Medium 

Fecteau et 
al., 199953 

CBT-M (22) 
WL (21) 

4 weeks (6 
months) 

Male and 
female  
MVA 

70.9 to 77.3 41 70 NR Medium 

Foa et al., 
200525 

Total 190  
PE (NR) 
CBT-Mb 
(PE+CR) (NR) 
WL (NR) 

12 weeks, 9 to 
12 weekly 
sessions (3, 6, 
and 12 
months) 

Female 
Assault 

PSS-I 
31.1 to 34.0 

31 100 51 Medium 

Foa et al., 
199949 
Zoellner et 
al., 199981 

PE (25) 
SIT (26) 
CBT-Mb 
(PE+SIT) (30) 
WL (15) 

9 weeks (3, 6, 
and 12 
months) 

Female 
Assault 

PSS-I 
29.4 to 32.9 

35 100 36 Medium 

Hinton et al., 
200554 

CBT-M (20) 
WL (20) 

12 weeks Male and 
female 
Cambodian 
refugees 

74.9 to 75.9 52 60 100 Medium 

Hollifield et 
al., 200755 

Acupuncture 
(29) 
CBT-M (28) 
WL (27) 

12 weeks 
(3 months) 

Male and 
female 
Mixed 

PSS-SR  
30.8 to 32.5  

42 48 24 Medium 

Kubany et al., 
200356 

CBT-M (19) 
WL (18) 

8 to 11 
sessionsc 

(3 months) 

Female 
Interpersonal 
violence 

80.1 to 80.2 35 100 51 Medium 

Kubany et al., 
200469 

CBT-M (63) 
WL (62) 

4 to 5.5 weeks 
(3 and 6 
months) 

Female 
Interpersonal 
violence 

74.1 to 74.4 42 100 47 Medium 

Liedl et al., 
201157 

CBT-M (12) 
CBT-M (12) 
WL (12) 

10 sessionsc 
(mean of 4.8 
months) 
(3 months) 

Male and 
female 
Refugees 
w/chronic pain 

PDS 
25.6 to 31.2 

42 43 NR Medium 

McDonagh et 
al., 200558 

CBT-M (29) 
PCT (22) 
WL (23) 

14 weeks 
(3 and 6 
months) 

Female 
Childhood 
sexual abuse 

67.7 to 72.0 41 100 7 Medium 

Spence et al., 
201159 

CBT-M (23) 
WL (21) 

8 weeks 
(3 months) 

Male and 
female 
Mixed 

PCL-C 
57.0 to 60.8  

43 
 

81 NR Medium 

van Emmerik 
et al., 200860 

CBT-M (41) 
Writing (44) 
WL (40) 

5 sessionsc 
(mean of 
119.5 days), 
91 to 973 days 

Male and 
female  
Mixed 

IES 
46.4 to 49.1 

40 67 NR Medium 

Johnson et 
al., 201161 

CBT-M (35) 
UC (35) 

8 months 
(1 week, 3 and 
6 months) 

Female 
Interpersonal 
violence 

53.3 to 62.7 33 100 57  Medium 
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Kruse et al., 
200962 

CBT-M (35) 
UC (35) 

Weekly for 3 
months; then 
once every 2 
weeks for a 
total of 25 
hours (12 
months) 

Male and 
female 
Refugees 

NR 45 
 

67 NR Medium 

Bryant et al., 
200363 

IE (20) 
CBT-Mb (IE+CR) 
(20) 
SC (18) 

8 weeks 
(6 months) 

Male and 
female  
Mixed 

CAPS-I 
32.5 to 
32.9 
CAPS-F 
36.0 to 
38.3 

35 52 NR Medium 

Cottraux et 
al., 200864 

CBT-M (31) 
SC (29) 

16 weeks (1 
and 24 
months) 

Male and 
female 
Mixed 

PCLS 
60.8 

39 
 

70 NR Medium 

Litz et al., 
200765 

CBT-M (24) 
SC (21) 

8 weeks (3 
and 6 months) 

Male and 
female 
Combat 

PSS-I 
26.7 
to 29.2 

39 22 30 
 

Medium 

Hinton et al., 
200968 

CBT-M (12) 
CBT-M (12) 

12 weeks Cambodian 
refugees 
Witnessed 
genocide 

75.4 to 77.3 50 
 

60 100 Medium 

 
Note: Hinton et al., 2009 is listed as included in the evidence profile, but is comparing CBT-M to another CBT-M.  Article is 
mentioned in narrative, but so are other irrelevant studies with active controls.  May not belong in applicability table. 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 

X Strong recommendation for use. 
 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

 Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement:  
 
Among adult patients with PTSD, the panel strongly recommends that clinicians offer CBT compared to no intervention. 

 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is moderate strength of evidence of a medium to large magnitude of benefit for the critical outcome of PTSD symptom reduction.  

• There is moderate strength of evidence of a medium to large magnitude of benefit for three additional important outcomes: remission, loss of PTSD 
diagnosis, and prevention/reduction of comorbid depression. 

•  There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms. 

• Benefits clearly outweigh harms/ burdens.  

• Patient values and preferences were considered but owing to unknown variability did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP 
members can use the grid below to record their individual views (or votes) about the 
recommendation. When using the voting grid below to vote, please consider the 
strength of the evidence, balance of benefits to harms/burdens, patient values and 
preferences, and applicability of the evidence. Please remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is 
warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be 
based on Low grade evidence when appropriate (e.g., when magnitude of harms is low 
[with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong 

recommendation is warranted. The smaller the difference (the more balanced) the more 
likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any 

reason) the more likely a conditional recommendation is warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be 

large enough to make a difference in outcomes likely. 

 



 
321 

 

   

Considering all the above factors, for each proposition below, please mark with an “X” the cell that 
best corresponds to your assessment of the available evidence, in terms of advantages versus 
disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirab   
outweigh  

  
  

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Cond   
agains   

 
   

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 7- Efficacy of EMDR  Updated by panel quorum 1/10/17 

Pages 65-67 (study characteristics) and 67-70 (results) of RTI-UNC Systematic Review. 

Factor 

XI. Aggregate/Global  

        Strength of Evidence (SOE)        (from evidence profiles) 
II. Treatment Outcomes/Consequences 

 
• Benefits of the Treatment 

 
• Harms of the Treatment 

 

 
• Burdens of Treatment 

(Note- do not include financial cost) 
 

Balance of Benefits and Harms/Burdens of Treatment 

XIII. Patient Values and Preferences 

XIV. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, what is the treatment decision? 

 Strength of Recommendation  

 Recommendation (text) 

 Justification for recommendation 
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Recommendation Worksheet                                        

 Topic #7- Efficacy of EMDR (Hogberg et al., 2007; Rothbaum et al., 1997; Rothbaum et al., 2005; Carlson et al., 1998) 

Question: Is EMDR efficacious for adults with PTSD? [Evidence from studies comparing EMDR with inactive controls (waitlist, usual 
care)] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     

PTSD symptom reduction   X  

Loss of diagnosis  X   

Prevention or reduction of comorbid depression  X   

Prevention or reduction of comorbid anxiety    X 

     

Adverse events leading to withdrawals    X 

     

Outcomes for which no studies were found: remission, quality of life, disability/functional 
impairment, and other serious adverse events 

 
 
 
 
 
 
 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. 
All other outcomes were deemed important. 
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Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐ Low  
X Insufficient/ Very Low  
 
 
Notes/Comments: 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
Note: SMD data presented in this document are Cohen’s d. For Cohen’s d, a small effect size is 0.20, medium is 0.50, and 
large is 0.90. 
 

Quality assessment No of patients Effect 

Quality 
 

No of 
studies Design Risk of 

bias Inconsistency Indirectness Imprecision Other 
considerations EMDR Inactive controls 

(waitlist, usual care) 

Relativ
e 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 4-8 weeks; Better indicated by lower values) 
4 randomised 

trials 
serious1 serious2 no serious 

indirectness 
serious Magnitude of 

effect size 
60 57 - SMD 1.08 lower (1.83 

lower to 0.33 lower)3 
⊕⊕ΟΟ 
LOW 

Loss of Diagnosis (follow-up 4-8 weeks) 
3 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 39/50  
(78%) 

  

8/45  
(17.8%) 

- 64 more per 100 (from 
46 more to 81 more)4 

⊕⊕⊕Ο 
MODERATE 

Prevention/reduction of comorbid depression (follow-up 4-8 weeks; Better indicated by lower values) 
4 randomised 

trials 
serious1 no serious 

inconsistency 
no serious 
indirectness 

no serious 
imprecision 

none 60 57 - SMD 1.13 lower (1.52 
lower to 0.74 lower) 

⊕⊕⊕Ο 
MODERATE 

Prevention/reduction of comorbid anxiety (follow-up 4-8 weeks; measured with: STAI; Better indicated by lower values) 
3 randomised 

trials 
serious1 serious2 no serious 

indirectness 
very serious5 none 47 46 - MD 11.08 lower (23.06 

lower to 0.90 higher)6 

SMD 0.82 lower (1.77 
lower to 0.13 higher) 

⊕ΟΟΟ 
VERY LOW 

Adverse events leading to withdrawals (follow-up 2 months) 
1 randomised 

trials 
serious1 serious7 no serious 

indirectness 
very serious8 none 1/13  

(7.7%) 

  

0/11  
(0%) 

- - ⊕ΟΟΟ 
VERY LOW 

 
Outcomes for which no studies were found: remission, quality of life, disability/functional impairment, and other serious 
adverse events. 
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Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction 

 

X      

2. Loss of diagnosis 

 

X      

3. Prevention or 
reduction of comorbid 
depression 

 

X      

4. Prevention or 
reduction of comorbid 
anxiety 

 

      X 
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Second, list quantitative information on harms from evidence profiles: 
 
 

 No of patients Effect 
Quality 

 
No of 

studies  EMDR Inactive controls 
(waitlist, usual care) 

Relative 
(95% CI) Absolute 

Adverse events leading to withdrawals (follow-up 2 months) 

1 See footnote #1 1/13  
(7.7%) 

  

0/11  
(0%) 

- - ⊕ΟΟΟ 
VERY LOW 

 
Outcomes for which no studies were found: remission, quality of life, disability/functional impairment, and other serious 
adverse events. 
 
Footnote #1- The number of events is low. Does not meet optimal information size. 
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Note any other information on harms from published  studies: 
 
References for harms/burdens published studies: 
 

• Studies included in the RTI-UNC systematic review (n = 6; Hogberg et al (2007); Rothbaum et al (1997); 
Rothbaum et al (2005); Carlson et al., 1998; van der Kolk et al (2007); Taylor et al (2003)).  

• Studies excluded in the RTI-UNC systematic review (n = 6; Ironson et al (2002); Johnson & Lubin (2006); 
Marcus et al (1997); Macklin et al (2000); Taylor (2003); van den Berg & van der Gaag (2012)). 

• Additional articles not included in the systematic review (i.e., not RCTs; n =4; deBont et al (2013); Kaplan & 
Manicavasagar (1998); Konuk et al (2006); Lazrove et al (1998)). 

 
Reasons for dropouts are unknown, they could be due to harms, burdens, patient preferences and values, or 
improvement. 
 
Studies included in the RTI-UNC systematic review: 

• Dropout (5 trials for inactive comparator; placebo control used only in sensitivity analyses): 12 of 88 (13.6%) EMDR; 
7 of 57 (12.3%) WL 

• No adverse events or symptom worsening reported in the 4 included inactive comparator trials.  

• In van der Kolk, 2007 (inactive comparator/sensitivity analysis only), a subset of those in the EMDR group with 
child-onset trauma had worsening PTSD symptoms at follow-up.  

• In Taylor et al, 2003 (active comparator trial) 1 participant (6%) in the EMDR group had worsening symptoms 
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Studies excluded in the RTI-UNC systematic review:  
• Dropout: 8 of 49 (16.3%) EMDR; 3 of 14 (21.4%) WL 

• In one study (excluded for high risk of bias), 2 individuals in EMDR group required inpatient treatment and one 
required day treatment. In a 5-year follow-up study excluded for “wrong study design”, there was an overall 
worsening of PTSD symptoms for the EMDR group. Two studies reported no symptom worsening associated with 
EMDR and no adverse events. 

 
Additional articles not included in the systematic review:  

• Dropout: 19 of 71 (26.8%) EMDR 

• In one case study, the individual receiving EMDR developed severe panic attacks and suicidal ideation.  

• Another study noted there were no adverse effects of symptom worsening for the EMDR group. 

 
 
 
 
Note any other information on burdens from published studies: 
 
Studies included in the RTI-UNC systematic review: 

• No homework assigned in EMDR. 

 
Studies excluded in the RTI-UNC systematic review: 

• One study used 50-min sessions instead of 90 min. And also reported that the EMDR grp “used fewer medication 
appointments and needed fewer therapy sessions”  

 
Additional articles not included in the systematic review: 

• No homework. 

 
Note any additional information on harms: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 



 
330 

 

   

[List placed in full guideline document.] 
 
 
 
Note any additional information on burdens: 
Potential burdens associated with trauma focused therapy based on clinician and community member input:  
 
Fear of the unknown  
Time  
Homework 
Effort 
Session attendance  
Stigma 
 
 
 
 
Next, list and rate each harm/burden : 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

6. Adverse events 
leading to withdrawals 

     X 

7. Other serious 
adverse events 

 

   X   

8. Other adverse 
events 

     X 

7. Burdens    X   
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Dropout: Similar dropout rates between EMDR and Waitlist conditions. 

Assign an overall global rating across outcomes: 
 
X Benefits clearly outweigh harms/ burden  
☐Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
 
 
Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 
In three studies that looked at EMDR it is ranked lowest among tx choices among pts compared to 
other PTSD treatments. 
 
Becker, C. B., Darius, E., & Schaumberg, K. (2007). An analog study of patient preferences for 
exposure versus alternative treatments for posttraumatic stress disorder. Behaviour Research and 
Therapy, 45, 2861-2873.  
Becker, C. B., Meyer, G., Price, J. S., Graham, M. M., Arsena, A., Armstrong, D. A., & Ramon, E. 
(2009). Law enforcement preferences for PTSD treatment and crisis management alternatives. 
Behaviour Research and Therapy, 47, 245-253.  
Tarrier, N., Liversidge, T., & Gregg, L. (2006). The acceptability and preference for the psychological 
treatment of PTSD. Behaviour Research and Therapy, 44, 1643-1656.  
 
Information from community members on panel: 
Tx is unknown, components are unconventional, concept is “alien,” does not give people the chance 
to talk about the event to the extent that trauma therapies do. 
Some clients report preferring EMDR because they don’t have to expose themselves or talk about 
the details of their trauma out loud. 
 
 
Information from clinicians on panel: 
Mechanism of change is not understood which reduces credibility of the treatment in the eyes of 
both patients and clinicians.  
Some clients report preferring EMDR because they don’t have to expose themselves or talk about 
the details of their trauma out loud. (Not wanting to feel shamed, or embarrassed.) 
Those who have a harder time with a narrative of their trauma may prefer EMDR. 
Some have heard it’s quick and efficient and prefer that. 
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 Information from other sources (also list sources): 
 
The panel received many comments (approximately 400) from clinicians who use EMDR in their 
clinical practices. Many reported that their patients had not had success with other interventions but 
did find success with EMDR. Others report that for certain types of clients (adolescents were 
specified in one instance), EMDR is more acceptable than CBT or PE. Several clinicians simply 
asserted that EMDR is now their preferred intervention with individuals who have experienced 
trauma. Also, many public commenters disagreed with the “information from clinicians on panel” 
(above) regarding mechanism of change and asserted there is evidence on mechanism of change. 
However, other people have challenged that statement.  
 
 
Next rate the variability of and your certainty about patient values and preferences:   
 
 

 

 

 

 

 

 
 
 
 

 
Next combine across ratings into an overall rating on the following scale: 
 
X Similar values and little uncertainty  

☐ Some variation or some uncertainty  

☐ X Large variation or significant uncertainty  

 
Write synthesized summary statement incorporating the ratings of variability and certainty  

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
X Moderate  Moderate 
 Low X Low 
 

Unknown  Unknown 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of 
applicability based on those factors.  Use this PICOTS framework to record limitations of 
evidence pertaining to applicability that may affect strength of recommendation grade 

assigned.  
 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations 

 
Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 
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Notes/Comments: 
 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of EMDR. 
 
pp.65-66  RTI-UNC Systematic Review 

Four of the five trials with inactive comparators were conducted in the United States; one was conducted in 
Sweden.111 Sample sizes ranged from 21 to 88. Duration of treatment ranged from 4 to 8 weeks. All but one of 
the studies111 included posttreatment followups after 3, 6, or 9 months. Two of the trials enrolled a 
heterogeneous group of subjects with a variety of index trauma types (e.g., sexual assault, physical assault, 
witnessing traumatic events, accidents, and combat); one trial enrolled a majority of subjects with combat-
related PTSD;44 one enrolled Swedish public transportation workers who witnessed train accidents or were 
physically assaulted;111 and two enrolled female victims of sexual assault.87, 112 Mean age was roughly similar 
across trials, ranging from 34 to 49 years. Three trials enrolled 75 percent or more female subjects.87, 112, 113 
The primary outcome for the majority of trials was some version of the CAPS (CAPS, CAPS-2, or CAPS-Sx); 
two trials identified other primary outcomes, including the PSS-I,112 or IES.111 

Among the trials described above, two also included an active comparator arm of either prolonged 
exposure87 or relaxation.44 One other trial compared EMDR with either prolonged exposure or relaxation in a 
sample (N=60) of individuals with PTSD from mixed trauma types.45 Treatment duration was 8 weeks with a 
follow-up assessment at 3 months. Seventy-five percent of the sample was female. 

 

Study Arm (N) 
Duration 
(Followup) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age 
(Y) % F  

% Non-
white Risk of Bias 

Hogberg et al., 
2007111 

EMDR (13) 
WL (11) 

2 months Swedish public 
transportation 
employees 

IES  
39 

43 21 NR Medium 

Rothbaum et 
al., 1997112 

EMDR (11) 
WL (10) 

4 weeks (3 
months) 

Female 
Sexual assault 

PSS-I 
33.3 to 
39.0 

35 100 NR Medium 

Rothbaum et 
al., 200587 

PE (24) 
EMDR (26) 
WL (24) 

4.5 weeks (6 
months) 

Female 
Sexual assault 

Data 
reported in 
graphs only 

34 100 32 Medium 

Carlson et 
al.,199844 

EMDR (10) 
Relaxation (13) 
TAU (12) 

Twice a week 
for 6 weeks (3 
and 9 months) 

Male Vietnam 
combat 
veterans 

M-PTSD 
117.9 to  
119.4 
 

49 0 46 Medium 

van der Kolk et EMDR (29) 8 weeks (6 Male and 71.2 36 83 33 Medium 

Settings 
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al., 2007113 Fluoxetine (30) 
Placebo (29) 

months) female  
Mixed 

Note: Inconsistent w/ evidence profile would be the inclusion of all five studies listed in narrative. van der Kolk et al., 2007 
includes a placebo as inactive control.     



 
337 

 

   

 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment 
decision? 
 
  What strength grade is assigned to 
the recommendation? 
 
Note: GDPs should aim to avoid 
making no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 
 Strong recommendation for use. 

 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

X Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against 
…” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 
Among adult patients with PTSD, the panel suggests that clinicians offer EMDR compared to no intervention.   
1-10-17 After reviewing the evidence originally reviewed, along with public comment, the panel voted to retain the conditional recommendation 
(one panel member voted for a strong rating, the remaining individuals voted for conditional.) 
The panel also discussed the new evidence identified in the search update and agreed it is also supportive of EMDR. However, without risk of 
bias ratings of the new studies, the panel did not include the new evidence in its evaluation of the strength of evidence. The panel notes it is 
more uncertain that this is a conditional recommendation and believes that future meta-analysis could change strength of evidence ratings. 
 
Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, 
patient values/preferences, and applicability of the research evidence: 
 
 
• There is low strength of evidence of a medium to large magnitude of benefit for the critical outcome of PTSD symptom reduction.  

• There is moderate strength of evidence of a medium to large magnitude of benefit for two additional important outcomes: loss of PTSD 
diagnosis and prevention/reduction of comorbid depression.  

• There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable 
evidence of serious harms.  

• Benefits clearly outweigh harms/ burdens. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP 
members can use the grid below to record their individual views (or votes) about 
the recommendation. When using the voting grid below to vote, please consider 
the strength of the evidence, balance of benefits to harms/burdens, patient 
values and preferences, and applicability of the evidence. Please remember the 
following points: 

 
 The higher the strength of evidence (SOE), the more likely a strong 

recommendation is warranted. 
(Recommendations are typically based on High or Moderate grade SOE, but 
may be based on Low grade evidence when appropriate (e.g., when 
magnitude of harms is low [with SOE high/moderate for harms] and patient 
preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong 

recommendation is warranted. The smaller the difference (the more balanced) 
the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty 

(for any reason) the more likely a conditional recommendation is warranted. 

 
 Consider any applicability issues based on PICOTS and whether any 

differences would be large enough to make a difference in outcomes likely. 

 
 

 
 
 
 
 
 
 
 

 
 
 



 
340 

 

   

Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment 
of the available evidence, in terms of advantages versus disadvantages. 

 
ce between 
irable and 
desirable 
equences of 
ervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

mmendation 
ength and 
irection 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

  (as opposed 
to no 

use of): 
 tervention and 

ations for vote 
 For example: 

  intervention A 
 pulation A.” 
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Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 9- Efficacy of Narrative Exposure  Updated by panel subcommittee 1/18/17, reviewed by entire panel 

Pages 72-74 (study characteristics) and 77-79 (results) of RTI-UNC Systematic Review. 

Factor 

I. Aggregate/Global  

        Strength of Evidence (SOE)        
(from evidence profiles) 

II. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

• Harms of the Treatment 

• Burdens of Treatment 

(Note- do not include financial cost) 
 

Balance of Benefits and 
Harms/Burdens of Treatment 
III. Patient Values and 

Preferences 
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IV. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic #9- Efficacy of Narrative Exposure (Neuner et al., 2004; Neuner et al., 2008; Neuner et al., 2010) 

Question: Is narrative exposure therapy (NET) efficacious for adults with PTSD? [Evidence from studies comparing NET with waitlist 
or minimal attention] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 

*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 

 

 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction  X   

Loss of diagnosis   X  

Prevention or reduction of comorbid depression    X 

Prevention or reduction of comorbid pain    X 

Quality of life    X 

     

Other serious adverse events    X 

     

Outcomes for which no studies were found: prevention/reduction of comorbid anxiety, 
disability/functional impairment, and adverse events leading to withdrawals. 

 
 
 
 
 
 
 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
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Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐ Low  
X Insufficient/ Very Low  

 

 

Notes/Comments: 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
Note: SMD data presented in this document are Cohen’s d. For Cohen’s d, a small effect size is 0.20, medium is 0.50, and large is 
0.90. 
 

 No of patients Effect 
Quality 

 
No of 

studies  Narrative exposure 
therapy (NET) 

Inactive control (waitlist 
or minimal attention) 

Relative 
(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 3-9 weeks; measured with: PDS; Better indicated by lower values) 

3  144 83 - MD 10.2 lower (13.1 to 7.4 
lower) 

SMD 1.25 lower (1.92 lower to 
0.58 lower) 

⊕⊕⊕Ο 
MODERATE 

Loss of diagnosis (follow-up 3-9 weeks) 

3 See footnote #1 44/144  
(30.6%) 

  

11/83  
(13.3%) 

- 15 more per 100 (from 1 more 
to 30 more) 

⊕⊕ΟΟ 
LOW 

Prevention/reduction of comorbid depression (follow-up 3-9 weeks; Better indicated by lower values) 

2  33 42 - Mixed evidence; one trial 
reported efficacy (HSCL-25 
Depression scale: Cohen’s d 
0.54); one reported no 
difference from comparators 
(SRQ-20: data NR) 

⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid pain (follow-up median 9 sessions; Better indicated by lower values) 

1  16 16 - d=0.65 for CIDI-C pain score, a 
significant time by treatment 
interaction was found, 
p=0.034, but no significant 
main effect of time, p=0.46, or 
treatment, p=0.35 

⊕ΟΟΟ 
VERY LOW 

Quality of Life (follow-up 3-4 weeks) 
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1  17 26 - NET was not significantly 
different from psychoeducation 
for improving QOL, p=0.54 

⊕ΟΟΟ 
VERY LOW 

 
Outcomes for which no studies were found: prevention/reduction of comorbid anxiety, disability/functional impairment, and adverse 
events leading to withdrawals. 
 
Footnote #1- The number of events is low. Does not meet optimal information size.  
 
 
Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction 

 

X      

2. Loss of diagnosis 

 

 X     

3. Prevention or reduction 
of comorbid depression 

 

 X     

4. Prevention or reduction 
of comorbid pain 

 

X   

 

   

5. Quality of life      X 
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Second, list quantitative information on harms from evidence profiles: 
 

 No of patients Effect 
Quality 

 
No of 

studies  Narrative exposure 
therapy (NET) 

Inactive control (waitlist 
or minimal attention) 

Relative 
(95% CI) Absolute 

Other serious adverse events (follow-up median 9 sessions6) 

1 See footnotes #1 & #2 27/16  
(12.5%) 

  

0/16  
(0%) 

- - ⊕ΟΟΟ 
VERY LOW 

 
 
Outcomes for which no studies were found: prevention/reduction of comorbid anxiety, disability/functional impairment, and adverse 
events leading to withdrawals. 
 
Footnote #1- The number of events is low. Does not meet optimal information size. 
 
Footnote #2- Two hospitalizations for suicidal ideation. 
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Note any other information on harms from published  studies: 
 
References for harms/burdens published studies: 

• Studies included in the RTI-UNC systematic review (n = 3; Neuner et al (2004); Neuner et al (2008); Neuner et al (2010).  

• Studies excluded in the RTI-UNC systematic review (n = 2; Bichescu et al (2007); Hensel-Dittmann et al (2011)).  

 
Reasons for dropouts are unknown, they could be due to harms, burdens, patient preferences and values, or improvement. 
 
Studies included in the RTI-UNC systematic review: 

• Dropout: 7 of 144 (4.9%) NET; 24 of 141 (17%) TAU/SC 

• In the 2004 study, PDS scores showed a worsening of PTSD symptoms between the posttest and the 4-month follow-up. In 
the 2010 study, 2 patients in the NET group (post-randomization and pretreatment) were admitted to the psychiatric ward due 
to strong suicidal ideation. One patient dropped out due to “severe hyper-ventilation syndrome (which) interfered with 
treatment.” Finally, 2 patients in the NET group had an increase in the PDS score between pre- and posttest. 

 
Studies excluded in the RTI-UNC systematic review: 

• Dropout: 3 of 33 (9.1%) NET 

• In Hensel-Dittman et al, 2011 study (excluded due to “high risk of bias”), two individuals in the NET group required inpatient 
hospitalization. 

 
 
 
 
Note any other information on burdens from published studies: 
 
Studies included in the RTI-UNC systematic review: 

• One study argued that there were few if any homework tasks and was delivered in 4 sessions. In another, lay counselors 
administered the treatment after receiving 6-weeks of training. 
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Studies excluded in the RTI-UNC systematic review: 

• In both studies, sessions ranged from 90 – 120 minutes. 

 
 
Note any additional information on harms: 
 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
[List added to full guideline document.] 
 
 
 
 
 
 
Note any additional information on burdens: 
Potential burdens associated with trauma focused therapy based on clinician and community member input:  
 
Time  
Effort 
Session attendance  
Stigma 
Fear of the unknown 
Perceived painfulness of therapy 
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Next, list and rate each harm/burden : 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

6. Adverse events 
leading to withdrawals 

     X 

7. Other serious 
adverse events  

 

    X   

8. Other adverse events      X 

9. Burdens 

 

   X   

 

Dropout: Higher dropout for TAU/SC condition than NET condition for RTI-UNC studies.  Participants randomized  

to TAU / SC were 3.4 times (95% CI, 1.5-8.0) as likely to drop out as participants randomized to NET, however, the reasons for dropout 
were either not reported or not interpretable and therefore did not factor into the recommendation decision. 

Assign an overall global rating across outcomes: 
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 X Benefits clearly outweigh harms/ burden  
☐Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
 
 

Notes/Comments: 

 

Two hospitalizations in NET condition- post-randomization and pretreatment.   
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 

 

Information from research studies: 

None found. 

 

Information from community members on panel: 

 

Nothing specific to narrative exposure therapy.  

 

Information from clinicians on panel: 

 

Adrian Aron: work shows some preference for testimony-based therapy in non-Western populations  

 

Patients who are avoidant don’t like NET type therapies. Patients who are not avoidant more drawn to it.  

 

Information from other sources (also list sources): 
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Next rate the variability of and your certainty about patient values and preferences 

 

 

 

 

 

 

 

 

 

 

 

Next combine across ratings into an overall rating on the following scale: 

 

☐ Similar values and little uncertainty  

☐ Some variation or some uncertainty  

  X  Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 

 

Limited data.  

 

 

 

Notes/Comments: 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate  Moderate 
 Low X Low 
X Unknown  Unknown 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 

  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Generalizability to non-refugee/non-asylum seeker populations is unclear. Not clear how 

generalizable to populations with traumas not related to human injustice. Not clear how 
generalizable evidence is to persons not open to verbalizing experiences.  

Interventions 
 

Comparators 
 

Outcomes 
 

Timing or Time frame 
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Notes/Comments: 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of narrative exposure therapy.  
 
 
p. 73-74 RTI-UNC Systematic Review 

 
Three trials assessed the effectiveness of narrative exposure therapy for PTSD among asylum seekers 

and refugees. Narrative exposure therapy is described as a “standardized short-term approach based on the 
principles of cognitive-behavioral exposure therapy by adapting the classical form of exposure therapy to meet 
the needs of traumatized survivors of war and torture.”127 All three trials were conducted by the same group of 
researchers. Sample sizes ranged from 32 to 277. Duration of treatment was usually 3 to 5 weeks. All three 
trials used the PDS to assess PTSD symptom severity. All samples contained males (25% to 69%) and 
females (31% to 75%) who were generally in their early to mid-30s. One trial compared narrative exposure 
therapy (n=17), supportive trauma counseling (n=14), and psychoeducation (n=12) in a Ugandan refugee 
settlement with Sudanese refugees.127 The second trial was also conducted in a Ugandan refugee settlement 
and compared narrative exposure therapy (n=111), trauma counseling (n=111), and a nontreatment symptom 
monitoring group (n=55) among Rwandan and Somalian refugees.125 The primary focus of this trial was to 
examine whether trained lay counselors can carry out effective treatment of PTSD in a refugee settlement as 
this might have important implications in resource-poor countries experiencing conflict. The third trial compared 
narrative exposure therapy (n=16) with treatment as usual (n=16) in a sample of asylum seekers living in 
Germany who were originally from Turkey, the Balkans, or Africa.126 Treatment as usual included 
“psychotherapy with a focus on stabilizing methods (n=6) and psychoactive medication (n=12).” 
 

Study Arm (N) 

Treatment 
Duration 
(Followup)  

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age 
(Y) % F 

% 
Non-
white 

Risk of 
Bias 

Neuner et 
al., 
2008125 

NET (111) 
Trauma Couns 
(111) 
MG (no 
intervention) 
(55) 

3 weeks (6 
months) 

Male and 
female  
Rwandan and 
Somalian 
refugees 

PDS 
21.3 to 
26.7 
 

35 51 100 Medium 

Neuner et 
al., 
2010126 

NET (16) 
TAU (16) 

Weekly or bi-
weekly sessions 
(median 9)d 

Male and 
female  
Asylum 
seekers 

PDS 
36.9 to 
38.9 
 

31 31 NR Medium 

Settings 
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Neuner et 
al., 
2004127 

NET (17) 
Trauma Couns 
(14) 
PsychEd (12) 

3 to 4 weeks (4 
and 12 months) 

Male and 
female  
Sudanese 
refugees 

PDS 
19.5 to 
25.2  

33 61 100 Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 
 Strong recommendation for use. 

 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

X 
 Conditional recommendation for use.    

 
 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 

 
Among adult patients with PTSD, the panel suggests that clinicians offer Narrative Exposure Therapy compared to no intervention.  

1-18-17 After reviewing the evidence originally reviewed, along with public comment, the subcommittee unanimously agreed to retain the 
conditional recommendation. 

The panel also discussed the new evidence identified in the search update and agreed it is also supportive of NET. However, without 
additional analyses of the important outcomes in addition to the critical outcome of PTSD symptom reduction, the panel did not find new 
evidence that might modify its evaluation of the strength of evidence. The panel notes it is more uncertain that this is a conditional 
recommendation and believes that future meta-analysis could change strength of evidence ratings. 
 
Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is moderate strength of evidence of a medium to large magnitude of benefit for the critical outcome of PTSD symptom reduction.  

• There is low strength of evidence of a small magnitude of benefit for one additional important outcome: loss of PTSD diagnosis.  

• No other important outcomes have at least moderate strength of evidence.  

• There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms.  

• Benefits clearly outweigh harms/ burdens. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 10- Efficacy of Brief Eclectic Psychotherapy 

Pages 74 (study characteristics) and 79 – 81 (results) of RTI-UNC Systematic Review 

Factor 

V. Aggregate/Global  

        Strength of Evidence (SOE)        
(from evidence profiles) 

VI. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

• Harms of the Treatment 

• Burdens of Treatment 

(Note- do not include financial cost) 
 

Balance of Benefits and 
Harms/Burdens of Treatment 

VII. Patient Values and 
Preferences 
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VIII. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic #10- Efficacy of Brief Eclectic Psychotherapy (Gerson et al., 2000; Lindauer et al., 2005; Schnyder et al., 2011) 

Question: Is brief eclectic psychotherapy (BEP) efficacious for adults with PTSD? [Evidence from studies comparing BEP with 
waitlist] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction   X  

Remission    X 

Loss of diagnosis   X  

Prevention or reduction of comorbid depression   X  

Prevention or reduction of comorbid anxiety   X  

     

Outcomes for which no studies were found: quality of life, disability or functional impairment, adverse 
events leading to withdrawals, and other serious adverse events. 

 
 
 
 
 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
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Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐ Low  
X Insufficient/ Very Low  

 
 
Notes/Comments: 
 
 
Because harms are not reported and that is a critical outcome, the SOE is rated as insufficient/ very low. 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
 

 No of patients Effect 

Quality 

No of 
studies  Brief eclectic 

psychotherapy (BEP) Waitlist Relative 
(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 16 weeks; measured with: various outcome measures; Better indicated by lower values) 

3 See footnote #1 

See footnote #2 

50 46 - Not calculated, likely 
small to medium effect 
size3 

⊕⊕ΟΟ 
LOW 

Remission (follow-up 16 weeks; assessed with: no longer having symptoms) 

1 See footnote #3 2/16  
(12.5%)6 

  

0/14  
(0%) 

- 12.5% vs. 0% 
posttreatment; 18.8% vs. 
0% at 6 months 

- 

⊕ΟΟΟ 
VERY LOW 

Loss of diagnosis (follow-up 16 weeks) 

3 See footnote #4 50  

  

46 not pooled Range from 12.5% vs. 
0% to 83.3 vs. 25% to 

91% vs. 50% 

 

⊕⊕ΟΟ 
LOW 

Prevention/reduction of comorbid depression (follow-up 16 weeks; Better indicated by higher values) 

3 See footnote #5 50 46 - All 3 found benefits, wide 
range of effect sizes in 
the 2 trials reporting 
sufficient data to 
determine, from medium 
to very large 

⊕⊕ΟΟ 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 16 weeks; Better indicated by higher values) 
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3 See footnote #5 50 46 - All 3 found benefits, wide 
range of effect sizes in 
the 2 trials reporting 
sufficient data to 
determine, from medium 
to very large 

⊕⊕ΟΟ 
LOW 

 
Outcomes for which no studies were found: quality of life, disability or functional impairment, adverse events leading to withdrawals, 
and other serious adverse events. 
 
Footnote #1 - Wide CI that contains clinically distinct conclusions. 
Footnote #2- The three trials used different outcome measures-two found small or medium effect sizes using the CAPS15 and SI- 
                      PTSD, 16 respectively. The other did not report enough data to determine effect sizes. 
Footnote #3- The number of events is low. Does not meet optimal information size. 
Footnote #4- The three trials were consistent in the sense that they all found more subjects in the BEP group with loss of PTSD    
                      diagnosis compared with the WL group. However, the differences between groups were inconsistent, ranging from a  
                      small difference (12.5%) 15 to a large difference (58.3%) between groups. 
Footnote #5- Conflicting findings across studies. 
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Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction 

 

 X     

2. Remission      X 

3. Loss of diagnosis 

 

 X *     

4. Prevention or reduction 
of comorbid depression 

 

X      

5. Prevention or reduction 
of comorbid anxiety 

 

X      

 
*Uncertain about magnitude of effect due to wide CI. Could be small up to large effect.   
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Second, list quantitative information on harms from evidence profiles: 
 
 
*No studies reported adverse events leading to withdrawals or other serious adverse events.  
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Note any other information on harms from published  studies: 
 
References for harms/burdens published studies: 

• RTI-UNC included study for inactive comparator (3 studies, 3 articles: Gerson et al., 2000; Lindauer et al., 2005; Schnyder et 
al., 2011) 

• RTI-UNC included studies for active comparator (1 study: Nijdam et al., 2012)\ 

 
Reasons for dropouts are unknown, they could be due to harms, burdens, patient preferences and values, or improvement.  
 
Studies included in the RTI-UNC systematic review: 
 
      Inactive Comparator: 

• Dropout rate: Gersons et al (2000): 0 of 22 (0%) BEP vs. 1 of 20 (5%) wait-list control; Lindauer et al (2005): 5 of 12 (41.7%) 
BEP v. 1 of 12 (8.3%) wait-list control; Schnyder et al (2011): ? of 16 (?%) BEP vs. ? of 14 (?%) minimal attention control group 
– didn’t report dropout 

• Symptom worsening/adverse events: Gersons et al - One patient from the wait-listed group (5%) dropped out of the study 
because of worsening PTSD symptoms; Lindauer et al – One patient from tx group (8.3%) dropped out because “imaginal 
exposure proved too difficult to endure” 

 
      Active Comparator: 

• Dropout rate: 25 of 70 (35.7%) BEP vs. 20 of 70 (28.6%) EMDR 

• Symptom worsening/adverse events: 3 individuals dropped out due to experiencing a new trauma or recurring threat (tx group 
condition not specified) 

 
Note any other information on burdens from published studies: 
 
Studies included in the RTI-UNC systematic review: 

• Gersons et al (2000), Lindauer et al (2005) – BEP includes writing assignments (daily, 30 mins)  meant to evoke “strong 
feelings of anger and helplessness” & exposure component of 20-30 mins in duration meant to provoke “heavy emotional 
outburst of fear and sorrow”; also intended to include the patients’ partner in various aspects of treatment 
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Note any additional information on harms: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
[List added to full guideline document.]  
 
 
Note any additional information on burdens: 
Potential burdens associated with trauma focused therapy based on clinician and community member input:  
 
Time spent 
Fear of the unknown 
 
Partner involvement  
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Next, list and rate each harm/burden : 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

6. Adverse events 
leading to withdrawals 

  X    

 7. Other serious 
adverse events 

 

     X 

8. Other adverse events    X   

9. Burdens    X   

 

Dropout: Dropout rates vary considerably across studies: Gersons et al (2000): 0 of 22 (0%) BEP vs. 1 of 20 (5%) wait-list control; 
Lindauer et al (2005): 5 of 12 (41.7%) BEP v. 1 of 12 (8.3%) wait-list control. Dropout rates are not always consistently in favor of one 
condition over the other. The reasons for dropout were either not reported or not interpretable and therefore did not factor into the 
recommendation decision.  
 

Assign an overall global rating across outcomes: 
 
☐Benefits clearly outweigh harms/ burden  
X Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
 

Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

“(B)rief eclectic psychotherapy may be preferred if patients value reflection on the trauma story and its 
meaning for their lives,” (Nijdam et al., 2012). 

Becker (2009)’s study of undergraduate criminal justice students and law officers, asked re:list of treatments 
and found that BEP was at the end of the list of preferred treatments. CPT and exposure were most preferred 
followed by psychodynamic, SER, BEP, and EMDR. 

Reference: Becker, C. B., Meyer, G., Price, J. S., Graham, M. M., Arsena, A., Armstrong, D. A., &  Ramon, E. 
(2009). Law enforcement preferences for PTSD treatment and crisis management alternatives. Behaviour 
Research and Therapy, 47, 245-253. 

 

Information from community members on panel: 

No additional feedback.  

 

 

Information from clinicians on panel: 

 

No additional feedback.  

 

Information from other sources (also list sources): 

 

None.  
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Next rate the variability of and your certainty about patient values and preferences:   
 

 

 

 

 

 

 

 

 

 
Next combine across ratings into an overall rating on the following scale: 

☐ Similar values and little uncertainty  

☐ Some variation or some uncertainty  

X  Large variation or significant uncertainty  

 

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
 

Only two known studies with information. Information is inconsistent between studies, thus high variability and 
significant uncertainty in patients’ values and preferences.  

 

 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
X High  High 
 Moderate  Moderate 
 Low X Low 
 Unknown  Unknown 
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Notes/Comments: 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

No other specific concerns.  

Notes/Comments: 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of brief eclectic psychotherapy.  
 
p.74 RTI-UNC Systematic Review 

Four trials assessed brief eclectic psychotherapy, a manualized intervention that combines 
cognitive-behavioral and psychodynamic approaches for treating patients with PTSD. Three of 
the four compared brief eclectic psychotherapy with waitlist21,123 or minimal attention124; one 
compared it with EMDR.48 Three trials were conducted by the same research group in the 
Netherlands; one with police officers21 and the other two with heterogeneous group of subjects 
with a variety of index trauma types.48,123 One trial enrolled a diverse group of predominantly 
Swiss citizens (63.3%).124 Brief eclectic psychotherapy was conducted for 16 weeks in all four 
studies. Mean age was similar in all four trials (35 to 40 years of age). Twelve subjects (40.0%) 
of the Swiss sample were taking psychotropic medications, “mostly antidepressants.”  
 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations  

Interventions 

Two of three trials were conducted by same research group  
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 

 



 
377 

 

   

 

Study Arm (N) 

Treatment 
Duration 
(Followup)  

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age 
(Y) % F 

% 
Non-
white 

Risk of 
Bias 

Gersons 
et al., 
200021 

BEP (22) 
WL (20) 

16 weeks (3 
months) 

Male and 
female police 
officers 
Trauma type 
NR 

NR  37 12 NR Medium 

Lindauer 
et al., 
2005123 

BEP (12) 
WL (12) 

16 weeks Male and 
female  
Mixed 

NR 39 54 NR Medium 

Schnyder 
et al., 
2011124 

BEP (16) 
MA (14) 

16 weeks (6 
months)c 

Male and 
female 
Mixed 

73.4 to 
78.6  

40 47 NR Medium 

 
Narrative and applicability table point to three of four studies being conducted by same research group.  It should be 
noted that only three studies are included in the Efficacy DT #10, and one study that was done by the same research 
group compared BEP with an active comparator (EMDR).  Therefore, comments in the Intervention row of the applicability 
table should be revised to:  “Two of three trials were conducted by same research group.” 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 
 Strong recommendation for use. 

 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

X  Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 
 
Among adult patients with PTSD, the panel suggests that clinicians offer brief eclectic psychotherapy compared to no intervention.  

 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is low strength of evidence of a small magnitude of benefit for the critical outcome of PTSD symptom reduction.  

• There is low strength of evidence of a medium to large magnitude of benefit for two additional important outcomes: prevention/reduction of comorbid 
depression and prevention/reduction of comorbid anxiety) and low strength of evidence of a small magnitude of benefit for loss of PTSD diagnosis  

• There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms.  

• Benefits slightly outweigh harms/ burdens. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 28- Efficacy of Topiramate Updated by panel quorum 12/22/16 

Factor 

IX. Aggregate/Global  

        Strength of Evidence (SOE) 
       (from evidence profiles) 

X. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

 
 
 

• Harms of the Treatment 

 
 
 

• Burdens of Treatment 

(Note- do not include financial cost) 
 
 

Balance of Benefits and 
Harms/Burdens of Treatment 
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XI. Patient Values and 
Preferences 

XII. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic #28- Efficacy of Topiramate (Akuchekian et al., 2004; Tucker et al., 2007; Yeh et al., 2011) 

Question: Is topiramate efficacious for adults with PTSD? [Evidence from studies comparing topiramate with placebo] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction-measured by CAPS  X   

PTSD symptom reduction-measured by TOP-8    X 

Remission    X 

Prevention or reduction of comorbid depression-measured by 
BDI    X 

Prevention or reduction of comorbid depression-measured by 
HAM-D    X 

Prevention or reduction of comorbid anxiety    X 

Disability/functional Impairment    X 

     
Adverse events leading to withdrawals    X 

     

Outcomes for which no studies were found: loss of diagnosis, quality of life, and other serious adverse 
events. 

 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
 



 
385 

 

   

 
 
 

 
 

 

 
Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐Low  
X Insufficient/ Very Low  

 
 
Notes/Comments: 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
 
 

 No of patients Effect 
Quality 

 
No of 

studies  Topiramate Placebo Relative 
(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: CAPS; Better indicated by lower values) 

3  71 71 - MD 15.5 lower (19.4 to 
11.7 lower) 

SMD 0.96 lower (1.90 
lower to 0.03 lower) 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: TOP-8; Better indicated by lower values) 

1  20 20 - -67.9% vs. -41.6% 
p=0.02 

⊕ΟΟΟ 
VERY LOW 

Remission (follow-up 12 weeks; assessed with: no longer having symptoms) 

1  8/20  
(40%) 

4/20  
(20%) 

- 40% vs. 20% p=0.295 ⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: BDI; Better indicated by lower values) 

1  17 18 - -8.5 vs. -3.9  p=0.72 ⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: HAM-D; Better indicated by lower values) 

1  20 20 - -50.7% vs. -33.3% 
p=0.25 

⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid anxiety (follow-up 12 weeks; measured with: HAM-A; Better indicated by lower values) 

1  20 20 - -53.9% vs. -40.0% 
p=0.33 

⊕ΟΟΟ 
VERY LOW 

Disability/functional impairment (follow-up 12 weeks; measured with: SDS; Better indicated by lower values) 
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1  20 20 - -30.6% vs. -35.4% p=0.8 ⊕ΟΟΟ 
VERY LOW 

 
 
Outcomes for which no studies were found: loss of diagnosis, quality of life, and other serious adverse events. 
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Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction- measured 
with CAPS 

 

X      

2. PTSD symptom 
reduction- measured 
with TOP-8 

X      

3. Remission      X 

4. Prevention or reduction 
of comorbid depression-
measured with BDI 

      X 

5. Prevention or reduction 
of comorbid depression- 
measured with HAM-D 

     X 

6. Prevention or reduction 
of comorbid anxiety 

      X 

7. Disability/functional 
impairment 

      X 
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Second, list quantitative information on harms from evidence profiles: 

 No of patients Effect 
Quality 

 
No of 

studies  Topiramate Placebo Relative 
(95% CI) Absolute 

Adverse events leading to withdrawals (follow-up 12 weeks) 

3  See footnote #1 7/71  
(9.9%) 

  

6/71  
(8.5%) 

- 1 more per 100 (from 8 
fewer to 10 more) 

 

⊕ΟΟΟ 
VERY LOW 

 
Footnote #1 - The number of events is low. Does not meet optimal information size.  
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Note any other information on harms from published  studies: 
 
Studies included in the RTI-UNC systematic review:  

• Dropout: 24.3%  (9/37) topiramate; 26.3% (10/38) placebo 

• Dropout due to Adverse Events: 9.9%  (7/71) topiramate; 8.5% (6/71) placebo 

• One study noted symptom worsening with topiramate (2 pts) and placebo (1 pt) 

• All three studies reported adverse events with topiramate, including most commonly:  sexual dysfunction, light headedness, 
dizziness, headache, sinusitis, taste perversion, emotional lability, nervousness, rectal bleeding, aggravated depression, 
somnolence, insomnia, paresthesia, irritability, dyspepsia, concentration difficulty 

 
 
Studies excluded in the RTI-UNC systematic review: 

• Dropout: 55% topiramate; 25% placebo (Lindley et al, 2007) 

• Dropout due to Adverse Events:40% topiramate; 10% placebo (Lindley et al, 2007) 

• Most common side effects related to central nervous system 

 
 
Additional articles not included in the systematic review: 

• Dropout: 17% topiramate (Berlant, 2004) 

• Most common side effects related to central nervous system (e.g., word finding, memory difficulties) (Tucker et al, 2004) 

 
Note any other information on burdens from published studies: 
 
Burdens from published studies are combined together with adverse events above for pharmacological treatments.  
 
 
 
Note any additional information on harms: 
 
GI issues, dizziness, headache, post-concussive syndrome. Reports of cognitive dulling. 
 
Risk during pregnancy for cleft lip and cleft palate  
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Note any additional information on burdens: 
 
Efforts to attend appointments and cost 
 
 
 
 
Next, list and rate each harm/burden: 
 

Outcomes: Large/Mediu
m  benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

9. Adverse events 
leading to withdrawals 

 

   

 

X   

10. Other serious 
adverse events 

 

     X 

  

11. Other Adverse Events     X  

12. Burdens 

 

   X   

 
No difference in included RTI-UNC studies but when you factor in the excluded studies it is moved to small harm/burden. 
Dropout: There were similar dropout rates between the Topiramate and placebo conditions in the RTI-UNC studies: 24.3 % (9/37) 
dropped out of the Topiramate condition compared with 26.3% (10/38) in the placebo condition. In studies excluded from the RTI-
UNC review, dropout was higher in the Topiramate condition (55%) compared with the placebo condition (25%). The reasons for 
dropout were either not reported or not interpretable and therefore did not factor into the recommendation decision. 
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Assign an overall global rating across outcomes: 
 
☐Benefits clearly outweigh harms/ burden  
X Benefits slightly outweigh harms/ burden  
X Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 

Notes/Comments: 

 
Medium to large benefit, medium to large treatment emergent effects, unable to rate secondary benefit outcomes. Thus overall rating 
is benefits slightly outweigh.  

12/22/16 
Panel revisited decision table. The public comments received on this topic question the evaluation of the studies included 
in the SR. The panel agreed that the quality determinations by RTI stand. However, the panel considered additional clinical 
information regarding the side effects (cognitive blunting being a primary concern) and agreed to re-consider the overall 
rating across outcomes regarding the balance of benefits and harms/ burdens. 
Upon voting, 4 panel members indicated that the benefits slightly outweigh harms/ burdens whereas 6 panel members 
believe the benefits are balanced with harms/ burdens. 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

Nothing 

 

 

Information from community members on panel: 

Nothing. 

 

 

Information from clinicians on panel: 

 

Cognitive dulling, ‘topiramate brain’- hear from patients- “topa-stupid.’ 

Using anti-convulsant for something other than seizures scares people.  

 

Information from other sources (also list sources): 

 

Next rate the variability of and your certainty about patient values and preferences:   
 
 

 

 

 

 

 

 
 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate  Moderate 
 Low X Low 
X Unknown  Unknown 



 
394 

 

   

 Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

☐ Some variation or some uncertainty  

X Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
Clinicians are aware of what appears to be a common concern among patients in regards to cognitive effects.  

 

 

 

 

 

 

 

 

 

 

 

 

 

Notes/Comments: 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

 

Notes/Comments: 

The RTI-UNC Systematic review showed no evidence of treatment heterogeneity by population characteristics 
or trauma types. Accordingly the panel concluded that there were no concerns about applicability of 
Topiramate. 

 
p.  88 RTI-UNC Systematic Review 
Characteristics of Studies 

Study 
Arm Dose mg/day 
(N) 

Duration 
(Weeks) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age (Y) % F 

% Non-
white 

Risk of 
Bias 

Akuchekian et 
al., 2004137 

Topiramate (12.5 to 
500) (34) 
Placebo (33) 

12 Male 
Combat 
veterans  

49.8 40 0 100 Medium 

Tucker et al., 
2007141 

Topiramate (25 to 
400) (20) 
Placebo (20) 

12 Male and female  
Mixed  

88.3 to 
91.1 

41 79 11 Medium 

Yeh et al., 
2011138 

Topiramate (25 to 
200) (17) 
Placebo (18) 

12 Male and female  
Mixed  

66.1 to 
78.8 

40 68 NR Medium 

 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations 

 
Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 

 



 
396 

 

   

 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 

 Strong recommendation for use. 
 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

X  
 
7 
 
4 
 

Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

X 
 
2 
 
5 

No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 
Among adult patients with PTSD, the panel suggests that clinicians offer topiramate compared to no intervention. 
 
The panel concludes that the evidence is insufficient to recommend for or against offering topiramate compared to no intervention. 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is moderate evidence of a medium to large magnitude of benefit for the critical outcome of PTSD symptom reduction.  

• There was insufficient/very low strength of evidence for all other benefit outcomes.  

• There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms.  

• Clinician practice suggests the side effects of topiramate may be significant for some patients, deterring potential use by physicians. 

• Benefits balance slightly outweigh harms/ burdens. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic #30 - Efficacy of Risperidone 

Pages 91-92 (study characteristics) and 92-93 (results) of RTI-UNC Systematic Review. 

Factor 

II. Aggregate/Global  

        Strength of Evidence (SOE) 
       (from evidence profiles) 

IV. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

 
 

• Harms of the Treatment 
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• Burdens of Treatment 

(Note- do not include financial cost) 
 
 

Balance of Benefits and 
Harms/Burdens of Treatment 

XV. Patient Values and 
Preferences 

XVI. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic # 30- Efficacy of Risperidone (Bartzokis et al., 2005; Hamner et al., 2003; Krystal et al., 2011; Monnelly et al., 2003; Reich et al., 
2004) 
Question: Is risperidone efficacious for adults with PTSD? [Evidence from studies comparing risperidone with placebo] 

Factor Summary of Reasons for Judgment/ Evidence 
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I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 
 
 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction-measured by CAPS   X  

PTSD symptom reduction-measured by PCL-M    X 

Prevention or reduction of comorbid depression    X 

Prevention or reduction of comorbid anxiety    X 

Prevention or reduction of comorbid psychosis    X 

     

     
Adverse events leading to withdrawals    X 

     

Outcomes for which no studies were found: remission, loss of diagnosis, quality of life, 
disability/functional impairment, and other serious adverse events. 

 
 

 
Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
 
 

 
 
Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
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☐High  
☐Moderate  
☐Low  
X Insufficient/ Very Low  

 
 
Notes/Comments: 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
 

 No of patients Effect 

Quality 

 
No of 

studies  Risperidone Placebo 

Relat
ive 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 5-24 weeks; measured with: CAPS; Better indicated by lower values) 

4 See footnote #1 212 210 - MD 4.60 
lower (9.01 

to 0.2 lower) 
SMD 0.26 
lower (0.52 

lower to 0.01 
lower) 

⊕⊕ΟΟ 
LOW 

PTSD Symptom Reduction (follow-up 6 weeks; measured with: PCL-M; Better indicated by lower values) 

1 See footnote #1 8 8 - -10.0 vs. -
0.50,  

p=0.02 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid depression (follow-up 16 weeks; measured with: HAM-D; Better indicated by lower values) 

1 See footnote #1 33 32 - -3.7 vs. -1.4, 
p>0.05 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 16 weeks; measured with: HAM-A; Better indicated by lower values) 

1 See footnote #1 33 32 - -7.4 vs. -2.0, 
p<0.001 

⊕ΟΟΟ 
VERY 
LOW 

Prevention/reduction of comorbid psychosis (follow-up 5 weeks; measured with: PANSS; Better indicated by lower values) 
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1 See footnote #1 20 20 - -10.0 vs. -
2.3, p≤0.05 

⊕ΟΟΟ 
VERY 
LOW 

 
Footnote #1- Wide CI that contains clinically distinct/different conclusions. 
 
Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction- measured 
with CAPS 

 

 X     

2. PTSD symptom 
reduction- measured 
with PCL-M 

     X 

3. Prevention or reduction 
of comorbid depression 

  X     

4. Prevention or reduction 
of comorbid anxiety 

 X      

5. Prevention or reduction 
of comorbid psychosis 

 

 X     
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Second, list quantitative information on harms from evidence profiles: 
 
 

 No of patients Effect 
Quality 

 

No of studies  Risperidone Placebo Relative 
(95% CI) Absolute 

Adverse events leading to withdrawals (follow-up 5-24 weeks) 

5 See footnote #1 6/220  
(2.7%) 

  

5/218  
(2.3%) 

- 0 more per 100 
(from 2 fewer to 

2 more) 

 

⊕ΟΟΟ 
VERY 
LOW 

 

Footnote#1- Wide CI that contains clinically distinct/different conclusions. 
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Note any other information on harms from published  studies: 
 
References for harms/burdens published studies: 
 

• Studies included in the RTI-UNC systematic review for Inactive comparators: (5 studies, 5 articles: Bartzokis et al., 
2005; Hamner et al., 2003; Krystal et al., 2011; Monnelly et al., 2003; Reich et al., 2004). 

• Studies excluded in the RTI-UNC systematic review: (2 studies, 2 articles: Rothbaum et al., 2008; Padala et al., 2006). 

• Additional articles not included in the systematic review (i.e., non-RCTs): (Khachiyants et al., 2010; David et al., 2004).  

 
 

Studies included in the RTI-UNC systematic review: 
• Dropout due to Adverse Events: Risperidone: 6 of 220 (2.7%) vs. Placebo 3 of 218 (1.4%). 

• Overall dropout: Risperidone: 48 of 220 (21.8%) vs. Placebo 39 of 218 (17.9%). 

• Adverse Events: Three studies (Hamner, 2003; Krystal, 2011; Bartzokis, 2005) noted that risperidone was “well-tolerated,” 
with two studies (Krystal, 2011; Bartzokis, 2005) noting that adverse events appeared to be related to dosage.  Four studies 
noted either higher dropout rate and/or adverse events in the risperidone group versus placebo, but that the events were “not 
serious.”  
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• Specifically, in Reich et al (2004) treatment-emergent adverse events were reported by 33.3% in risperidone and 11.1% in 
placebo group. In Monnelly et al (2003), 57.1% in the risperidone group reported mild adverse events and 37.5% in placebo 
group reported mild to moderate adverse events. In Reich, 8.3% (n = 1) in risperidone group dropped out due to adverse event 
(apathy with poor concentration) and in Monnelly, 12.5% (n = 1) in the risperidone group dropped out due to adverse events 
(urinary retention). 

• None of the 5 studies noted symptom worsening.  

• Side effects reported more frequently in the risperidone group compared to placebo included: self-reported weight gain, 
fatigue, somnolence, hypersalivation, urinary retention, sedation, dry mouth, tremor, apathy, poor concentration, increase 
prolactin level, mild akathisia, mild nausea, and diarrhea.  

• Dropout was also reported in one study due to: transportation difficulties, lack of  efficacy, withdrawal of consent, and 
development of unrelated medical problems.  
 

 
 
Studies excluded in the RTI-UNC systematic review: 

• Dropout due to adverse events: Risperidone: 5 of 25 (20%) vs. Placebo 0 of 20 (0%)  

• Overall dropout: Risperidone: 7 of 25 (28%) vs. Placebo 3 of 20 (15%)  

• Adverse events/Side effects: In Rothbaum et al (2008), 4 individuals dropped out of risperidone group due to adverse events 
including: tachycardia; elevated liver enzyme levels; ER visits due to unremitting chest pain; “probable dystonic reaction.” In 
Padala et al (2006), there were “no major changes [vital signs, extrapyramidal symptoms] noted in any of the participants;” 
however, 1 risperidone participant dropped out due to adverse event (rash). 

 
 
 
Additional articles not included in the systematic review: 

• Khachiyants et al (2010) [retrospective study]: 11 of 65 (16.9%) risperidone patients experienced adverse events including: 
hand tremor, headaches, nausea and vomiting, drowsiness, irritability, gastric irritation, generalized weakness, enuresis, urine 
retention and weight gain. 
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• David et al (2004) [pilot, open-label]: 4 of 17 (23.5%) dropped out; 1 individual dropped out due to increased sedation and 
another due to lack of efficacy; no major adverse events were observed; risperidone was “relatively well tolerated”; 1 individual 
developed mild extrapyramidal side effects which responded to dose decrease; 2 individuals developed transient episodes of 
sinus tachycardia; 1 individual had significant weight gain; most common side effects included dry mouth, mild decrease in 
motor activity, sedation, headache, nasal congestion, tremor, constipation, increased prolactin. 

 
 
Note any other information on burdens from published studies: 
 
Burdens from published studies are combined together with adverse events above for pharmacological treatments.  
 
 
 
 
 
Note any additional information on harms: 
Potential harms based on clinician and community member input:  
 
I would not underestimate the harm/cost issues from the side effects of risperidone. I've seen clients get pretty bad dystonia from 
taking even small doses. Also weight gain side effect.  
 
 
-Cardiovascular, neurological, and endocrine risks over time (above studies may not show these risks due to shorter time duration).  
-Later emerging risks are of particular concern.  
 
 
 
Note any additional information on burdens: 
Potential burdens associated with trauma focused therapy based on clinician and community member input: 
 
Efforts to attend appointments and cost 
Adherence 
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Next, list and rate each harm/burden: 
 

Outcomes: Large/Mediu
m  benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

9. Adverse events 
leading to withdrawals 

 

     X 

10. Other serious 
adverse events 

 

  X    

11. Other adverse events     X  

12. Burdens 

 

   X   

Dropout:  
• Overall dropout: Risperidone: 48 of 220 (21.8%) vs. Placebo 39 of 218 (17.9%). (RR 1.2 for Risperidone, so could make a 

case that there is no difference or maybe small difference but wide CI so impossible to say) 

• Overall dropout: Risperidone: 7 of 25 (28%) vs. Placebo 3 of 20 (15%) 

• There could be no difference or small difference in dropout rates but it is impossible to say due to wide CI.  
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The reasons for dropout were either not reported or not interpretable and therefore did not factor into the recommendation decision. 
 
 
 
 
 
 
 
 
 
 
 
Assign an overall global rating across outcomes: 
 
☐Benefits clearly outweigh harms/ burden 
☐Benefits slightly outweigh harms/ burden  
X Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
 

Notes/Comments: 

Small benefits for critical outcome and some other outcomes. At least moderate sized harms for other adverse events.  
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

Nothing.  

 

 

Information from community members on panel: 

None to report.  

 

 

Information from clinicians on panel: 

Not necessarily palatable or worth it for many patients but there are patients with severe presentations who 
have found this drug uniquely beneficial.  

 
I've seen clients get pretty bad dystonia from taking even small doses, also weight gain side effect- clients 
don’t like these side effects.  

 

Information from other sources (also list sources): 
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Next rate the variability of and your certainty about patient values and preferences:   
 

 

 

 

     

 

 

 

 
 

Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

☐ Some variation or some uncertainty  

 X Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
Unknown variability and low certainty in pt values and preferences.  

 

 

 

 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate  Moderate 
 Low X Low 
X Unknown  Unknown 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

Notes/Comments:  

The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of Risperidone. 

 
p. 91-92 RTI-UNC Systematic Review 
Characteristics of Studies 

Study 
Arm Dose 
mg/day (N) 

Duration 
(Weeks) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya  

Mean 
Age (Y) % F 

% Non-
white 

Risk of 
Bias 

Bartzokis et al., Risperidone (1 16 Male  98.6 to 102.2 52 0 32 Medium 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Four of five trials with combat veterans, possible greater chronicity of PTSD sx and  

maybe higher comorbidity, maybe more severity with this population. With childhood 
survivors also unsure of chronicity.  

 
Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 
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2005147 to 3) (33) 
Placebo (32) 

Combat 
veterans 

Hamner et al., 
2003148 

Risperidone (1 
to 6) (20) 
Placebo (20) 

5 Male 
Combat 
veterans 

89.1 to 90.3 52 0 54 Medium 

Krystal et al., 
2011149 

Risperidone (1 
to 4) (147)  
Placebo (149) 

24 Male and 
female  
Combat 

78.2 54 3 34 Low 

Monnelly et al., 
2003150 

Risperidone 
(0.5 to 2)(8) 
Placebo (8) 

6 Male 
Combat 
veterans 

PCL-M  
72 to 73 

51 0 20 Medium 

Reich et al., 
2004151 

Risperidone 
(0.5 to 8) (12) 
Placebo (9) 

8 Female  
Childhood 
abuse  

65.5 to 73.9 28 100 14 Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 
 Strong recommendation for use. 

 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

 Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

X No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 
Among adult patients with PTSD, the panel concludes that the evidence is insufficient to recommend for or against clinicians offering risperidone. 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
• There is low evidence of a small magnitude of benefit for the critical outcome of PTSD symptom reduction.  

• There was insufficient/very low strength of evidence for the critical outcome of serious harms.  

The panel found no other interpretable evidence of serious harms.  

• Benefits and harms/ burdens are balanced. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic #33 - Efficacy of Fluoxetine 

Pages 94-96 (study characteristics) and 96-101 (results) of RTI-UNC Systematic Review. 

Factor 

II. Aggregate/Global  

        Strength of Evidence (SOE) 
       (from evidence profiles) 

II. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

 
 

• Harms of the Treatment 

 
 
 

• Burdens of Treatment 

(Note- do not include financial cost) 
 
 

Balance of Benefits and 
Harms/Burdens of Treatment 
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XIX. Patient Values and 
Preferences 

XX. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic # 33- Efficacy of Fluoxetine (Connor et al., 1999; Meltzer-Brody et al., 2000; Martenyi et al., 2002; Martenyi et al., 2006; 
Martenyi et al., 2007; van der Kolk et al., 1994; van der Kolk et al. 2007) 

Question: Is fluoxetine efficacious for adults with PTSD? [Evidence from studies comparing fluoxetine with placebo] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction-measured by CAPS  X   

PTSD symptom reduction-measured by DTS  X   

Remission    X 

Loss of Diagnosis     X 

Prevention or reduction of comorbid depression  X   

Prevention or reduction of comorbid anxiety  X   

Quality of life    X 

Disability/functional Impairment    X 

     

     
Adverse events leading to withdrawals   X  

Other serious adverse events    X 
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Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
 
 

 
 
Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐Low  
X Insufficient/ Very Low  

 
 
Notes/Comments: 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
 

 No of patients Effect 
Quality 

 
No of 

studies  Fluoxetine Placebo Relative 
(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 5-12 weeks; measured with: CAPS; Better indicated by lower values) 

4  612 223 - MD 6.97 lower (10.4 to 
3.5 lower) 

SMD 0.28 lower (0.42 
lower to 0.14 lower) 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 5-12 weeks; measured with: DTS; Better indicated by lower values) 

3  576 190 - MD 8.19 lower (13.7 to 
2.7 lower) 

SMD 0.26 lower (0.45 
lower to 0.07 lower) 

⊕⊕⊕Ο 
MODERATE 

Remission (follow-up 8 weeks; assessed with: no longer having symptoms, Percent of subjects with CAPS less than 20) 

1  4/30  
(13.3%) 

3/29  
(10.3%) 

- 13% vs. 10%, p=0.72 ⊕ΟΟΟ 
VERY LOW 

Loss of Diagnosis (follow-up 8 weeks; assessed with: Percent of subjects no longer meeting criteria for PTSD diagnosis) 

1  22/30  
(73.3%) 

17/29  
(58.6%) 

- 73% vs. 59%, p=0.23 ⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: MADRS; Better indicated by lower values) 

2  549 163 - MD 2.4 lower (3.7 to 1.1 
lower) 

SMD 0.25 lower (0.44 
lower to 0.06 lower) 

⊕⊕⊕Ο 
MODERATE 

Prevention/reduction of comorbid anxiety (follow-up 12 weeks; measured with: HAM-A; Better indicated by lower values) 

2  549 163 - MD 2.1 lower (3.2 to 0.9 
lower) 

SMD 0.26 lower (0.42 
lower to 0.11 lower) 

⊕⊕⊕Ο 
MODERATE 

Quality of Life (follow-up 12 weeks; measured with: Change in SF-36 mental and physical sub-scores; Better indicated by higher values) 
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1  110 345 - Mental health sub-score: 
15.5 vs. 0.33, p<0.001 

Physical functioning sub-
score: 8.62 vs. 8.07, 

p=0.895 

⊕ΟΟΟ 
VERY LOW 

Disability/functional impairment (follow-up 12 weeks; measured with: SDS; Better indicated by lower values) 

1  27 27 - MD 5.8 lower (9.8 to 1.8 
lower) 

⊕ΟΟΟ 
VERY LOW 
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Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction- measured 
with CAPS 

 

 X     

2. PTSD symptom 
reduction- measured 
with DTS 

 X     

3. Remission       X* 

4. Loss of diagnosis 

 

      X* 

5. Prevention or reduction 
of comorbid depression 

 

X      

6. Prevention or reduction 
of comorbid anxiety 

 

 X     

7a. Quality of life- mental 
health sub-score 

 

X       

7b. Quality of life- 
physical functioning sub-

  X    
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score  

8. Disability/functional 
impairment 

     X  

 
 
 
*Unable to rate because although point estimate for risk difference is 14%, the CI are likely to be wide. 
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Second, list quantitative information on harms from evidence profiles: 
 
 

 No of patients Effect 
Quality 

 
No of 

studies  Fluoxetine Placebo Relative 
(95% CI) Absolute 

Adverse events leading to withdrawals (follow-up 12 weeks) 

3  

See footnote #1 

34/576  
(5.9%) 

  

10/190  
(5.2%) 

- 1 fewer per 100 (from 4 
fewer to 3 more) 

 

⊕⊕ΟΟ 
LOW 

Other serious adverse events (follow-up 12 weeks; assessed with: Mortality and Suicide, Suicidal Ideation, or Self-Harm Behaviors) 

1  

See footnote #1 &2  

6/323  
(1.9%) 

  

0/88  
(0%) 

-  ⊕ΟΟΟ 
VERY LOW 

Footnote#1- The number of events is low. Does not meet optimal information size.  

Footnote #2 - Data from a 12-week trial (N=411) (reference 161). The trial compared fluoxetine 20mg (n=163), fluoxetine 40mg (n=160), and 
placebo (n=88). It reported self-harm related events: 1 patient in the fluoxetine 40mg group experienced self-harmful behaviors; 1 patient in the 
20mg fluoxetine group experienced thoughts of self- mutilation, and 4 patients experienced suicidal ideation (1 in the fluoxetine 20mg group and 
3 in the 40mg group). Study authors considered 2 of these to be serious adverse events: 1 patient with thoughts of self-mutilation in the 
fluoxetine 20mg group and 1 with suicidal ideation in the fluoxetine 40mg group. 
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Note any other information on harms from published  studies: 
 
References for harms/burdens published studies: 
 

• Studies included in the RTI-UNC systematic review (n = 7; Connor et al (1999); Meltzer-Brody et al (2000); Martenyi et al 
(2002); Martenyi et al (2006); Martenyi et al (2007); van der Kolk et al (1994); van der Kolk et al (2007)).  

• Studies excluded in the RTI-UNC systematic review (n = 1;  Onder et al (2006)).  

• Additional articles not included in the systematic review (i.e., non-RCTs) (n = 4; Barnett et al (2002); Davidson et al 
(2005); Marshall et al (1995); Nagy et al (1993)).  

 
Studies included in the RTI-UNC systematic review (5 trials, 7 articles comparing tx to placebo): 

• Overall trial Dropout: 30% (18/60) fluoxetine; 27.6% (16/58) placebo 

• Dropout due to Adverse Events: 5.9% (34/576) fluoxetine; 5.2% (10/190) placebo 

• Across three studies, 64% fluoxetine and 59% placebo  groups reported experiencing at least 1 or more treatment emergent 
adverse event 

• Two studies (Martenyi et al, 2002; 2007) reported the fluoxetine group had patients experience “serious adverse event,” 
including thoughts of self-mutilation, two distinct episodes of overdose, anxiety, chest pain, gastritis, and suicidal ideation. 

• Treatment-emergent adverse events experienced more often by fluoxetine group included: diarrhea, sweating, headaches, 
nausea, somnolence, rhinitis, insomnia, dry mouth, abdominal pain, vomiting, and nervousness. 

• One study noted: “Fluoxetine was generally well tolerated, with no statistically significant difference between treatment groups 
in the incidence of any individual adverse event, nor any difference in dropout rate due to adverse events.” 

Studies excluded in the RTI-UNC systematic review: 
• Dropout: 18% fluoxetine due to adverse events and/or unknown reasons.  

• Most common adverse events causing dropout: insomnia and nausea   

 
Additional articles not included in the systematic review: 

• Overall Dropout: 29.6% (8 of 27) fluoxetine 
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• Dropout due to Adverse Events: 6.8% (9/133) fluoxetine 

• One study reported symptom worsening with fluoxetine: severe agitation, increased hyperarousal, exacerbated panic sx, and 
anxiety. 

• Adverse events reported more often in the fluoxetine group: nausea, diarrhea, and thirst. 

 
 
 
 
 
 
Note any other information on burdens from published studies: 
 
Burdens from published studies are combined together with adverse events above for pharmacological treatments.  
 
 
 
 
 
 
 
Note any additional information on harms: 
Potential harms based on clinician and community member input:  
 
Increase in suicidal ideation but not suicide among adolescents and young adults.  
Meta-analyses have suggested an increased risk of suicidal thoughts in children and young adults (18-24) with depression treated 
with SSRI antidepressants, though there has been significant controversy about this finding.  It is unclear whether those findings apply 
to persons with PTSD, though we believe it is clinically prudent to assume, in the absence of data demonstrating otherwise, that these 
findings are likely to apply to persons with PTSD, especially if depressive symptoms are present.  

  
risk of mania among those who are predisposed 
 
 
sexual inhibition/dysfunction 

potential weight gain 
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Note any additional information on burdens: 
Potential burdens associated with trauma focused therapy based on clinician and community member input: 
 
Efforts to attend appointments and cost 
Adherence 
 
 
 
 
 
 
 
 
 
 
 
 
Next, list and rate each harm/burden: 
 

Outcomes: Large/Mediu
m  benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

9. Adverse events 
leading to withdrawals 

 

      

  

X*   

10. Other serious 
adverse events 

 

   X*   
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11. Other adverse events    X*   

12. Burdens 

 

   X   

*These studies consistently report AEs. If one assumes that potential AE were reported and when none were reported, none 
occurred, then there is evidence and it is consistent with small harm/burden. 
Dropout: There were similar dropout rates between the Fluoxetine and placebo conditions in the RTI-UNC studies: 30% (18/60) 
dropped out of the Fluoxetine condition compared with 27.6% (16/58) in the placebo condition. The reasons for dropout were either 
not reported or not interpretable and therefore did not factor into the recommendation decision. 
 
Assign an overall global rating across outcomes: 
 
☐Benefits clearly outweigh harms/ burden 
X Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
 

Notes/Comments: 

Robust debate about issue of degree to which weight magnitude of effect for critical vs. important outcomes. Magnitude of effect 
smaller for critical outcomes compared to important outcomes.  
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

None 

 

 

Information from community members on panel: 

None 

 

 

Information from clinicians on panel: 

 

 Values: There is evidence that all have efficacy for PTSD (although the evidence for topiramate is mixed 
despite the RTI-UNC analyses) 

Preferences: There is evidence that given a choice, many patients prefer psychotherapy to medication. 
However, some do prefer medications and clinician experience suggests no difference within medication 
categories. 

 

 

Information from other sources (also list sources): 
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 Next rate the variability of and your certainty about patient values and preferences:   
 
 

Moderate variability Low certainty  
 

 
 
 
  
 

 
 
 

Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

X Some variation or some uncertainty  

 ☐ Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
 

There is little data in the published literature on patient values and preferences. Individual preferences with 
SSRIs need to be taken into account.  

 

Notes/Comments: 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
X Moderate  Moderate   

 Low X Low 
 

Unknown  Unknown  
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

 

Notes/Comments:  

The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of fluoxetine. 

Nothing to add. 

 
p.  94 RTI-UNC Systematic Review 
Characteristics of Studies 

Study Arm Dose mg/day (N) 
Duration 
(Weeks) 

Population  
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age 
(Y) % F 

% Non-
white 

Risk of 
Bias 

Connor et al., 
1999157 
Meltzer-Brody 
et al., 2000158 

Fluoxetine (10 to 60) 
(27) 
Placebo (27) 

12 Male and female 
Mixed  

DTS  
73.7 to 
79.4 

37 91 7 Medium 

Martenyi et 
al., 2002159; 

Fluoxetine (20 to 80) 
(226) 

12 Male and female 
Combat and 

80.5 to 
81.3 

38 19 9 Medium 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations 

 
Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 

 



 
440 

 

   

Martenyi et 
al., 2006160 

Placebo (75) victim/witness of war  

Martenyi et 
al., 2007161 

Fluoxetine (20) (163) 
Fluoxetine (40) (160) 
Placebo (88) 

12 Male and female  
Mixed  

75 to 79 41 72 23 Medium 

van der Kolk 
et al., 1994162 

Fluoxetine (20 to 60) 
(33) 
Placebo (31) 

5 Male and female  
Mixed (48% combat) 

NR 40 34 NR Medium 

van der Kolk 
et al., 2007113 

Fluoxetine(30) 
EMDR (29) 
Placebo (29) 

8c Male and female  
Mixed  

71.2 36 83 33 Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 
 Strong recommendation for use. 

 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

X Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 
 
Among adult patients with PTSD, the panel suggests that clinicians offer fluoxetine compared to no intervention. 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
 
• There is moderate evidence of a small magnitude of benefit for the critical outcome of PTSD symptom reduction.  

• There is moderate evidence of a small to large magnitude of benefit for two additional important outcomes: prevention/reduction of comorbid depression 
and prevention/reduction of comorbid anxiety.  

• There was low strength of evidence of a small harm/burden for the critical outcome of serious harms. The panel found no other interpretable evidence 
of serious harms.  

• Benefits slightly outweigh harms/ burdens. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic #34- Efficacy of Paroxetine 

Pages 94-96 (study characteristics) and 96-101 (results) of RTI-UNC Systematic Review. 

Factor 

XI. Aggregate/Global  

        Strength of Evidence (SOE) 
       (from evidence profiles) 

II. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

 
 
 

• Harms of the Treatment 

 
 
 

• Burdens of Treatment 

(Note- do not include financial cost) 
 

Balance of Benefits and 
Harms/Burdens of Treatment 
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XIII. Patient Values and 
Preferences 

XIV. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic #34- Efficacy of Paroxetine (Marshall et al., 2001; Simon et al., 2008; Tucker et al., 2001) 

Question: Is paroxetine efficacious for adults with PTSD? [Evidence from studies comparing paroxetine with placebo] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction-measured by CAPS  X   

PTSD symptom reduction-measured by DTS  X   

Remission  X   

Prevention or reduction of comorbid depression  X   

Disability/functional Impairment  X   

     
Adverse events leading to withdrawals  X   

Other serious adverse events    X 

     

Outcomes for which no studies were found: loss of diagnosis, prevention/reduction of comorbid anxiety, 
and quality of life. 

 
 
 

 
 
Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
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Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐Low  
X Insufficient/ Very Low  

 
 
Notes/Comments: 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
 

 
No of patients Effect 

Quality 

 
No of 

studies  Paroxetine Placebo 

Relativ
e 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 10-12 weeks; measured with: CAPS; Better indicated by lower values) 

2  538 536 - MD 12.6 lower (15.7 to 9.5 lower) 
SMD 0.49 lower (0.61 lower to 0.37 

lower) 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 10-12 weeks; measured with: DTS; Better indicated by lower values) 

2  538 536 - MD 12.2 lower (15.8 to 8.7 lower) 
SMD 0.41 lower (0.53 lower to 0.29 

lower) 

⊕⊕⊕Ο 
MODERATE 

Remission (follow-up 10-12 weeks; measured with: no longer having symptoms; Better indicated by lower values) 

2  174 174 - 12.9% more subjects in paroxetine 
group achieved remission 

(p=0.008)2 

SMD 0.49 lower (0.64 lower to 0.34 
lower) 

⊕⊕⊕Ο 
MODERATE 

Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: MADRS; Better indicated by lower values) 

2  538 348 - MD 5.7 lower (7.1 to 4.3 lower) ⊕⊕⊕Ο 
MODERATE 

Disability/functional impairment (follow-up 12 weeks; measured with: Sheehan Disability Scale; Better indicated by lower values) 

2  538 348 - MD 2.3 lower (3.3 to 1.4 lower) 
SMD 0.29 lower (0.41 lower to 0.17 

lower) 

⊕⊕⊕Ο 
MODERATE 

 
Outcomes for which no studies were found: loss of diagnosis, prevention/reduction of comorbid anxiety, and quality of life. 
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Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction- measured 
with CAPS 

 

 X     

2. PTSD symptom 
reduction- measured 
with DTS 

 X     

3. Remission X      

4. Prevention or reduction 
of comorbid depression 

 

 X     

5. Disability/functional 
impairment 

 X     
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Second, list quantitative information on harms from evidence profiles: 
 

 
No of patients Effect 

Quality 

 
No of 

studies  Paroxetine Placebo 
Relative 

(95% 
CI) 

Absolute 

Adverse events leading to withdrawals (follow-up 10-12 weeks) 

3  68/549  
(12.4%) 

  

29/362  
(8%) 

- 4 more per 100(from 0 more to 7 
more) 

 

⊕⊕⊕Ο 
MODERATE 

Other serious adverse events (follow-up 10 weeks) 

1   

See footnote #1 

1/11  
(9.1%) 

  

0/14  
(0%) 

-  ⊕ΟΟΟ 
VERY LOW 

 
Footnote #1 - The number of events is low. Does not meet optimal information size. One 10-week trial (N=25) that compared paroxetine and 
placebo. The trial reported one inpatient psychiatric hospitalization for suicidal ideation for a patient with a previous history of suicidal ideation 
who was taking paroxetine. 
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Note any other information on harms from published  studies: 
References for harms/burdens published studies: 
 

• Studies included in the RTI-UNC systematic review (n = 3; Marshall et al (2001); Simon et al (2008); Tucker et al (2001)).  

• Studies excluded in the RTI-UNC systematic review (n = 2; Celik et al (2011); Frommberger et al (2002)).  

• Additional articles not included in the systematic review (i.e., non-RCTs) (n = 1; Kim et al (2008)).  

 
Studies included in the RTI-UNC systematic review (3 trials/3 articles): 

• Overall trial Dropout:  36.6% (201/549) paroxetine; 37% (134/362) placebo 

• Dropout due to Adverse Events: 12.4% (68/549) paroxetine; 8% (29/362) placebo 

• One study (Simon et al., 2008) reported “serious adverse event” for one person in paroxetine group who was inpatient 
hospitalized for suicidal ideation believed to be unrelated to study participation   

• Treatment-emergent adverse events experienced more often by paroxetine group included: asthenia, diarrhea, abnormal 
ejaculation, impotence, nausea, somnolence, concentration and memory problems, sleep disturbance, drowsiness, dry mouth, 
and other sexual side effects 

• Two studies noted that treatment with paroxetine was “safe and well tolerated”, with the “frequency and type of adverse events 
recorded corresponding to the known safety profile” of paroxetine 

Studies excluded in the RTI-UNC systematic review: 
• Overall Dropout: 12% (3/25) paroxetine  

• Dropout due to Adverse Events: 27.3% (3/11) paroxetine 

• Most common adverse events in paroxetine group included: agitation, headache, nausea, fatigue, abnormal ejaculation, 
breast swelling, irregular menstrual period   

 
Additional articles not included in the systematic review: 

• Overall Dropout: 51.9% (27/52) paroxetine 

• Dropout due to Adverse Events: 19.2% (10/52) paroxetine 
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• 92.3% reported AE after the start of the treatment phase; most frequently reported were nasopharyngitis, nausea, and 
somnolence.  

• “Serious AEs” were reported in nine patients (17.3%), with the most frequently reported being non-accidental overdose (two 
patients), and exacerbation of PTSD (two patients).  

 
  
 
Note any other information on burdens from published studies: 
 
 
Burdens from published studies are combined together with adverse events above for pharmacological treatments.  
 
 
 
 
 
 
 
Note any additional information on harms: 
Potential harms based on clinician and community member input:  
 
A lot of side effects happen earlier with meds, discontinue with discontinued medication, sexual side effects may be longer. 
 
Valence associated with sexual side effects appears stronger than with others. 
 
Concern about functioning and numbing.  
 
Some concerns about pregnancy and fetal outcomes in women of childbearing age.  
 
Dizzy and off-balance if miss does or discontinue. 
 
Meta-analyses have suggested an increased risk of suicidal thoughts in children and young adults (18-24) with depression treated 
with SSRI antidepressants, though there has been significant controversy about this finding.  It is unclear whether those findings apply 
to persons with PTSD, though we believe it is clinically prudent to assume, in the absence of data demonstrating otherwise, that these 
findings are likely to apply to persons with PTSD, especially if depressive symptoms are present.  
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Note any additional information on burdens: 
Potential harms based on clinician and community member input:  
 
Efforts to attend appointments and cost. 
 
 
 
 
 
 
 
 
 
 
Next, list and rate each harm/burden: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

9. Adverse events 
leading to withdrawals 

 

  X 

 

   

10. Other serious 
adverse events 

 

  X    

  

11. Other adverse events    X    

11. Burdens    X   
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Dropout: There were similar dropout rates between the Paroxetine and placebo conditions in the RTI-UNC studies: 36.6% (201/549) 
dropped out of the Paroxetine condition compared with 37% (134/362) in the placebo condition.  The reasons for dropout were either 
not reported or not interpretable and therefore did not factor into the recommendation decision. 
 
 
 
 
 
 
 
 
 
 
 
 
 
Assign an overall global rating across outcomes: 
 
X Benefits clearly outweigh harms/ burden  
☐Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
 

Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

None 

 

 

Information from community members on panel: 

Nothing specific to this one. 

 

 

 

Information from clinicians on panel: 

Concern about functioning and numbing. Some concerns about pregnancy and fetal outcomes in women of 
childbearing age.  

Less time/perceived time and less perceived stigma if can get it through a general practitioner. Uncomfortable 
discontinuation effects. 

 

Information from other sources (also list sources): 
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Next rate the variability of and your certainty about patient values and preferences:   
 
 

 

 

 

 

 

 
 
 
Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

X Some variation or some uncertainty  

☐ Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
Low certainty due to no systematic data.  

 

 

 

 

 

 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
X Moderate  Moderate 
 Low X Low 
 

Unknown  Unknown 
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Notes/Comments: 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

Nothing that would affect strength of recommendation. 

Notes/Comments: 

The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of paroxetine. 

 
pp. 94-95 RTI-UNC Systematic Review 
Characteristics of Studies 

Study Arm Dose mg/day (N) 
Duration 
(Weeks) 

Population  
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age 
(Y) % F 

% Non-
white 

Risk of 
Bias 

Marshall et 
al., 2001163 

Paroxetine (20) (188) 
Paroxetine (40) (187) 
Placebo (188) 

12 Male and female 
Mixed 

74.3 to 
75.3 

42 NR 
(~ 
2:1 
F:M)  

<10% Medium 

Simon et al., 
2008164 

Paroxetine (12.5 to 62.5) 
(11) 
Placebo (14) 

10 Male and female  
Mixed (60% exposure 
to war; combat % NR), 
refractory to exposure 

SPRINT 
16.1 to 17 

46 56 26 Medium 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations 

 
Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 
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Tucker et al., 
2001134 

Paroxetine (20 to 50) 
(163) 
Placebo (160) 

12 Male and female 
Mixed 

73.2 to 
74.3 

41 66 28 Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 
  Strong recommendation for use. 

 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

X Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 
Among adult patients with PTSD, the panel suggests that clinicians offer paroxetine compared to no intervention.  

 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
• There is moderate evidence of a small magnitude of benefit for the critical outcome of PTSD symptom reduction.  

• There is moderate evidence of a medium to large magnitude of benefit for one additional important outcome: remission.   

• There is moderate evidence of a small magnitude of benefit for two additional important outcomes: prevention/reduction of comorbid depression and 
disability/functional impairment.  

• There was moderate strength of evidence for no effect of the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms. 

• Benefits clearly outweigh harms/ burdens.  

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 35- Efficacy of Sertraline 

Pages 94-96 (study characteristics) and 96-101 (results) of RTI-UNC Systematic Review.  

Factor 

XV. Aggregate/Global  

        Strength of Evidence (SOE) 
       (from evidence profiles) 

VI. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

 
 
 

• Harms of the Treatment 

 
 
 

• Burdens of Treatment 

(Note- do not include financial cost) 
 

Balance of Benefits and 
Harms/Burdens of Treatment 
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XVII. Patient Values and Preferences 

VIII. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, what is 
the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for recommendation 
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Recommendation Worksheet                                        

 Topic #35- Efficacy of Sertraline (Brady et al., 2000; Brady et al., 2005; Davidson et al., 2001; Davidson et al., 2006; Friedman et al., 
2007; Panahi et al., 2011; Tucker et al. 2003; Tucker et al. 2004; Zohar et al., 2002) 

Question: Is sertraline efficacious for adults with PTSD? [Evidence from studies comparing sertraline with placebo] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction-measured by CAPS  X   

PTSD symptom reduction-measured by DTS  X   

Remission    X 

Prevention or reduction of comorbid depression   X  

Prevention or reduction or comorbid anxiety    X 

Quality of life    X 

Disability/functional Impairment    X 

     
Adverse events leading to withdrawals   X  

Other serious adverse events    X 

     

Outcomes for which no studies were found: loss of diagnosis. 
 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
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outcomes were deemed important. 
 
 

 
 
 
Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐Low  
X Insufficient/ Very Low  

 
 
Notes/Comments: 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
 
 
 

 
No of patients Effect 

Quality 

 
No of 

studies  Sertraline Placebo 
Relative 

(95% 
CI) 

Absolute 

PTSD Symptom Reduction (follow-up 5-12 weeks; measured with: CAPS; Better indicated by lower values) 

7  583 572 - MD 4.87 lower (7.4 to 2.4 
lower) 

SMD 0.20 lower (0.36 lower 
to 0.04 lower) 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: DTS; Better indicated by lower values) 

4  453 463 - MD 7.7 lower (12.9 to 2.4 
lower) 

SMD 0.26 lower (0.46 lower 
to 0.06 lower) 

⊕⊕⊕Ο 
MODERATE 

Remission (follow-up 12 weeks; measured with: no longer having symptoms: Percent of subjects achieving CAPS-SX 17 score less than 20; Better indicated by lower 
values) 

1  173 179 - 24.3% vs. 19.6%, p=NS 
(NR) 

⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: HAM-D; Better indicated by lower values) 

5  502 508 - MD 0.77 lower (2.1 lower to 
0.55 higher) 

SMD 0.10 lower (0.24 lower 
to 0.05 higher) 

⊕⊕ΟΟ 
LOW 

Prevention/reduction of comorbid anxiety (follow-up 12 weeks; measured with: HAM-A; Better indicated by lower values) 

2  186 191 - MD 0.19 higher (3.14 lower 
to 3.51 higher) 

SMD 0.02 higher (0.34 
lower to 0.38 higher) 

⊕ΟΟΟ 
VERY LOW 

Quality of Life (follow-up 12 weeks; measured with: Q-LES-Q; Better indicated by higher values) 
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2  267 272 - MD 4.9 higher (0.88 lower 
to 10.7 higher) 

SMD 0.29 higher (0.06 
higher to 0.52 higher) 

⊕ΟΟΟ 
VERY LOW 

Disability/functional impairment (follow-up 12 weeks; measured with: SDS; Better indicated by lower values) 

1  173 179 - MD 1.65 lower (3.4 lower 
to 0.12 higher) 

SMD 0.20 lower (0.41 
lower to 0.01 higher) 

⊕ΟΟΟ 
VERY LOW 

 
Outcomes for which no studies were found: loss of diagnosis. 
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Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction- measured 
with CAPS 

 

 X     

2. PTSD symptom 
reduction- measured 
with DTS 

 X     

3. Remission   X     

4. Prevention or reduction 
of comorbid depression 

  X     

5. Prevention or reduction 
of comorbid anxiety 

  X    

6. Quality of life       X 

7. Disability/functional 
impairment 

      X 
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Second, list quantitative information on harms from evidence profiles: 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies  Sertraline Placebo Relative 
(95% CI) Absolute 

Adverse events leading to withdrawals (follow-up 10-12 weeks) 

7 See footnote #1. 52/560  
(9.3%) 

  

36/562  
(6.4%) 

- 1 more per 100 (from 1 
fewer to 4 more) 

 

⊕⊕ΟΟ 
LOW 

Other serious adverse events (follow-up 10 weeks) 

1 See footnote #1. 0/23  
(0%) 

  

0/10  
(0%) 

-  ⊕ΟΟΟ 
VERY LOW 

 
Footnote #1 - The number of events is low. Does not meet optimal information size.  

 
From Jeffrey Sonis: The relative risk of adverse events leading to withdrawal in sertraline compared to placebo is 1.50, 95% CI 0.98 to 2.30, p = 
0.052.   
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Note any other information on harms from published  studies: 
 
References for harms/burdens published studies: 
 

• Studies included in the RTI-UNC systematic review (n = 9; Brady et al (2000); Brady et al (2005); Davidson et al (2001); 
Davidson, Rothbaum et al (2006); Friedman et al (2007); Panahi et al (2011); Zohar et al (2002); Tucker et al (2003); Tucker 
et al (2004)).  

• Studies excluded in the RTI-UNC systematic review (n = 4; Brady & Clary (2003); Chung et al (2004); McRae et al (2004); 
Otto et al (2003)).  

• Additional articles not included in the systematic review (i.e., non-RCTs) (n = 1; Mushtaq et al (2012)).  

 
Studies included in the RTI-UNC systematic review (8 trials comparing tx to placebo (9 articles)): 

• Overall Dropout: 29.5% (114/387) sertraline; 26.9% (103/383) placebo 

• Dropout due to Adverse Events:9.2% (52/560) sertraline; 6.4% (36/562) placebo 

• In Friedman et al (2007), 86% sertraline and 72% placebo groups reported experiencing at least 1 treatment emergent 
adverse event 

• Brady et al (2005) reported an increase in alcohol use in a subgroup of individuals in the sertraline group compared to 
placebo.    

• Davidson et al (2006) reported cholesterol increases for sertraline group compared to a decrease with placebo.  

• Treatment-emergent adverse events experienced more often by sertraline group included: headache, diarrhea, malaise, 
nausea, insomnia, drowsiness, dry mouth, sexual dysfunction, dizziness, nervousness, fatigue, decreased appetite, 
somnolence, constipation, restlessness, asthenia, decreased libido, increased appetite 

• Six studies noted that sertraline was “safe and well-tolerated,” and two additional articles stated that side effects were “mild” 
and “self-limiting.” 

Studies excluded in the RTI-UNC systematic review: 
• Overall Dropout: 21% sertraline 
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• Dropout due to Adverse Events:11% sertraline; 5% placebo 

• Most common adverse events in sertraline group included: indigestion, palpitation, agitation, epigastric soreness, insomnia, 
sexual dysfunction, headache, nausea, and fatigue 

 
Additional article not included in the systematic review: 

• Overall Dropout: 32% sertraline  

• Dropout due to Adverse Events:11% sertraline 

• Did not record nature of adverse events. 

 
 
 
Note any other information on burdens from published studies: 
 
 
Burdens from published studies are combined together with adverse events above for pharmacological treatments.  
 
 
 
 
 
 
 
 
Note any additional information on harms: 
 
Potential harms based on clinician and community member input:  
 

Increase in suicidal ideation but not suicide among adolescents and young adults.  
Meta-analyses have suggested an increased risk of suicidal thoughts in children and young adults (18-24) with depression treated 
with SSRI antidepressants, though there has been significant controversy about this finding.  It is unclear whether those findings apply 
to persons with PTSD, though we believe it is clinically prudent to assume, in the absence of data demonstrating otherwise, that these 
findings are likely to apply to persons with PTSD, especially if depressive symptoms are present.  

 [FDA, 2007 warning: http://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm096273.htm ]  

http://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm096273.htm
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sexual inhibition/dysfunction  

potential weight gain 
side effects and availability  
 
 
 
Note any additional information on burdens: 
 
Potential harms based on clinician and community member input:  
 
 
Efforts to attend appointments and cost 
 
 
Next, list and rate each harm/burden: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

9. Adverse events 
leading to withdrawals 

 

      

 

X   

10. Other serious 
adverse events 

 

   X     

  

11. Other adverse events      X   

12. Burdens 

 

   X   
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Dropout: There were similar dropout rates between the Sertraline and placebo conditions in the RTI-UNC studies: 29.5% (114/387) 
dropped out of the Sertraline condition compared with 26.9% (103/383) in the placebo condition. The reasons for dropout were either 
not reported or not interpretable and therefore did not factor into the recommendation decision. 
 
Assign an overall global rating across outcomes: 
 
☐Benefits clearly outweigh harms/ burden  
X Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
 

Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

A number compared sertraline vs. PE vs. no tx and in majority preferred sertraline versus no treatment.  

Undergraduate sample 75% prefer PE, 24% sertraline, 3 % no treatment.  

Information from community members on panel: 

 

In general vs. no tx people will take what doctor recommends. Peers don’t like when meds don’t mix well with 
other meds.  

 

Information from clinicians on panel: 

Gives you more dosing flexibility than other meds which means that it’s advantageous in finding a tolerable 
dose.  

 

 

Information from other sources (also list sources): 

 

 

Next rate the variability of and your certainty about patient values and preferences:   
 
 

 

 

 

 

 

 
 
 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
X Moderate  Moderate 
 Low  X Low 
  Unknown  Unknown 
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 Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

X Some variation or some uncertainty  

☐ Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
 

There is moderate variability and low certainty that patients prefer sertraline to no treatment. There is not a lot 
of information on patient values and preferences.  

 

Notes/Comments: 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

 

Notes/Comments: 

The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of sertraline. 

 
p. 95 RTI-UNC Systematic Review 
Characteristics of Studies 
 

Study Arm Dose mg/day (N) 
Duration 
(Weeks) 

Population  
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age (Y) % F 

% Non-
white 

Risk of 
Bias 

Brady et al., 
2000165 

Sertraline (25 to 200) 
(94) 
Placebo (93) 

12 Male and female 
Mixed  

75.1 to 
76.6 

40 73 16 Medium 

Brady et al., 
2005166 

Sertraline (150) (49) 
Placebo (45) 

12 Male and female 
Mixed, alcohol 
dependence  

57.6 to 
60.1 

37  46 NR Medium 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Differential findings for veterans vs. community folks in U.S. (No group by treatment 

interaction for combat exposure vs. other forms exposure to trauma in efficacy of  
sertraline vs. placebo. P. 119&121 RTI-UNC Systematic Review).  

Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 
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Davidson et 
al., 2001167 

Sertraline (25 to 200) 
(100) 
Placebo (108) 

12 Male and female  
Mixed  

73.5 to 
73.9 

37  78 17 Medium 

Davidson et 
al., 2006133 

Total (538)b Venlafaxine 
(37.5 to 375) (179) 
Sertraline (25 to 200) 
(173) 
Placebo (179) 

12 Male and female 
Mixed  

~82 NR NR NR Medium 

Friedman et 
al., 
2007168168168 

Sertraline (25 to 200) 
(86) 
Placebo (83) 

12 Male and female 
Mixed (71% 
combat) 

72.1 to 
73.8 

46 20 71 Medium 

Panahi et al., 
2011 169 

Sertraline (50 to 200) 
(35) 
Placebo (35) 

10 Male  
Combat 

IES-R 
65.1 to 
65.4 

46 0 100 Medium 

Zohar et al., 
2002170 

Sertraline (50 to 200) 
(23) 
Placebo (19) 

10 Male and female 
Israeli military 
veterans  

91.2 to 
93.3 

40 12 NR Medium 

Tucker et al., 
2003155 

Tucker et al., 
2004156 

 

 Citalopram (20 to 50) 
(25) 
Sertraline (50 to 200) 
(23) 
Placebo (10) 
 

10 
 

Male and female 
Mixed 
 

83.9 to 
94.2  

39  74 14 Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 

 Strong recommendation for use. 
 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

X  Conditional recommendation for use. 
 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 
 

Among adult patients with PTSD, the panel suggests that clinicians offer sertraline compared to no intervention.  

 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is moderate evidence of a small magnitude of benefit for the critical outcome of PTSD symptom reduction. There is low evidence of no effect for 

one additional important outcome: prevention/reduction of comorbid depression.  

• There was low strength of evidence of a small magnitude of harm/burden for the critical outcome of serious harms. The panel found no other 
interpretable evidence of serious harms.  

• Benefits slightly outweigh harms/ burdens. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 36- Efficacy of Venlafaxine 

Page 101 (study characteristics) and 101-103 (results) of RTI-UNC Systematic Review.  

Factor 

IX. Aggregate/Global  

        Strength of Evidence (SOE) 
       (from evidence profiles) 

XX. Treatment 
Outcomes/Consequences 

 
• Benefits of the Treatment 

 
 
 

• Harms of the Treatment 

 
 
 

• Burdens of Treatment 

(Note- do not include financial cost) 
 

Balance of Benefits and 
Harms/Burdens of Treatment 
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XXI. Patient Values and 
Preferences 

XXII. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

 Topic #36- Efficacy of Venlafaxine (Davidson et al., 2006; Davidson et al., 2006) 

Question: Is venlafaxine efficacious for adults with PTSD? [Evidence from studies comparing venlafaxine with placebo] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., When magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction  X   

Remission  X   

Prevention or reduction of comorbid depression  X   

Quality of Life  X   

Disability/functional Impairment- measured with SDS  X   

Disability/functional Impairment- measured with GAF  X   

     
Adverse events leading to withdrawals   X  

Other serious adverse events    X 

     

Outcomes for which no studies were found: loss of diagnosis, prevention/reduction of comorbid anxiety. 
 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important. 
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Assign global strength of evidence grade across outcomes (from evidence profiles only). 
 
 
 

 
Global SOE Grade: 
☐High  
☐Moderate  
☐Low  
X Insufficient/ Very Low  

 
 
Notes/Comments: 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies  Venlafaxine Placebo Relative 
(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 12-24 weeks; measured with: CAPS; Better indicated by lower values) 

2  340 347 - MD 7.15 lower (11.02 to 
3.28 lower) 

SMD 0.28 lower (0.43 
lower to 0.13 lower) 

⊕⊕⊕Ο 
MODERATE 

Remission (follow-up 12-24 weeks; assessed with: no longer having symptoms) 

2  123/340  
(36.2%) 

83/344  
(24.1%) 

- 12 more per 100 (from 5 
more to 19 more) 

⊕⊕⊕Ο 
MODERATE 

Prevention/reduction of comorbid depression (follow-up 12-24 weeks; measured with: HAM-D; Better indicated by lower values) 

2  340 347 - MD 2.08 lower (3.12 to 
1.04 lower) 

SMD 0.30 lower (0.46 
lower to 0.14 lower) 

⊕⊕⊕Ο 
MODERATE 

Quality of Life (follow-up 12-24 weeks; measured with: Q-LES-Q; Better indicated by higher values) 

2  340 347 - MD 3.42 higher (1.58 to 
5.26 higher) 

SMD 0.28 higher (0.13 
higher to 0.43 higher) 

⊕⊕⊕Ο 
MODERATE 

Disability/functional impairment (follow-up 12-24 weeks; measured with: SDS; Better indicated by lower values) 

2  340 347 - MD 2.06 lower (3.28 to 
0.84 lower) 

SMD 0.25 lower (0.40 
lower to 0.10 lower) 

⊕⊕⊕Ο 
MODERATE 

Disability/functional impairment (follow-up 12-24 weeks; measured with: GAF; Better indicated by higher values) 

2  340 347 - MD 3.41 higher (1.41 to 
5.4 higher) 

SMD 0.25 higher (0.10 
higher to 0.40 higher) 

⊕⊕⊕Ο 
MODERATE 
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Outcomes for which no studies were found: loss of diagnosis, prevention/reduction of comorbid anxiety. 
 
 
Next, list and rate each benefit from the evidence profile information: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

1. PTSD symptom 
reduction 

 

 X     

2. Remission X      

3. Prevention or reduction 
of comorbid depression 

 X     

4. Quality of Life  X     

5. Disability/functional 
impairment- measured 
with SDS 

 X     

6. Disability/functional 
impairment- measured 
with GAF 

 X     
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Second, list quantitative information on harms from evidence profiles: 
 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies  Venlafaxine Placebo Relative 
(95% CI) Absolute 

Adverse events leading to withdrawals (follow-up 12-24 weeks) 

2  

See footnote #1 

32/340  
(9.4%) 

  

28/347  
(8.1%) 

 

- 2 more per 100 (from 3 
fewer to 7 more) 

 

⊕⊕ΟΟ 
LOW 

Other serious adverse events 

1  

See footnotes #1 and #2 

1/179  
(0.56%) 

  

0/179  
(0%) 

 

-  ⊕ΟΟΟ 
VERY LOW 

 
Footnote #1 - The number of events is low. Does not meet optimal information size.  

Footnote #2- 12-week trial (N=538) that compared venlafaxine, sertraline, and placebo. (Davidson et al., 2006) The trial reported that 1 patient 
randomized to the venlafaxine ER group died, secondary to acute coronary insufficiency. The investigators considered the death unrelated to 
study medication—the subject was an obese 62-year-old veteran who was a smoker with a history of treated type 2 diabetes, elevated 
cholesterol, and cardiac problems. 
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Note any other information on harms from published studies: 
 
References for harms/burdens published studies: 
 

• Studies included in the RTI-UNC systematic review (n = 2; Davidson, Rothbaum et al (2006); Davidson, Baldwin et al 
(2006)).  

• Studies excluded in the RTI-UNC systematic review (n = 1; Smajkic et al (2001)).  

• Additional articles not included in the systematic review (i.e., non-RCTs; n = 3; Alexander et al (2010); daRocha et al 
(2007); Bhatia et al (1996)).  

 
 
Studies included in the RTI-UNC systematic review (2 trials/2 articles): 

• Overall Dropout: 30.4% (49/161) venlafaxine; 33.3% (56/168) placebo 

• Dropout due to Adverse Events: 9.4% (32/340) venlafaxine; 8.1% (28/347) placebo 

• In one study, 78% venlafaxine and 69% placebo  groups reported experiencing at least 1 treatment emergent adverse event 

• One patient in venlafaxine grp died secondary to acute coronary insufficiency believed to be unrelated to study medication 
(Davidson, Rothbaum et al., 2006).  

• Davidson, Rothbaum et al (2006) reported an increase in cholesterol, pulse rate, and blood pressure in the venlafaxine group 
compared to placebo.   Davidson, Baldwin et al (2006) reported an increase in cholesterol and a 7% or greater weight change 
in 12% of the venlafaxine group.  

• Treatment-emergent adverse events experienced more often by venlafaxine group included: headache, diarrhea, nausea, 
insomnia, dry mouth, dizziness, fatigue, decreased appetite, and constipation 

• Both studies stated it was “well-tolerated” and one study noted that the safety profile was consistent with other studies. 

Studies excluded in the RTI-UNC systematic review: 
• Dropout: “high rate” 

• Article did not report any adverse events or symptom worsening.  

 
Additional articles not included in the systematic review: 
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• Dropout: n/a-  all case studies 

• One study reported PTSD symptom worsening. 

• Most common side effects: urinary symptoms/micturition & breast pain and engorgement with galactorrhea 

 
 
Note any other information on burdens from published studies: 
 
 
Burdens from published studies are combined together with adverse events above for pharmacological treatments.  
 
 
 
 
 
Note any additional information on harms: 
Potential harms based on clinician and community member input:  
 
Class C for pregnancy exposure, possible fetal harms, do not know enough to know for sure. 
 
Relative contraindication for use of venlafaxine for those patients with hypertension. 
 
Dizzy and off-balance if miss does or discontinue. 
 
 
 
Note any additional information on burdens: 
 
Potential harms based on clinician and community member input:  
 
Efforts to attend appointments and cost. 
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Next, list and rate each harm/burden: 
 

Outcomes: Large/Mediu
m benefit 

Small 
benefit 

No effect Small 
harm/ 
burden 

Medium/Larg
e harm/ 
burden 

Unable to rate 

9. Adverse events 
leading to withdrawals 

 

  X    

 

   

10. Other serious 
adverse events 

 

  X    

  

11. Other adverse events    X   

12. Burdens    X   
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Dropout: There were similar dropout rates between the Venlafaxine and placebo conditions in the RTI-UNC studies: 30.4% (49/161) 
dropped out of the Venlafaxine condition compared with 33.3% (56/168) in the placebo condition. The reasons for dropout were either 
not reported or not interpretable and therefore did not factor into the recommendation decision. 
 
 
 
 
 
 
 
 
 
 
 
 
 
Assign an overall global rating across outcomes: 
 
☐Benefits clearly outweigh harms/ burden  
X Benefits slightly outweigh harms/ burden  
☐Benefits and harms/ burden are balanced  
☐Harms/ burden slightly outweigh benefits  
☐Harms/ burden clearly outweigh benefits 
 

Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences? 

How variable are these? 

How certain is the GDP about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

None 

 

 

Information from community members on panel: 

 

None 

 

Information from clinicians on panel: 

 

Some concerns about pregnancy and fetal outcomes in women of childbearing age.  

  

 Uncomfortable discontinuation effects.  

 

Information from other sources (also list sources): 
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 Next rate the variability of and your certainty about patient values and preferences:   
 

 

 

 
 
 
 
 
 
 
 

Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

☐ Some variation or some uncertainty  

X Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
 

 

Low certainty due to no systematic data.  

 

 

 

 

 

 

 

 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
X Moderate  Moderate 
 Low X Low 
 

Unknown  Unknown 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to impact applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

 

Notes/Comments: 

The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of venlafaxine. 

 
p. 101 RTI-UNC Systematic Review 

“Both trials evaluated venlafaxine extended release. One was a 12-week trial conducted in the United 
States133 and one was a 24-week multinational collaboration of 56 outpatient psychiatric clinic sites in South 
America, Europe, Mexico, and South Africa.173 The U.S.-based trial had an active comparator arm (sertraline) 
as well as a placebo comparison. Both trials enrolled a heterogeneous group of subjects with a variety of index 
trauma types (e.g., sexual abuse, nonsexual abuse, combat, injury, motor vehicle accident, natural disaster), and 
very few subjects with combat-related PTSD (9% to 12%). The primary outcome for both trials was the CAPS.” 
 
 
Characteristics of Studies 
Study Arm Dose mg/day Duration Population Baseline Mean % F  % Non- Risk of 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Venlafaxine not appropriate for women that are pregnant. Relative contraindication for  

use of venlafaxine for those patients with hypertension.  
Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 
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(N) (Weeks) Trauma Type PTSD 
Severitya 

Age (Y) white Bias 

Davidson et al., 
2006173 

Venlafaxine ER 
(37.5 to 300) (161) 
Placebo (168) 

24 Male and 
female  
Mixed  

81 to 82.9 41 54 NR Medium 

Davidson et al., 
2006133 

Total (538)b 
Venlafaxine (37.5 
to 375) (179) 
Sertraline (25 to 
200) (173) 
Placebo (179) 

12 Male and 
female  
Mixed  

~82 NR NR NR Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: GDPs should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 
 × Recommendation Statement Wording Options  

by Strength/Grade 

 Strong recommendation for use. 
 
We recommend the treatment: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

 
9 Conditional recommendation for use. 

 
We suggest using the treatment: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation against use.  
 

We suggest not / against using the treatment: 
     “We suggest…[not/against]” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation against use. 
 
We recommend not / against using the treatment: 
     “We recommend…[not using]” 
     “Clinicians should not…” 
     “Don’t…” 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for or against …” 
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Recommendation #_______ 

 Recommendation written out as an action statement: 
Among adult patients with PTSD, the panel suggests that clinicians offer venlafaxine compared to no intervention. 

 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
 
• There is moderate evidence of a small magnitude of benefit for the critical outcome of PTSD symptom reduction. There is moderate evidence of a 

medium to large magnitude of benefit for one additional important outcome: remission.  

• There was low strength of evidence of no effect for the critical outcome of serious harms. The panel found no other interpretable evidence of serious 
harms.  

• Benefits slightly outweigh harms/ burdens. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the GDP members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
intervention 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 17- Comparative Effectiveness of Exposure-based Therapy vs. Relaxation [PTSD] 

[Treatment 1: Exposure-based Therapy; Treatment 2: Relaxation (control)] 

Pages 41-43 (study characteristics) and 50-52 (results) of RTI-UNC Systematic Review 

Factor 

II. Aggregate/Global  

        Strength of Evidence (SOE) 
          (from evidence profiles) 

IV. Treatment 
Outcomes/Consequences 

• Benefits of Treatment 1    
relative to Treatment 2   

 
• Harms of Treatment 1       

relative to Treatment 2  

 

• Burdens of Treatment 1     
relative to Treatment 2 

     (Note- do not include financial cost) 

Balance of Benefits to 
Harms/Burdens of Treatment 1 
relative to Treatment 2  
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XXV. Patient Values and 
Preferences 

XVI. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

Topic #17- Comparative Effectiveness of Exposure-based Therapy vs. Relaxation [PTSD] (Marks et al., 1998; Lovell et al., 2001; 
Taylor et al., 2003) 

Question: What is the comparative effectiveness of exposure-based therapies and relaxation for adults with PTSD? [Evidence from 
studies comparing exposure-based therapy with relaxation] 
[Treatment 1: Exposure-based Therapy; Treatment 2: Relaxation (control)] 
 

Factor Summary of Reasons for Judgment/ Evidence 
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I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., when magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 
 
 
 
 

 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction    X 

Loss of diagnosis  X   

Prevention or reduction of comorbid depression  X   

     

Outcomes for which no studies were found: remission, prevention or reduction of comorbid anxiety, 
quality of life, disability or functional impairment, adverse events leading to withdrawals, and other 
serious adverse events. 

 
 
 

 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important.  
 
 
 
 
 
 
 
 
 
 
Assign global strength of evidence grade across outcomes (from evidence profiles only): 
 
 

 
Global SOE Grade: 
☐ High  
☐ Moderate  
☐ Low  
X  Insufficient/ Very Low  
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Notes/Comments: 
 
 
Because harms are not reported and that is a critical outcome, the SOE is rated as insufficient/ very low. 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
[Treatment 1: Exposure-based Therapy; Treatment 2: Relaxation (control)] 

 
 

 
No of patients Effect 

Quality 

 No of 
studies  Exposure-Based 

Therapies Control Relative 
(95% CI) Absolute 

PTSD symptom reduction (follow-up 16 - 26 weeks1; measured with: CAPS; range of scores: 0-136; Better indicated by lower values) 

2  45 40 - MD 9.7 lower (22.3 
lower to 2.9 higher) 

SMD 0.37 lower 
(0.84 lower to 0.11 

higher) 

⊕ΟΟΟ 
VERY LOW 

Loss of diagnosis (follow-up 16 - 26 weeks1) 

2  36/45  
(80%) 

20/40  
(50%) 

- 31 more per 100 
(from 4 more to 58 

more)4 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 16 - 26 weeks1; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 

2  45 40 - MD 5.5 lower (10.2 
to 0.79 lower) 

SMD 0.50 lower 
(0.93 lower to 0.06 

lower) 

⊕⊕⊕Ο 
MODERATE 

 
Outcomes for which no studies were found: remission, prevention or reduction of comorbid anxiety, quality of life, disability or 
functional impairment, adverse events leading to withdrawals, and other serious adverse events. 
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Next, list and rate each benefit from the evidence profile information: 

 [ [Treatment 1: Exposure-based Therapy; Treatment 2: Relaxation (control)] 

 
Outcomes: Large/Mediu

m benefit of 
Treatment 1 
relative to 
Treatment 2 

Small 
benefit of 
Treatment 
1 relative to 
Treatment 
2 

No 
difference 
in effect 

Small 
harm/ 
burden of 
Treatment 
1 relative 
to 
Treatment 
2 

Medium/Larg
e harm/ 
burden of 
Treatment 1 
relative to 
Treatment 2 

Unable to rate 

1. PTSD symptom 
reduction 

 

     X 

2. Loss of diagnosis 

 

X      

3. Prevention or reduction 
of comorbid depression 

 

 X     
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Second, list quantitative information from evidence profiles about harms of Treatment 1 relative to Treatment 2: 
 
None of these studies found information on adverse events leading to withdrawals or other serious adverse events.  
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Note any other information on harms from published  studies: 
 
Dropout Rates: 
-(RTI-UNC Systematic Review articles: 2 trials, 3 articles - Marks et al., 1998 [Lovell et al., 2001] & Taylor et al., 2003)- PE vs. 
Relaxation: 22.2% (10/45) vs. 12.5% (5/40) 

Exposure: 
 
Studies included in the RTI-UNC systematic review: 
 
No serious adverse events reported in two active comparator trials (Marks et al., 1998 [Lovell et al., 2001] & Taylor et al., 2003). 
Symptom worsening (depression) was reported in the Marks et al., 1998 study, requiring 15 individuals to be withdrawn.  
 

Serious adverse events were reported in two inactive comparator studies (Foa et al., 2005 & Schnurr et al., 2007), including: domestic 
violence re-assaults, life threatening illness, death (not study related), suicidal ideation resulting in hospitalizations/extreme 
dissociative symptoms, and suicide attempt (possibly study related).Sx worsening was reported in two inactive comparator studies: 
PTSD (2 studies; Resick et al., 2012; Tarrier et al., 1999).  

Studies excluded in the RTI-UNC systematic review: 
 
None 

Additional articles not included in the systematic review: 
 
Serious adverse events were reported in one RCT published after the RTI-UNC review (Foa et al., 2013): serious suicidal ideation, n 
= 7; serious medical illness, n = 3; psychotic symptoms, n = 1; death, n = 1; however, none of these events was determined to be 
related to the study. Sx worsening was reported in 10 studies: PTSD (3 studies; Foa et al., 2002; Mott et al., 2013; Nishith et al., 
2002), depression (4 studies; Foa et al., 2002; Keller et al., 2014; Pitman et al., 1991; Wald, 2008), anxiety (1 study; Foa et al., 2002), 
psychosis (2 studies; deBont et al., 2013; Shipley et al., 1980), pain/physiological response (2 studies; D’Andrea & Pole, 2012; Wald 
et al., 2010), attentional bias (1 study; D’Andrea & Pole, 2012), panic disorder (2 studies; Pitman et al., 1991; Shipley et al., 1980), 
substance use (1 study; Pitman et al., 1991). One study (McLaughlin et al., 2014) examined therapeutic alliance rupture and found 
that the presence of an unrepaired rupture predicted worse PTSD tx outcome. 

Relaxation: 
 
Studies included in the RTI-UNC systematic review: 
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One of the two studies (i.e., Taylor et al., 2003) in the review reported sx worsening for relaxation group (13% [2 of 15] patients). 

 

Studies excluded in the RTI-UNC systematic review: 
 
None 

 

Additional articles not included in the systematic review: 
 
None 

 
 
Note any other information on burdens from published studies: 
 
 
 
Exposure: 
 
Studies included in the RTI-UNC systematic review: 
 
The majority of studies noted the importance of daily homework in PE. One study found that better homework compliance was 
associated with more improvement in outcomes.  
 
Studies excluded in the RTI-UNC systematic review: 
 
Homework 
 
Additional articles not included in the systematic review: 
 
Three studies noted that dropout appeared to be related to timing of exposure sessions. Two additional studies noted that dropout 
was related to perceived lower credibility of the treatment. Two studies used a group exposure format (GBPE) and another used 
telehealth technology possibly reducing burden. In the GBPE, treatment completers reported that commitment to group was 
instrumental in remaining in treatment – hearing others had a normalizing effect and feedback from fellow veterans was the most 
helpful aspect. Homework: one study noted that homework completion is poor with 93% of patients failing to complete PE hw in the 
manner described and 43% failing to comply with audiotape hw. Another study noted that it was homework “buy-in” and not 
completion that was related to the process of distress reduction. 
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Relaxation: 
 
Studies included in the RTI-UNC systematic review: 
 
None 
 
Studies excluded in the RTI-UNC systematic review: 
 
None 
 
Additional articles not included in the systematic review: 
 
None 
 
 
 
Note any additional information on harms: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
[Integrated into full guideline document] 
 
 
 
 
 
 
Note any additional information on burdens: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
Time  
Homework- tapes, imaginal tapes 
Effort 
Session attendance  
Stigma 
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Next, list and rate each harm/burden: 
 [Treatment 1: Exposure-based Therapy; Treatment 2: Relaxation (control)] 

 
Outcomes: Large/Mediu

m benefit of 
Treatment 1 
relative to 
Treatment 2 

Small 
benefit of 
Treatment 
1 relative to 
Treatment 
2 

No 
difference 
in effect 

Small 
harm/ 
burden of 
Treatment 
1 relative 
to 
Treatment 
2 

Medium/Larg
e harm/ 
burden of 
Treatment 1 
relative to 
Treatment 2 

Unable to rate 

4. Adverse events 
leading to withdrawals  

      X 

5.Other serious adverse 
events 

   X   

6.Other adverse events    X   

7. Burdens 

 

   X   

 

Assign an overall global rating across outcomes: 
 
☐ Balance of benefits to harms/burdens clearly favors Treatment 1 over Treatment  2 
xx☐ Balance of benefits to harms/burdens slightly favors Treatment 1 over Treatment  2 
☐ Balance of benefits to harms/burdens is the same for Treatment 1 as Treatment  2 
☐ Balance of benefits to harms/burdens slightly favors Treatment 2 over Treatment  1 
☐ Balance of benefits to harms/burdens clearly favors Treatment 2 over Treatment  1 

 

Notes/Comments: 
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Based on the data. 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences regarding Treatment 1, 
Treatment 2, and the choice between 
them? 

How variable are these? 

How certain is the panel about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

Two studies have asked about preferences with a wide number of kinds of treatments and, in general, 
exposure, despite knowing it will be more challenging, is still preferred over relaxation or similar types of 
interventions. 

 

 

Information from community members on panel: 

[Will be added to context info] 

 

 

Information from clinicians on panel: 

Relaxation is an adjunct but not the substance- it can work on the hyperarousal symptoms. You think about 
where you want the patient to be prior to electing to do exposure therapy, can be used as a stabilization 
method/ teach skills so that patient can use these at home once getting into the hard work of exposure. Often 
used in tandem, not simply one or the other. 

Relaxation training is less stigmatizing/ more mainstream and possibly more acceptable- may serve as an 
entry point to other trauma focused treatments. Therapists likely have less reluctance to provide relaxation 
training than other kinds of trauma focused treatments. 

Information from other sources (also list sources): 
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Next rate the variability of and your certainty about patient values and preferences:   
 

 

 

 

 

 

 

 
 

 
 
 
Low variability 
Moderate certainty 
 
Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

xx☐ Some variation or some uncertainty  

☐ Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
 

Research suggests the majority of pts surveyed prefer psychological treatments. However, pts beliefs about 
the treatments offered should be taken into consideration, case by case basis because there is some 
variability in pt preferences. Pts preferences may be moderated by factors such as gender, culture, type of 
trauma, severity and comorbidities, treatment setting. 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate X Moderate 
X Low  Low 
 Unknown  Unknown 
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There is some evidence to suggest a fit between treatment procedure of exposure therapy and pts beliefs 
about what they need to do to get well.  

 

 

 

 

 

 

 

 

 

 

 

 

Notes/Comments: 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to affect applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

 

Notes/Comments: 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of exposure or relaxation. 

 
p.43  RTI-UNC Systematic Review 
 
Study Characteristics 

Study Arm (N) 
Duration 
(Followup) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age (Y) % F  

% Non-
white 

Risk of 
Bias 

Marks et al., 
199846 
Lovell et al., 
200179 
 

PE (23) 
CR (19) 
PE+CR (24) 
Relax (21) 

10 sessions,b 
mean of 16 
weeks (1, 3, 
and 6 months) 

Male and 
female 
Mixed 

CAPS Severity 
2.6 to 3.2 
 

38 36 NR 
 

Medium 
 

Taylor et al., PE (22) 6 months Male and NR 37 75 23 Medium 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Different traumas, numbers, types, severity, multiple or one time, co-occurring addiction  

and other comorbidity, traumatic brain injury, post concussive syndrome comorbid with 
PTSD, pops not included 

Interventions 

Relaxation training has wide acceptability 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 

Need to consider setting for all interventions. 



 
522 

 

   

200345 EMDR (19) 
Relax (19) 

female 
Mixed 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: Panels should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 

 

× Recommendation Statement Wording Options  
by Strength/Grade 

 Strong recommendation for use of treatment 1 rather than treatment 2 when both treatment 1 
and treatment 2 are being considered. 
 
We recommend treatment 1 rather than treatment 2 when both treatment 1 and treatment 2 are 
being considered: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

X Conditional recommendation for use of treatment 1 rather than treatment 2 when both 
treatment 1 and treatment 2 are being considered. 
 
We suggest using treatment 1 rather than treatment 2 when both treatment 1 and treatment 2 
are being considered: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation for use of treatment 2 rather than treatment 1 when both 
treatment 2 and treatment 1 are being considered.  
 

We suggest using treatment 2 rather than treatment 1 when both treatment 2 and treatment 1 
are being considered: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation for use of treatment 2 rather than treatment 1 when both treatment 2 and 
treatment 1 are being considered. 
 
We recommend using treatment 2 rather than treatment 1 when both treatment 2 and treatment 
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1 are being considered: 
     “We recommend…” 
     “Clinicians should not…” 
     “Don’t…” 

 Recommendation for Either Treatment. 
 

We recommend using either treatment 1 or treatment 2 when both are being considered. 

Note- Address whether there is no difference because they are efficacious to the same degree or 
because they are both not efficacious. 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for one treatment rather than the 
other treatment and that the evidence is also insufficient to state that there is no difference between 
the treatments in regards to benefits, harms, strength of evidence, patient values and preferences, 
and applicability…” 
 

 

 

Recommendation #_______ 

 Recommendation written out as an action statement: 
Among adult patients with PTSD, the panel suggests clinicians offering exposure therapy rather than relaxation when both exposure therapy 
and relaxation are being considered. 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is insufficient/very low evidence that the critical outcome of PTSD symptom reduction is the same in exposure based therapy and relaxation 

therapy.   

• There is moderate evidence of a medium to large magnitude of benefit of exposure relative to relaxation for one additional important outcome: loss of 
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PTSD diagnosis.  

• There is moderate evidence of a small magnitude of benefit of exposure relative to relaxation for one additional important outcome: 
prevention/reduction of comorbid depression.  

• There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms. 

• Balance of benefits to harms/burdens slightly favors Exposure Based Therapy over Relaxation.  

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the panel members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 

 



527 
 

   

Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
Treatment 1 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 

 

      

      

      

      

      

      

      

      

      

      
 



528 
 

   

American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 18- Comparative Effectiveness of Exposure vs. Exposure plus Cognitive Restructuring  

[Treatment 1: Exposure-based Therapy; Treatment 2: Exposure-based Therapy plus Cognitive Restructuring (control)] 

Pages 41-43 (study characteristics) and 53-54 (results) of RTI-UNC Systematic Review. 

Factor 

II. Aggregate/Global  

        Strength of Evidence (SOE) 
          (from evidence profiles) 

II. Treatment 
Outcomes/Consequences 

• Benefits of Treatment 1    
relative to Treatment 2   

• Harms of Treatment 1       
relative to Treatment 2  

• Burdens of Treatment 1     
relative to Treatment 2 

     (Note- do not include financial cost) 

Balance of Benefits to 
Harms/Burdens of Treatment 1 
relative to Treatment 2  

XIX. Patient Values and 
Preferences 
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XL. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

Topic #18- Comparative Effectiveness of Exposure vs. Exposure plus Cognitive Restructuring (Bryant et al., 2003; Bryant et al., 
2008; Foa et al., 2005; Marks et al., 1998; Lovell et al., 2001) 

Question:  What is the comparative effectiveness of exposure-based therapies and exposure plus cognitive restructuring for adults 
with PTSD? [Evidence from studies comparing exposure therapies with exposure plus cognitive restructuring] 
[Treatment 1: Exposure-based Therapy; Treatment 2: Exposure-based Therapy plus Cognitive Restructuring (control)] 
 

Factor Summary of Reasons for Judgment/ Evidence 
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I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., when magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 
 
 
 
 

 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction    X 

Loss of diagnosis  X   

Prevention or reduction of comorbid depression    X 

Prevention or reduction of comorbid anxiety    X 

     

Outcomes for which no studies were found:  remission, quality of life, disability or functional impairment, 
adverse events leading to withdrawals, and other serious adverse events 

 
 
 

 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important.  
 
 
 
 
 
 
 
 
 
 
Assign global strength of evidence grade across outcomes (from evidence profiles only): 
 
 

 
Global SOE Grade: 
☐ High  
☐ Moderate  
☐ Low  
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X  Insufficient/ Very Low  

 
 
Notes/Comments: 
 
Because harms are not reported and that is a critical outcome, the SOE is rated as insufficient/ very low. 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
[Treatment 1: Exposure-based Therapy; Treatment 2: Exposure-based Therapy plus Cognitive Restructuring (control)]] 
Note: SMD data presented in this document are Cohen’s d. For Cohen’s d, a small effect size is 0.20, medium is 0.50, and large is 
0.90. 

 
No of patients Effect 

Quality 

 No of 
studies  

Exposure-
Based 

Therapies 
Control Relative 

(95% CI) Absolute 

PTSD symptom reduction (follow-up 8 - 16 weeks; measured with: CAPS; range of scores: 0-136; Better indicated by lower values) 

3  133 126 - SMD 0.25 higher (0.29 
lower to 0.8 higher) 

⊕ΟΟΟ 
VERY LOW 

Loss of diagnosis (follow-up 8 - 16 weeks) 

3  46/74  
(62.2%) 

46/72  
(63.9%) 

- 1 fewer per 100 (from 17 
fewer to 14 more)3 

⊕⊕⊕Ο 
MODERATE 

Prevention or reduction of comorbid depression (follow-up 8 - 16 weeks; measured with: BDI; range of scores: 0-63; Better indicated by lower values) 

4  153 146 - MD 2.78 higher (1.68 lower 
to 7.25 higher) 

SMD 0.22 higher (0.14 
lower to 0.58 higher) 

⊕ΟΟΟ 
VERY LOW 

Prevention or reduction of comorbid anxiety (follow-up 8 weeks; measured with: STAI; range of scores: 20-80; Better indicated by lower values) 

2 See footnote #1 51 48 - No difference between 
groups 

⊕ΟΟΟ 
VERY LOW 

 
Outcomes for which no studies were found: remission, quality of life, disability or functional impairment, adverse events leading to 
withdrawals, and other serious adverse events. 
 
Footnote #1- Does not meet optimal information size. Neither study found statistically significant results. 
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Next, list and rate each benefit from the evidence profile information: 

 [[Treatment 1: Exposure-based Therapy; Treatment 2: Exposure-based Therapy plus Cognitive Restructuring (control)] 

 
Outcomes: Large/Mediu

m benefit of 
Treatment 1 
relative to 
Treatment 2 

Small 
benefit of 
Treatment 
1 relative to 
Treatment 
2 

No 
difference 
in effect 

Small 
harm/ 
burden of 
Treatment 
1 relative 
to 
Treatment 
2 

Medium/Larg
e harm/ 
burden of 
Treatment 1 
relative to 
Treatment 2 

Unable to rate 

1. PTSD symptom 
reduction 

 

  X*    

2. Loss of diagnosis 

 

  X    

3. Prevention or reduction 
of comorbid depression 

 

  X    

4. Prevention or reduction 
of comorbid anxiety 

  X    

 
 
*This varies somewhat from previous decisions of the panel based on the comparison of two active treatments. Panel believed that in 
this case that the point estimate, while not tiny was close enough to null value and CI was tight enough that it was believed future 
studies would confirm no difference.  
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Second, list quantitative information from evidence profiles about harms of Treatment 1 relative to Treatment 2: 
 
No studies reported adverse events leading to withdrawals or other serious adverse events.  
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Note any other information on harms from published  studies: 
 
References for harms/burdens published studies: 
 

• Studies included in the RTI-UNC systematic review (n = 5; Foa et al., 2005; Bryant et al., 2003; Bryant et al., 2008; Marks 
et al., 1998; Lovell et al., 2001).  

• Studies excluded in the RTI-UNC systematic review (n =0).  

• Additional articles not included in the systematic review (i.e., not RCTs or RCTs later than 2013; n =1; Foa et al., 2002).  

 
 
Reasons for dropouts are unknown, they could be due to harms, burdens, patient preferences and values, or improvement. 
 
Studies included in the RTI-UNC systematic review (4 trials/5 articles): 

• Overall dropout rate: Exposure 28.1% (43/153); Exposure + Cognitive Restructuring 30.1% (44/146) 

• Foa et al. (2005): 

o Dropout: 30 of 74 (40.5%) PE/CR; 27 of 79 (34.2%) PE 

o 12 serious adverse events led to termination in the study, six of which are included in the post-randomization removal 
category (4 participants reassaulted, 1 developed a life threatening illness, and 1 death). The remaining 6 serious adverse 
events were classified as dropouts (4 had severe depression and suicidal ideation that required immediate intervention, 2 
of which were hospitalized and 2 exhibited extreme dissociative symptoms). 

• Bryant et al., (2003): 

o Dropout: 5 of 20 (25%) IE; 5 of 20 (25%) IE+CR 

o No adverse events listed 

• Bryant et al., (2008): 

o Dropout: 8 of 31 (25.8%) IE; 6 of 28 (21.4%) IVE; 10 of 31 (32.3%) IE/IVE; 4 of 28 (14.3%) IE/IVE/CR 
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o No adverse events listed 

• Marks et al. (1998)/Lovell et al. (2001 (Same sample): 

o Dropout: 3 of 23 (13%) PE; 1 of 19 (5.3%) CR; 5 of 24 (20.8%) PE+CR 

o 15 completers were withdrawn due to continuing depression requiring more monitoring than protocol allowed during follow-
up 

 
Additional articles not included in the systematic review: 

• Foa et al. (2002) (study specifically looking at symptom exacerbation and dropout for women with chronic PTSD randomized 
to either PE or PE/CR): 

o Dropout: 12 of 76 (15.8%) dropped out of tx before session 9 

o 20 participants out of 76 reported a reliable exacerbation of PTSD, anxiety, or depression symptoms; 10.5% increase in 
PTSD sx; 21.1% increase in anxiety; 9.2% increase in depression 

 
 
 
 
 
Note any other information on burdens from published studies: 
 
Studies included in the RTI-UNC systematic review: 

• Foa et al. (2005): 

o Participants in PE/CR were given the same amount of exposure homework as those in PE, and they also practiced CR 
using their diaries. 

• Bryant et al., (2003): 

o Daily homework. 

• Bryant et al., (2008): 

o Daily homework 

• Marks et al. (1998)/Lovell et al. (2001 (Same sample): 
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o Better homework compliance was associated with more improvement 

 
 
Additional articles not included in the systematic review: 

• Foa et al. (2002): 

o “Introduction of imaginal exposure may be associated with a temporary increase in general anxiety symptoms; however, 
they benefited from treatment as much as those who did not report such an exacerbation.” 

 
 
Note any additional information on harms: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
[Integrated into full guideline document] 
 
 
Note any additional information on burdens: 
Potential burdens associated with trauma focused therapy based on clinician and community member input: 
 
 
Time  
Homework- tapes, imaginal tapes 
Effort 
Session attendance  
Stigma 
 
Next, list and rate each harm/burden: 
 [Treatment 1: Exposure-based Therapy; Treatment 2: Exposure-based Therapy plus Cognitive Restructuring (control)] 

 
Outcomes: Large/Mediu

m benefit of 
Treatment 1 
relative to 
Treatment 2 

Small 
benefit of 
Treatment 
1 relative to 
Treatment 
2 

No 
difference 
in effect 

Small 
harm/ 
burden of 
Treatment 
1 relative 
to 
Treatment 
2 

Medium/Larg
e harm/ 
burden of 
Treatment 1 
relative to 
Treatment 2 

Unable to rate 
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5. Adverse events 
leading to withdrawals 

     X** 

6. Other serious 
adverse events 

     X** 

7. Other adverse events      X 

8. Burdens 

 

  X    

**Adverse events and serious adverse events were reported but it was not reported in which arm they were reported.  

Assign an overall global rating across outcomes: 
 
☐ Balance of benefits to harms/burdens clearly favors Treatment 1 over Treatment  2 
☐ Balance of benefits to harms/burdens slightly favors Treatment 1 over Treatment  2 
X  Balance of benefits to harms/burdens is the same for Treatment 1 as Treatment  2 
☐ Balance of benefits to harms/burdens slightly favors Treatment 2 over Treatment  1 
☐ Balance of benefits to harms/burdens clearly favors Treatment 2 over Treatment  1 

 

Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences regarding Treatment 1, 
Treatment 2, and the choice between 
them? 

How variable are these? 

How certain is the panel about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

Research suggests pts prefer psychological treatments but pts beliefs about the treatments offered should be 
taken into consideration, case by case basis. Pts preferences may be moderated by factors such as gender, 
culture, type of trauma, severity, treatment setting. 

There does not appear to be research on a preference between these two PTSD treatments.  

In a sample of undergraduates, Tarrier, Liversidge, & Gregg et al. (2006) compares a variety of treatments 
(Psychoeducation, IE, in vivo exposure, VR, guided imagery and rescripting, CT, combined CT with exposure, 
stress management, EMDR, computer based therapy, psychodynamic, e-therapy, group, and family therapy). 
Although they do not specifically call it Exposure plus Cognitive Restructuring, one of the treatments they ask 
patients about is Cognitive Therapy With Exposure. Cognitive Therapy with Exposure was ranked as the #2 
treatment preferred by patients, Imaginal Exposure was ranked #3 and In Vivo Exposure was ranked #5. 

 

Information from community members on panel: 

 

Exposure: Unknown 

No additional info listed for CBT mixed 

 

Information from clinicians on panel: 

Cognitive therapy can elicit negative affect related to academic experiences and literacy.  

Ambivalence about exposure. 

Cognitive work can help with guilt and anger, thus helping people calm down, even in preparation for 
exposure work. Can also help lessen depression.  

Depression more associated with guilt and shame vs. PTSD. 

Cognitive interventions empowers patients and gives them more mastery. Gives them problem focused 
coping strategy.   

Information from other sources (also list sources): 
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 Next rate the variability of and your certainty about patient values and preferences:   
    
 

 

 

 

 

 

 
 
 
Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

 Some variation or some uncertainty  

X Large variation or significant uncertainty  

rite synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
 

We think that the majority of patients would not have any preference between these two treatments. However 
we have little systematic data on this subject. More data are needed.  

 

 

 

 

 

 

 

 

 

 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate  Moderate 
 Low X Low 
X Unknown  Unknown 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to affect applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

Notes/Comments: 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Concerns regarding the generalizability of cognitive therapies for PTSD from clinicians on  

panel stem from awareness that cognitive therapy asks patients to learn and practice  
mental tasks of varying degrees of abstract reasoning (e.g., “distancing” oneself from  
one’s thoughts as in thought monitoring), and analytical thinking (e.g., looking for  
evidence to support or refute a distressing thought as in thought challenging/cognitive 
restructuring work). These mental tasks are part of every cognitive therapy session, and 
patients are asked to practice these skills outside therapy sessions for homework.  
Although cognitive therapies have been effective with individuals with a range of cognitive 
abilities, a patient’s past experiences, practices, and beliefs about intelligence and ability  
to be successful with mental tasks may affect motivation and engagement in cognitive 
therapy, both of which can affect treatment success. 
 
However, there is no documented research evidence of treatment heterogeneity for the 
factors raised by the above. Clinicians on the panel have also indicated that these  
cognitive techniques have been adaptable to a wide range of populations with differing 
cognitive capacities. 

 
Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

When you add treatment to already effective treatment you take time away from original 
treatment and might diminish its impact.  

Settings 
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applicability of exposure or exposure plus cognitive restructuring. 

 
p. 42-43  RTI-UNC Systematic Review 
 

Study Arm (N) 
Duration 
(Followup) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age (Y) % F  

% Non-
white 

Risk of 
Bias 

Foa et al., 
200525 

Total 190  
PE (NR) 
PE+CR (NR) 
WL (NR) 

12 weeks; 9 to 
12 weekly 
sessions (3, 6, 
and 12 months) 

Female 
Assault 

PSS-I 
31.1 to 34.0 
 

31 100 51 Medium 

Bryant et al., 
200363 

IE (20) 
IE+CR (20) 
SC (18) 

8 weeks Male and 
female  
Mixed 

CAPS-I 
intensity 
32.5 to 32.9 
 

35 52 NR Medium 

Bryant et al., 
200866 

PE (31) 
PE+CR (28) 
IE (31) 
In vivo (28) 

8 weeks Male and 
female 
Mixed 

71.4 to 76.8 37 NR 8 
 

Medium 

Marks et al., 
199846 
Lovell et al., 
200179 
 

PE (23) 
CR (19) 
PE+CR (24) 
Relax (21) 

10 sessions,b 
mean of 16 
weeks (1, 3, 
and 6 months) 

Male and 
female 
Mixed 

CAPS Severity 
2.6 to 3.2 
 

38 36 NR 
 

Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: Panels should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 

 

× Recommendation Statement Wording Options  
by Strength/Grade 

 Strong recommendation for use of treatment 1 rather than treatment 2 when both 
treatment 1 and treatment 2 are being considered. 
 
We recommend treatment 1 rather than treatment 2 when both treatment 1 and 
treatment 2 are being considered: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

 Conditional recommendation for use of treatment 1 rather than treatment 2 when 
both treatment 1 and treatment 2 are being considered. 
 
We suggest using treatment 1 rather than treatment 2 when both treatment 1 and 
treatment 2 are being considered: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation for use of treatment 2 rather than treatment 1 when 
both treatment 2 and treatment 1 are being considered.  
 

We suggest using treatment 2 rather than treatment 1 when both treatment 2 and 
treatment 1 are being considered: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation for use of treatment 2 rather than treatment 1 when both 
treatment 2 and treatment 1 are being considered. 
 
We recommend using treatment 2 rather than treatment 1 when both treatment 2 and 
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treatment 1 are being considered: 
     “We recommend…” 
     “Clinicians should not…” 
     “Don’t…” 

X  Recommendation for Either Treatment. 
 

We recommend using either treatment 1 or treatment 2 when both are being 
considered. 

Note- Address whether there is no difference because they are efficacious to the same 
degree or because they are both not efficacious. 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for one treatment 
rather than the other treatment and that the evidence is also insufficient to state that there 
is no difference between the treatments in regards to benefits, harms, strength of evidence, 
patient values and preferences, and applicability…” 
 

 

 

Recommendation #_______ 

 Recommendation written out as an action statement: 
Among adult patients with PTSD, the panel recommends clinicians offering either exposure or exposure plus cognitive restructuring when both 
are being considered.  

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is insufficient/very low evidence that the critical outcome of PTSD symptom reduction is the same in exposure and exposure plus cognitive 

restructuring. 
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• There is moderate evidence that loss of PTSD diagnosis is the same in exposure and exposure plus cognitive restructuring.  

• There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms.  

• Balance of benefits to harms/burdens is the same for Exposure as Exposure plus Cognitive Restructuring. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the panel members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
Treatment 1 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 

 

      

      

      

      

      

      

      

      

      

      
 



549 
 

   

American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 19- Comparative Effectiveness of CBT vs. Relaxation  

[Treatment 1: CBT; Treatment 2: Relaxation (control)] 

Pages 55-58 (study characteristics) and 64-65 (results) of RTI-UNC Systematic Review. 

Factor 

LI. Aggregate/Global  

        Strength of Evidence (SOE) 
          (from evidence profiles) 

II. Treatment 
Outcomes/Consequences 

• Benefits of Treatment 1    
relative to Treatment 2   

 
• Harms of Treatment 1       

relative to Treatment 2  

 

• Burdens of Treatment 1     
relative to Treatment 2 

     (Note- do not include financial cost) 

Balance of Benefits to 
Harms/Burdens of Treatment 1 
relative to Treatment 2  
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LIII. Patient Values and 
Preferences 

LIV. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

Topic #19- Comparative Effectiveness of CBT vs. Relaxation (Hinton et al., 2011; Marks et al., 1998; Lovell et al., 2001) 

Question: Are CBT interventions better than relaxation for adults with PTSD? [Evidence from studies comparing CBT therapies with 
relaxation] 
[Treatment 1: CBT; Treatment 2: Relaxation (control)] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., when magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction   
(** Marked as both low and moderate and says it can be 
considered moderate if also considering indirect evidence 
from inactive controlled trials). 
 

 X  X  

Disability/functional impairment    X 

     

Outcomes for which no studies were found: remission, loss of diagnosis, prevention/reduction of 
comorbid depression, prevention/reduction of comorbid anxiety, quality of life, adverse events leading to 
withdrawals, and other serious adverse events. 

 
 
 

 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important.  
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Assign global strength of evidence grade across outcomes (from evidence profiles only): 
 
 

 
Global SOE Grade: 
☐ High  
☐ Moderate  
☐ Low  
X  Insufficient/ Very Low  

 
 
Notes/Comments: 
 
Because harms are not reported and that is a critical outcome, the SOE is rated as insufficient/ very low. 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
[Treatment 1: CBT; Treatment 2: Relaxation (control)] 
Note: SMD data presented in this document are Cohen’s d. For Cohen’s d, a small effect size is 0.20, medium is 0.50, and large is 
0.90. 
 

 
No of patients Effect 

Quality 

 
No of 

studies  CBT 
interventions Relaxation Relative 

(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 14-16 weeks; measured with: CAPS; Better indicated by lower values) 

2 See footnote #1 36 33 - Mean CAPS improvement: 38 
(26 to 50) vs. 14 (4 to 25) in 
one trial. 

Between group effect size: d = 
1.6 in another. 

⊕⊕ΟΟ 
LOW  

⊕⊕⊕Ο 
MODERATE if also 
considering indirect 

evidence from inactive 
controlled trials 

Disability/functional impairment (follow-up mean 16 weeks; Better indicated by lower values) 

1 See footnote #1 24 21 - GHQ Global Improvement 
measure: percentage of 
subjects improved functioning: 
70-80% vs. 50-55% p=NS 

⊕ΟΟΟ 
VERY LOW 

 
Outcomes for which no studies were found: remission, loss of diagnosis, prevention/reduction of comorbid depression, 
prevention/reduction of comorbid anxiety, quality of life, adverse events leading to withdrawals, and other serious adverse events. 
 
Footnote #1- Small sample size; does not meet optimal information size. 
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Next, list and rate each benefit from the evidence profile information: 

 [ [Treatment 1: CBT; Treatment 2: Relaxation (control)] 

 
Outcomes: Large/Mediu

m benefit of 
Treatment 1 
relative to 
Treatment 2 

Small 
benefit of 
Treatment 
1 relative to 
Treatment 
2 

No 
difference 
in effect 

Small 
harm/ 
burden of 
Treatment 
1 relative 
to 
Treatment 
2 

Medium/Larg
e harm/ 
burden of 
Treatment 1 
relative to 
Treatment 2 

Unable to rate 

1. PTSD symptom 
reduction 

 

X      

2. Disability/functional 
impairment 

 

   

 

 

  X 
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Second, list quantitative information from evidence profiles about harms of Treatment 1 relative to Treatment 2: 
 
No studies found on adverse events leading to withdrawals or other serious adverse events.  
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Note any other information on harms from published  studies: 
 
References for harms/burdens published studies: 
 

• Studies included in the RTI-UNC systematic review (n = 3 [but 2 are same sample]; Hinton et al., 2011; Marks et al., 1998; 
Lovell et al., 2001).  

• Studies excluded in the RTI-UNC systematic review (n = 0) 

• Additional articles not included in the systematic review (i.e., not RCTs or RCTs later than 2013; n = 0) 

 
Reasons for dropouts are unknown, they could be due to harms, burdens, patient preferences and values, or improvement. 
 
Studies included in the RTI-UNC systematic review (2 trials/3 articles): 

• Overall dropout rate: CBT 13.9% (5 of 35); Relaxation 3% (1 of 33) 

• Hinton et al. (2011) 

o Dropout: All randomized patients completed therapy (n = 24); 0 of 12 CBT; 0 of 12 Applied Muscle Relaxation  

o No adverse events listed 

• Marks et al., (1998)/ Lovell et al. (2001) (Same sample): 

o Dropout:; 5 of 24 (20.8%) PE+CR; 1 of 21 (4.8%) relaxation 

o 15 completers were withdrawn due to continuing depression requiring more monitoring than protocol allowed during follow-
up 

• Additional information:  

o In RTI-UNC review study comparing Relaxation to PE and EMDR (Taylor et al., 2003), 13% of relaxation subjects had 
worsening symptoms.  

o In RTI-UNC review of CBT-m studies, adverse events were reported in three inactive comparator studies. Symptom 
worsening in the CBT-M groups occurred in 3 inactive comparator trials, and 2 active comparator trials. 
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Note any other information on burdens from published studies: 
 
Studies included in the RTI-UNC systematic review: 

• Hinton et al. (2011) 

o Both txs conducted in group format 

• Marks et al., (1998)/ Lovell et al. (2001) (Same sample): 

o Better homework compliance was associated with more improvement 

 
 
Note any additional information on harms: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
[Integrated into full guideline document] 
 
 
 
 
 
 
 
Note any additional information on burdens: 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
 
Time  
Homework 
Effort 
Session attendance  
Stigma 
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Next, list and rate each harm/burden: 
 [Treatment 1: CBT; Treatment 2: Relaxation (control)] 

 
Outcomes: Large/Mediu

m benefit of 
Treatment 1 
relative to 
Treatment 2 

Small 
benefit of 
Treatment 
1 relative to 
Treatment 
2 

No 
difference 
in effect 

Small 
harm/ 
burden of 
Treatment 
1 relative 
to 
Treatment 
2 

Medium/Larg
e harm/ 
burden of 
Treatment 1 
relative to 
Treatment 2 

Unable to rate 

3. Adverse events 
leading to withdrawals 

     X 

4. Other serious 
adverse events 

  X    

5. Other adverse events    X   

6. Burdens 

 

   X   
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Assign an overall global rating across outcomes: 
 
 X  Balance of benefits to harms/burdens clearly favors Treatment 1 over Treatment  2 
☐ Balance of benefits to harms/burdens slightly favors Treatment 1 over Treatment  2 
☐ Balance of benefits to harms/burdens is the same for Treatment 1 as Treatment  2 
☐ Balance of benefits to harms/burdens slightly favors Treatment 2 over Treatment  1 
☐ Balance of benefits to harms/burdens clearly favors Treatment 2 over Treatment  1 

 
 
 
 
 
 

Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences regarding Treatment 1, 
Treatment 2, and the choice between 
them? 

How variable are these? 

How certain is the panel about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

 

Epstein (2012):  Relaxation and medication most preferred for PTSD-related insomnia. 

Kaltman et al. (2014):  CBT and supportive treatments most preferred (compared to relaxation) – for unclear 
target symptoms for Latina primary care patients.  

Study explored preferences for treatment among pts with PTSD or pathological gambling or both and 
cognitive therapy preferred over body related interventions such as yoga. Specifically, in Lisa Najavtis (2011) 
study, which explored treatment preferences of individuals with PTSD, pathological gambling or both, patients 
were given the choice between 16 different treatments including CBT, self-help groups, body therapies (e.g. 
yoga, therapeutic massage, bodywork, pressure-point work, etc.), coaching, and medication. CBT was rated 
higher than alternative therapies, such as body therapies. However, there is no mention of what the CBT 
treatment actually consisted of. Individuals were respondents to advertisements located in treatment centers 
and media outlets. 

 

Information from community members on panel: 

 

 

 

Information from clinicians on panel: 

No additional info. 

 

Information from other sources (also list sources): 
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 Next rate the variability of and your certainty about patient values and preferences:   
 

 

 
 

 
 
 
 
 
 

 
Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

☐ Some variation or some uncertainty  

X Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
 

Unknown variability and low certainty – only a small amount of information from research studies.  

 

 

 

 

Notes/Comments: 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate  Moderate 
 Low X Low 
X Unknown  Unknown 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to affect applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

Notes/Comments: 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of CBT or relaxation. 
 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Concerns regarding the generalizability of cognitive therapies for PTSD from clinicians on  

panel stem from awareness that cognitive therapy asks patients to learn and practice  
mental tasks of varying degrees of abstract reasoning (e.g., “distancing” oneself from  
one’s thoughts as in thought monitoring), and analytical thinking (e.g., looking for  
evidence to support or refute a distressing thought as in thought challenging/cognitive 
restructuring work). These mental tasks are part of every cognitive therapy session, and 
patients are asked to practice these skills outside therapy sessions for homework.  
Although cognitive therapies have been effective with individuals with a range of cognitive 
abilities, a patient’s past experiences, practices, and beliefs about intelligence and ability 
to be successful with mental tasks may affect motivation and engagement in cognitive 
therapy, both of which can affect treatment success. 
 
However, there is no documented research evidence of treatment heterogeneity for the 
factors raised by the above. Clinicians on the panel have also indicated that these  
cognitive techniques have been adaptable to a wide range of populations with differing 
cognitive capacities. 

Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 
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No applicability issues noted.  
 
p. 57  RTI-UNC Systematic Review 
Characteristics of Studies 

Study Arm (N) 
Duration 
(Followup) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age (Y) % F  

% Non-
white 

Risk of 
Bias 

Hinton et al., 
201147 

CBT-M (12) 
Relax (12) 

14 weeks 
(12 weeks) 

Female 
Trauma NR 

PCL 
69.8 to 71.1 

50 
 

100 100 Medium 

Marks et al., 
199846 
Lovell et al., 
200179 

PE (23) 
CR (13) 
CBT-Mb 
(CR+PE) (24) 
Relax (21) 

10 sessionsc 
(mean of 16 
weeks), (1, 3, 
and 6 months) 

Male and 
female 
Mixed 
 

CAPS Severity 
2.6 to 3.2 

38 36 NR 
 

Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: Panels should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 

 

× Recommendation Statement Wording Options  
by Strength/Grade 

 Strong recommendation for use of treatment 1 rather than treatment 2 when both 
treatment 1 and treatment 2 are being considered. 
 
We recommend treatment 1 rather than treatment 2 when both treatment 1 and 
treatment 2 are being considered: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

X  Conditional recommendation for use of treatment 1 rather than treatment 2 when 
both treatment 1 and treatment 2 are being considered. 
 
We suggest using treatment 1 rather than treatment 2 when both treatment 1 and 
treatment 2 are being considered: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation for use of treatment 2 rather than treatment 1 when 
both treatment 2 and treatment 1 are being considered.  
 

We suggest using treatment 2 rather than treatment 1 when both treatment 2 and 
treatment 1 are being considered: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation for use of treatment 2 rather than treatment 1 when both treatment 2 
and treatment 1 are being considered. 
 
We recommend using treatment 2 rather than treatment 1 when both treatment 2 and 
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treatment 1 are being considered: 
     “We recommend…” 
     “Clinicians should not…” 
     “Don’t…” 

 Recommendation for Either Treatment. 
 

We recommend using either treatment 1 or treatment 2 when both are being 
considered. 

Note- Address whether there is no difference because they are efficacious to the same 
degree or because they are both not efficacious. 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for one treatment rather 
than the other treatment and that the evidence is also insufficient to state that there is no 
difference between the treatments in regards to benefits, harms, strength of evidence, patient 
values and preferences, and applicability…” 
 

 

 

Recommendation #_______ 

 Recommendation written out as an action statement: 
 

Among adult patients with PTSD, the panel suggests clinicians offer CBT rather than relaxation when both CBT and relaxation are being considered. 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
 
•  There is low to moderate evidence of a medium to large magnitude of benefit for CBT compared to relaxation for the critical outcome of PTSD 

symptom reduction.   
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• There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
serious harms.  

• Balance of benefits to harms/burdens clearly favors CBT over Relaxation. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the panel members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
Treatment 1 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 22- Comparative Effectiveness of Seeking Safety vs. Active Controls  

[Treatment 1: Seeking Safety; Treatment 2: Active Controls (control)] 

Pages 71-73 (study characteristics) and 75-76 (results) of RTI-UNC Systematic Review. 

Factor 

LV. Aggregate/Global  

        Strength of Evidence (SOE) 
          (from evidence profiles) 

VI. Treatment 
Outcomes/Consequences 

• Benefits of Treatment 1    
relative to Treatment 2   
 

• Harms of Treatment 1       
relative to Treatment 2  
 

• Burdens of Treatment 1     
relative to Treatment 2 

     (Note- do not include financial cost) 

Balance of Benefits to 
Harms/Burdens of Treatment 1 
relative to Treatment 2  
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LVII. Patient Values and 
Preferences 

VIII. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

Topic #22- Comparative Effectiveness of Seeking Safety vs. Active Controls (Boden et al., 2012; Hien et al., 2004; Hien et al., 2009; 
Hien et al., 2012; Zlotnick et al., 2009) 

Question: Is seeking safety better than active controls for adults with PTSD? [Evidence from studies comparing seeking safety with 
active controls: relapse prevention, psychoeducation, or treatment as usual in a Veteran Affairs substance use disorders clinic] 
[Treatment 1: Seeking Safety; Treatment 2: Active Controls (control)] 
 

Factor Summary of Reasons for Judgment/ Evidence 
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I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., when magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 
 
 
 
 
 

 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction- measured with CAPS  X   

PTSD symptom reduction- measured with any measure  X   

Loss of diagnosis    X 

Prevention or reduction of comorbid substance use    X 

     

Outcomes for which no studies were found: remission, prevention/reduction of comorbid depression, 
prevention/reduction of comorbid anxiety, quality of life, disability/functional impairment, adverse events 
leading to withdrawals, and other serious adverse events. 

 
 
 

 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important.  
 
 
 
 
 
 
 
 
 
 
Assign global strength of evidence grade across outcomes (from evidence profiles only): 
 
 

 
Global SOE Grade: 
☐ High  
☐ Moderate  
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☐ Low  
X  Insufficient/ Very Low  

 
 
Notes/Comments: 
 
Because harms are not reported and that is a critical outcome, the SOE is rated as insufficient/ very low. 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
Treatment 1: Seeking Safety; Treatment 2: Active Controls (control)] 
Note: SMD data presented in this document are Cohen’s d. For Cohen’s d, a small effect size is 0.20, medium is 0.50, and large is 
0.90. 

Quality assessment No of patients Effect 

Quality 

 
No of 

studies  Seeking 
safety 

Active controls (relapse 
prevention, psychoeducation, 

treatment as usual in a Veteran 
Affairs substance use disorders 

clinic) 

Relative 
(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 6-12 weeks; measured with: CAPS; Better indicated by lower values) 

3  244 233 - MD 1.45 higher (2.5 
lower to 5.4 higher) 

SMD 0.06 higher (0.12 
lower to 0.24 higher) 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 6-12 weeks; measured with: Any measure; Better indicated by lower values) 

4  303 291 - SMD 0.04 higher (0.12 
lower to 0.2 higher) 

⊕⊕⊕Ο 
MODERATE 

Loss of Diagnosis (follow-up 12 weeks) 

1 See footnote #1 16/27  
(59.3%) 

  

13/22  
(59.1%)4 

OR for SS 
vs. RPC 

1.22 (0.48 
to 3.13) 

 ⊕ΟΟΟ 
VERY LOW 

Prevention/reduction of comorbid substance use (follow-up 6-12 weeks; Better indicated by lower values) 

4 See footnotes #2 and #3 244 233 - No statistically 
significant difference in 3 
trials (N=477); better 
substance use 
outcomes for 1 trial 
(N=117) 

⊕ΟΟΟ 
VERY LOW 

Outcomes for which no studies were found: remission, prevention/reduction of comorbid depression, prevention/reduction of comorbid 
anxiety, quality of life, disability/functional impairment, adverse events leading to withdrawals, and other serious adverse events. 
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Footnote #1- The number of events is low. Does not meet optimal information size. 
Footnote #2- Conflicting findings across studies. 
Footnote #3- Wide CI that contains clinically distinct conclusions 
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Next, list and rate each benefit from the evidence profile information: 
 [ [Treatment 1: Seeking Safety; Treatment 2: Active Controls (control)] 

 
Outcomes: Large/Mediu

m benefit of 
Treatment 1 
relative to 
Treatment 2 

Small 
benefit of 
Treatment 
1 relative to 
Treatment 
2 

No 
difference 
in effect 

Small 
harm/ 
burden of 
Treatment 
1 relative 
to 
Treatment 
2 

Medium/Larg
e harm/ 
burden of 
Treatment 1 
relative to 
Treatment 2 

Unable to rate 

1. PTSD symptom 
reduction-measured by 
CAPS 

 

  X    

2. PTSD symptom 
reduction-measured by 
any measure 

  X    

3. Loss of diagnosis 

 

     X 

4. Prevention or reduction 
of comorbid substance 
use 

 

  X    
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Second, list quantitative information from evidence profiles about harms of Treatment 1 relative to Treatment 2: 
 
No studies found on adverse events leading to withdrawals or other serious adverse events.  
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Note any other information on harms from published studies: 
 
References for harms/burdens published studies: 
 

• Studies included in the RTI-UNC systematic review (n = 5; Boden et al (2012); Hien et al (2004); Hien et al (2009); Hien et 
al (2012); Zlotnick et al (2009)).  

• Studies excluded in the RTI-UNC systematic review (n = 0) 

• Additional articles not included in the systematic review (i.e., not RCTs or RCTs later than 2013; n = 2; Killeen et al 
(2008); Najavits et al (2005)).  

 
Reasons for dropouts are unknown, they could be due to harms, burdens, patient preferences and values, or improvement. 
 
Studies included in the RTI-UNC systematic review (4 trials/5 articles): 

• Dropout: 66 of 267 (24.7%) SS; 10 of 112 (8.9%) TAU 

• One study noted that 4 individuals were hospitalized for psychiatric reasons (Hien et al., 2004). 

• In two studies, individuals in the TAU group showed worsening PTSD symptoms (Hien et al., 2004; Zlotnick et al.,2009); in 
one study, two individuals were inpatient hospitalized in the TAU group (Hien et al., 2004). 

 
Additional articles not included in the systematic review: 
**Killeen et al (2008) is secondary analysis of RTI-UNC included studies by Hien et al. The purpose of the Killeen study was to 
examine adverse events from the RCT. Their findings are summarized below:**  

• Dropout: 62 of 353 (17.6%) dropped out; 13 of 62 (21%) due to any AEs; 9 of 62 (14.5%) due to study-related AEs; 3 of 62 
(4.8%) patients due to clinical deterioration 

• 49 women reported 83 new study-related AEs - only one was rated as severe 

• 28 [20%] Seeking Safety group reported AEs 

• 21 [14%] Women's Health Education group (TAU) reported AEs 

o 37% for worsening PTSD 

o 10% increased substance use 

o 16% anxiety/panic 



 
579 

 

   

o 30% depressive symptoms 

o 7% other 

 
 
 
 
 
 
 
 
 
 
 
Note any other information on burdens from published studies: 
 
Studies included in the RTI-UNC systematic review: 

• Two studies noted that there was high satisfaction with SS. 

 
Studies excluded in the RTI-UNC systematic review: 

• One study noted that SS is non-exposure based intervention. 

• Another pilot trial noted that “Treatment attendance, satisfaction and alliance were extremely high” 

 
 
 
 
 
 
 
 
 
 
Note any additional information on harms: 
 
Potential harms associated with trauma focused therapy based on clinician and community member input:  
 
 
[Integrated into full guideline document] 
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Note any additional information on burdens: 
 
Potential burdens associated with trauma focused therapy based on clinician and community member input: 
 
 
Time  
Effort 
Session attendance  
Stigma 
Maintenance of PTSD symptoms 
25 treatment sessions-SS 
 
Patients like it clinicians like it 
Provides patients with sense of safety and good coping skills  
 
 
Next, list and rate each harm/burden: 
 [Treatment 1: Seeking Safety; Treatment 2: Active Controls (control)] 

 
Outcomes: Large/Mediu

m benefit of 
Treatment 1 
relative to 
Treatment 2 

Small 
benefit of 
Treatment 
1 relative to 
Treatment 
2 

No 
difference 
in effect 

Small 
harm/ 
burden of 
Treatment 
1 relative 
to 
Treatment 
2 

Medium/Larg
e harm/ 
burden of 
Treatment 1 
relative to 
Treatment 2 

Unable to rate 

5. Adverse events 
leading to withdrawals 

     X 

6. Other serious 
adverse events 

  X    

7. Other adverse events   X    
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8. Burdens 

 

  X    

 

Assign an overall global rating across outcomes: 
 
☐ Balance of benefits to harms/burdens clearly favors Treatment 1 over Treatment  2 
☐ Balance of benefits to harms/burdens slightly favors Treatment 1 over Treatment  2 
X Balance of benefits to harms/burdens is the same for Treatment 1 as Treatment  2 
☐ Balance of benefits to harms/burdens slightly favors Treatment 2 over Treatment  1 
☐ Balance of benefits to harms/burdens clearly favors Treatment 2 over Treatment  1 

 

Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences regarding Treatment 1, 
Treatment 2, and the choice between 
them? 

How variable are these? 

How certain is the panel about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
Information from research studies: 

One paper by Decker (2013), female veterans in VA, gave them tx explanations of various tx, of those, case 
management was most appealing followed by seeking safety followed by exposure.  

Pilot trial noted that “Treatment attendance, satisfaction and alliance were extremely high 
Two studies noted that there was high satisfaction with SS. 

Information from community members on panel: 

Nothing specific to Seeking Safety. 

Information from clinicians on panel: (Seeking Safety) 

Clinicians and patients like it.  

Very practical.  

Makes sense, it’s grounded. Clinical students like it. Empowers people getting and giving it. 

It’s a support system. There’s a lot of room for clinicians to use it creatively.  

Provides a context for concurrent tx of substance use and PTSD.  

Information from other sources (also list sources) 

:Next rate the variability of and your certainty about patient values and preferences:   
 
 

 

 

 

 

 

 
 

 
 
 
 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate  Moderate 
 Low X Low 
X Unknown  Unknown 
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 Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

☐ Some variation or some uncertainty  

 X Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
Unknown variability and low certainty due to lack of information about comparable preferences between the 
two treatments.  

 

 

 

 

 

 

 

 

 

 

 

 

 

Notes/Comments: 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to affect applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

 

Notes/Comments: 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of seeking safety or active controls. 

 
p. 71 RTI-UNC Systematic Review 

Four trials assessed the efficacy of a short-term manualized cognitive behavior treatment for people with 
PTSD and substance use disorders called Seeking Safety; three different active control approaches were 
designed to treat substance use disorders alone or to provide psychoeducation about women’s health issues.33, 

117, 118 Another active control involved treatment as usual in a substance use disorder clinic at a Veteran’s 
Administration outpatient mental health clinic.119 Three of the trials enrolled women generally in their 30s; one 
enrolled male veterans with a mean age of 54.119 Sample sizes ranged from 49 to 353;33, 117, 118 one of these was 
a pilot study (N=49) that may have been underpowered.33 One trial enrolled a sample of incarcerated women;33 
two enrolled community-based samples of women seeking substance abuse treatment.117, 118 Follow-up 
assessments were conducted at 3 and 6 months in all trials; one study each conducted additional assessments at 
9 months117 or 12 months.118 In addition to assessing the effectiveness of Seeking Safety on symptoms of PTSD, 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations 

This is an even more symptomatic population due to substance use 

Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

25 sessions- double length of some other treatments 

Settings Seeking Safety in its entirety would not be appropriate for short term treatment settings  
due to the length of the treatment (number of sessions involved).  



 
585 

 

   

all four trials assessed its effectiveness on substance use.  
 

Study Arm (N) 

Treatment 
Duration 
(Followup)  

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age 
(Y) % F 

% 
Non-
white 

Risk of 
Bias 

Boden et 
al., 
2012119 

SS (59) 
TAU (58) 
 

12 weeks Male 
Combat 

IES-R 
46.8 to 
47.7 

54 0 74 Medium 

Hien et 
al., 
2004117 

Total 107e 
SS (unclear) 
RPC (unclear) 
SC (32) 

12 weeks Female  
Mixed 
w/substance 
abuse 
disorders 

70.4 to 
73.9 

37 100 63 Medium 

Hien et 
al., 
2009118 
Hien et 
al., 
2012128 

SS (176) 
PsychEdf (177) 

6 weeks Female 
Mixed 

61.6 to 
64.2 

39 100 54 Medium 

Zlotnick et 
al., 200933 

SS (27) 
RPC (22) 

6 to 8 weeks (3 
and 6 months) 

Female 
Mixed 

64.4 to 
69.4 

35 100 53 Medium 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: Panels should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 

 

× Recommendation Statement Wording Options  
by Strength/Grade 

 Strong recommendation for use of treatment 1 rather than treatment 2 when both 
treatment 1 and treatment 2 are being considered. 
 
We recommend treatment 1 rather than treatment 2 when both treatment 1 and 
treatment 2 are being considered: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

 Conditional recommendation for use of treatment 1 rather than treatment 2 when 
both treatment 1 and treatment 2 are being considered. 
 
We suggest using treatment 1 rather than treatment 2 when both treatment 1 and 
treatment 2 are being considered: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation for use of treatment 2 rather than treatment 1 when 
both treatment 2 and treatment 1 are being considered.  
 

We suggest using treatment 2 rather than treatment 1 when both treatment 2 and 
treatment 1 are being considered: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation for use of treatment 2 rather than treatment 1 when both 
treatment 2 and treatment 1 are being considered. 
 
We recommend using treatment 2 rather than treatment 1 when both treatment 2 and 
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treatment 1 are being considered: 
     “We recommend…” 
     “Clinicians should not…” 
     “Don’t…” 

 Recommendation for Either Treatment. 
 

We recommend using either treatment 1 or treatment 2 when both are being 
considered. 

Note- Address whether there is no difference because they are efficacious to the same 
degree or because they are both not efficacious. 

X  No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for one treatment 
rather than the other treatment and that the evidence is also insufficient to state that there 
is no difference between the treatments in regards to benefits, harms, strength of evidence, 
patient values and preferences, and applicability…” 
 

 

 

Recommendation #_______ 

 Recommendation written out as an action statement: 
Among adult patients with PTSD, the panel concludes that the evidence is insufficient to recommend for or against clinicians offering Seeking 
Safety versus active controls. 

Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is moderate evidence that the critical outcome of PTSD symptom reduction is the same in Seeking Safety and active controls. 

• There was insufficient/very low strength of evidence for the critical outcome of serious harms. The panel found no other interpretable evidence of 
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serious harms. 

• Balance of benefits to harms/burdens is the same for Seeking Safety as Active Controls.  

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the panel members can use the grid below to record their 
individual views (or votes) about the recommendation. When using the voting grid below to vote, please consider the strength of 
the evidence, balance of benefits to harms/burdens, patient values and preferences, and applicability of the evidence. Please 
remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when appropriate (e.g., 
when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller the difference (the 

more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional recommendation is 

warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a difference in outcomes 

likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your assessment of the 
available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
Treatment 1 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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American Psychological Association 

Decision Table Template for Generating Recommendations (version 6/26/14) 

Topic # 41- Comparative Effectiveness of Venlafaxine ER vs. Sertraline  

[Treatment 1: Venlafaxine ER; Treatment 2: Sertraline (control)] 

Page 106 (study characteristics) and 107-113 (results) of RTI-UNC Systematic Review. 

Factor 

IX. Aggregate/Global  

        Strength of Evidence (SOE) 
          (from evidence profiles) 

L. Treatment 
Outcomes/Consequences 

• Benefits of Treatment 1    
relative to Treatment 2   

 
• Harms of Treatment 1       

relative to Treatment 2  

 

• Burdens of Treatment 1     
relative to Treatment 2 

     (Note- do not include financial cost) 

Balance of Benefits to 
Harms/Burdens of Treatment 1 
relative to Treatment 2  
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LI. Patient Values and 
Preferences 

LII. Applicability of Evidence 

 Recommendation Direction 
Based on the net benefit and other factors, 
what is the treatment decision? 
 Strength of Recommendation  

 Recommendation (text) 

 Justification for 
recommendation 
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Recommendation Worksheet                                        

Topic #41- Comparative Effectiveness of Venlafaxine ER vs. Sertraline (Davidson et al., 2006) 

Question: Is venlafaxine ER more efficacious than sertraline for adults with PTSD? [Evidence from studies comparing venlafaxine 
ER with sertraline] 
[Treatment 1: Venlafaxine ER; Treatment 2: Sertraline (control)] 
 

Factor Summary of Reasons for Judgment/ Evidence 

I) Aggregate Strength of 
Evidence (SOE) (from 
evidence profiles) 

What is the global 
strength/quality of the 
evidence? 
 
*Note: 

- The higher the SOE, the 
more likely a strong 
recommendation is 
warranted. 
-Recommendations are 
typically based on High or 
Moderate grade SOE, but 
may be based on Low grade 
evidence when appropriate 
(e.g., when magnitude of 
harms is low [with SOE 
high/moderate for harms] and 
patient preferences are 
clear). 

 
 
 

 
 

Rate the quality of the evidence grade for each outcome from the evidence profiles: 
 
 
 
 

Outcomes 
Quality of Evidence Grade for Outcomes 

High Moderate Low Insufficient
/ Very Low 

     
PTSD symptom reduction-measured with CAPS-SX 17  X   

PTSD symptom reduction-measured with DTS  X   

Remission  X   

Prevention or reduction of comorbid depression   X  

Quality of life  X   

Disability/functional impairment   X   

     

Outcomes for which no studies were found: loss of diagnosis, prevention/reduction of comorbid anxiety, 
adverse events leading to withdrawals, and other serious adverse events. 

 
 
 

 
 
 

Note- PTSD symptom reduction and serious harms (adverse events) were deemed critical outcomes by the panel. All other 
outcomes were deemed important.  
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Assign global strength of evidence grade across outcomes (from evidence profiles only): 
 
 

 
Global SOE Grade: 
☐ High  
☐ Moderate  
☐ Low  
X  Insufficient/ Very Low  

 
 
Notes/Comments: 
 
 
Because harms are not reported and that is a critical outcome, the SOE is rated as insufficient/ very low. 
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II) Balance of 
Benefits and 
Harms/Burdens 
What is the balance 
between benefits 
and harms/burdens? 

*Note- The larger 
the difference 
between benefits 
and harms, the more 
likely a strong 
recommendation is 
warranted. The 
smaller the 
difference (the more 
balanced) the more 
likely a conditional 
recommendation is 
warranted. 

First, list quantitative information on benefits from evidence profiles: 
[Treatment 1: Venlafaxine ER; Treatment 2: Sertraline (control)] 

 

Quality assessment No of patients Effect 
Quality 

 
No of 

studies  Venlafaxine 
ER Sertraline Relative 

(95% CI) Absolute 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: CAPS-SX 17; Better indicated by lower values) 

1 See footnote #1 179 173 - -41.5 vs. -39.4 
p=0.49 

⊕⊕⊕Ο 
MODERATE 

PTSD Symptom Reduction (follow-up 12 weeks; measured with: DTS; Better indicated by lower values) 

1 See footnote #1 179 173 - -42.9 vs. -38.9, 
p=0.25 

⊕⊕⊕Ο 
MODERATE 

Remission (follow-up 12 weeks; assessed with: no longer having symptoms: SX17 score of <20 at week 12) 

1 See footnote #1 53/179  
(29.6%) 

43/173  
(24.9%) 

- V vs. S vs. P 

~30% vs. ~25% vs. 
~20% 

p<0.05 for V vs. P 

p=NS S vs. P and 
for V vs. S 

⊕⊕⊕Ο 
MODERATE 

Prevention/reduction of comorbid depression (follow-up 12 weeks; measured with: HAM-D; Better indicated by lower values) 

1 See footnote #1 179 173 - -7.09 vs. -6.42 vs. -
5.54 

P values:  

0.38 for V vs. S  

0.04 for V vs. P  

0.24 for S vs. P 

⊕⊕ΟΟ 
LOW 
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Quality of Life (follow-up 12 weeks; measured with: Q-LES-Q; Better indicated by higher values) 

1 See footnote #1 179 173 - 11.5 vs. 11.2 vs. 8.8 

P values:  

V vs. P 0.033;  

S vs. P 0.068;  

V vs. S 0.782 

⊕⊕⊕Ο 
MODERATE 

Disability/functional impairment (follow-up 12 weeks; measured with: SDS; Better indicated by lower values) 

1 See footnote #1 179 173 - -8.5 vs. -8.2 vs. -6.5 

P values:  

V vs. P 0.025;  

S vs. P 0.068;  

V vs. S 0.683 

⊕⊕⊕Ο 
MODERATE 

 
Outcomes for which no studies were found: loss of diagnosis, prevention/reduction of comorbid anxiety, adverse events leading to 
withdrawals, and other serious adverse events. 
 
Footnote #1- Data are from 1 multicenter trial comparing venlafaxine ER, sertraline, and placebo. Although this is a single trial, it was 
a large multicenter trial including 59 outpatient centers in the US. We [RTI] considered this in our SOE grade. 
 
Abbreviations: P= placebo; S = sertraline; V = venlafaxine ER. 
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Next, list and rate each benefit from the evidence profile information: 
 [ [Treatment 1: Venlafaxine ER; Treatment 2: Sertraline (control)] 

 
Outcomes: Large/Mediu

m benefit of 
Treatment 1 
relative to 
Treatment 2 

Small 
benefit of 
Treatment 
1 relative to 
Treatment 
2 

No 
difference 
in effect 

Small 
harm/ 
burden of 
Treatment 
1 relative 
to 
Treatment 
2 

Medium/Larg
e harm/ 
burden of 
Treatment 1 
relative to 
Treatment 2 

Unable to rate 

1. PTSD symptom 
reduction- measured 
with CAPS-SX 17 

 

  X    

2. PTSD symptom 
reduction-measured 
with DTS 

  X    

3. Remission   X     

4. Prevention or reduction 
of comorbid depression 

 

  X     

5. Quality of life 

 

  X     

6. Disability/functional 
impairment 

  X     
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Second, list quantitative information from evidence profiles about harms of Treatment 1 relative to Treatment 2: 
 
No studies found on adverse events leading to withdrawals or other serious adverse events.  
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Note any other information on harms from published studies: 
 
References for harms/burdens published studies: 
 

• Studies included in the RTI-UNC systematic review (n =1; Davidson, Rothbaum et al (2006)).  

• Studies excluded in the RTI-UNC systematic review (n =1; Smajkic et al (2001)).  

• Additional articles not included in the systematic review (i.e., not RCTs or RCTs later than 2013; n =0).  

 
Studies included in the RTI-UNC systematic review (1 trial/1 article): 

• Dropout: 181 of 531 (34%) dropped out (11% due to AE; n = 58); No difference between the 3 groups (i.e., venlafaxine, 
sertraline or placebo). 

• Dropout due to AEs: 17 of 179 (9.5%) venlafaxine; 22 of 173 (12.7%) sertraline; 19 of 179 (10.6%) placebo. 

• Treatment emergent AEs included: headaches, nausea, diarrhea, dry mouth, somnolence, fatigue, dizziness, insomnia, 
constipation, appetite decrease. 

• Sertraline group 2x more likely to experience diarrhea compared to venlafaxine  

• One patient in venlafaxine died secondary to acute coronary insufficiency believed to be unrelated to study medication. 

• Cholesterol increases noted in venlafaxine and sertraline groups (decrease in placebo). 

• Increases in pulse rate and blood pressure in venlafaxine group. 

• “generally well tolerated” – safety profile was consistent with other studies 

 
Studies excluded in the RTI-UNC systematic review: (Open trial of sertraline v. venlafaxine excluded due to “wrong study design”) 

• Dropout rate not given. 

• Venlafaxine had “high rate” of side effects. 

 
 
Note any other information on burdens from published studies: 
 
Burdens from published studies are combined together with adverse events above for pharmacological treatments.  
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Note any additional information on harms: 
 
Potential harms based on clinician and community member input: 
 
Venlafaxine: 

 
• Class C for pregnancy exposure, possible fetal harms, do not know enough to know for sure. 

• Dizzy and off-balance if miss dose or discontinue. 

• Some very negative responses to Venlafaxine (due to side effect profile) from clients and can be difficult to come off it. 

• With extended release, side effects would last a few hours longer.  

 
 
Sertraline: 
 
Increase in suicidal ideation but not suicide among adolescents and young adults.  
Meta-analyses have suggested an increased risk of suicidal thoughts in children and young adults (18-24) with depression treated 
with SSRI antidepressants, though there has been significant controversy about this finding.  It is unclear whether those findings apply 
to persons with PTSD, though we believe it is clinically prudent to assume, in the absence of data demonstrating otherwise, that these 
findings are likely to apply to persons with PTSD, especially if depressive symptoms are present.  

 [FDA, 2007 warning: http://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm096273.htm ]  

sexual inhibition/dysfunction  

http://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm096273.htm
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potential weight gain 
side effects and availability 

No feedback from community member peers.  
 
 
 
Note any additional information on burdens: 
 
 
Potential burdens associated with trauma focused therapy based on clinician and community member input: 
 
Efforts to attend appointments and cost 
 
and availability  of the drug.  
 
 
 
 
Next, list and rate each harm/burden: 
 [Treatment 1: Venlafaxine ER; Treatment 2: Sertraline (control)] 

 
Outcomes: Large/Mediu

m benefit of 
Treatment 1 
relative to 
Treatment 2 

Small 
benefit of 
Treatment 
1 relative to 
Treatment 
2 

No 
difference 
in effect 

Small 
harm/ 
burden of 
Treatment 
1 relative 
to 
Treatment 
2 

Medium/Larg
e harm/ 
burden of 
Treatment 1 
relative to 
Treatment 2 

Unable to rate 

7. Adverse events 
leading to withdrawals 

  X    

8. Other serious 
adverse events 

     X 

9. Other adverse events   X    
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10. Burdens 

 

     X 

 

Assign an overall global rating across outcomes: 
 
☐ Balance of benefits to harms/burdens clearly favors Treatment 1 over Treatment  2 
☐ Balance of benefits to harms/burdens slightly favors Treatment 1 over Treatment  2 
X Balance of benefits to harms/burdens is the same for Treatment 1 as Treatment  2 
☐ Balance of benefits to harms/burdens slightly favors Treatment 2 over Treatment  1 
☐ Balance of benefits to harms/burdens clearly favors Treatment 2 over Treatment  1 

 

Notes/Comments: 
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III) Patient Values and Preferences 

What are the typical patient values and 
preferences regarding Treatment 1, 
Treatment 2, and the choice between 
them? 

How variable are these? 

How certain is the panel about these? 

*Note-The greater variability in patient values 
and preferences, or greater uncertainty (for any 
reason), the more likely a conditional 
recommendation is warranted. 

Patient values and preferences based on: 
 
Information from research studies: 

No information.  

Information from community members on panel: 

None. 

Information from clinicians on panel: 
Some very negative responses to Venlafaxine (due to side effect profile) from clients and can be difficult to 
come off it.  

Sertraline gives you more dosing flexibility than other meds which means that it’s advantageous in finding a 
tolerable dose.  

No difference within med categories. 

Preferences might depend on prior experiences with medication and developmental differences (i.e., pregnancy status) 

Information from other sources (also list sources): 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
604 

 

   

 Next rate the variability of and your certainty about patient values and preferences:   
 
 

 

 

 

 

 

 
 

 
 
Next combine across ratings into an overall rating on the following scale: 
 

☐ Similar values and little uncertainty  

☐ Some variation or some uncertainty  

X Large variation or significant uncertainty  

 

Write synthesized summary statement incorporating the ratings of variability and certainty  with 
qualitative descriptions of patient values and preferences: 
 

Unknown variability and low certainty based on clinical input.  

 

 

 

 

 

 

 

 

 

 

 Variability in Patient 
 Values & Preferences  Certainty in Patient  

Values & Preferences 
 High  High 
 Moderate  Moderate 
 Low X Low 
 
X Unknown  Unknown 
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IV) Applicability of Evidence 
How relevant/generalizable is the 
evidence to the clinical target 
populations? 
 
 
 
 
  

 
Consider which factors are most likely to affect applicability and make judgments of applicability 
based on those factors.  Use this PICOTS framework to record limitations of evidence pertaining to 
applicability that may affect strength of recommendation grade assigned.  

 

Notes/Comments: 
The RTI-UNC Systematic Review showed no evidence of treatment heterogeneity by population 
characteristics or trauma types. Accordingly the panel concluded that there were no concerns about 
applicability of venlafaxine ER or sertraline. 

 
p. 106  RTI-UNC Systematic Review 
 
Characteristics of Study: 

Study Arm Dose mg/day (N) 
Duration 
(Weeks) 

Population 
Trauma Type 

Baseline 
PTSD 
Severitya 

Mean 
Age (Y) % F  

% Non-
white 

Risk of 
Bias 

Davidson 
et al., 
2006133 

Total (538)b Venlafaxine 
(37.5 to 375) (179) 
Sertraline (25 to 200) 
(173) 
Placebo (179) 

12 Male and 
female 
Mixed  

~82 NR NR NR Medium 

 

 PICOTS Framework for applicability limitation/concerns  

Parameter Potential Applicability Issues 
Patients / Populations Venlafaxine not appropriate for women that are pregnant. Relative contraindication for  

use of venlafaxine for those patients with hypertension. Take into account GI problems  
for patients being considered for sertraline.  

Interventions 

 
Comparators 

 
Outcomes 

 
Timing or Time frame 

 
Settings 
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 Treatment Decision 
 
  Based on the net benefit and other 
factors, what is the treatment decision? 
 
  What strength grade is assigned to the 
recommendation? 
 
Note: Panels should aim to avoid making 
no recommendation. If no 
recommendation is made, as much 
reliable information as possible about 
treatment choice should be provided.   

 
Based on the above factors, select the recommendation decision. Wording examples are 
provided.  
 

 

× Recommendation Statement Wording Options  
by Strength/Grade 

 Strong recommendation for use of treatment 1 rather than treatment 2 when both treatment 1 
and treatment 2 are being considered. 
 
We recommend treatment 1 rather than treatment 2 when both treatment 1 and treatment 2 are 
being considered: 
     “We recommend…” 
     “Clinicians should…” 
     “Do…” 

 Conditional recommendation for use of treatment 1 rather than treatment 2 when both 
treatment 1 and treatment 2 are being considered. 
 
We suggest using treatment 1 rather than treatment 2 when both treatment 1 and treatment 2 
are being considered: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Conditional recommendation for use of treatment 2 rather than treatment 1 when both 
treatment 2 and treatment 1 are being considered.  
 

We suggest using treatment 2 rather than treatment 1 when both treatment 2 and treatment 1 
are being considered: 
     “We suggest…” 
     “Clinician’s might…” 
     “We conditionally recommend…” 
     “We make a qualified recommendation that…” 

 Strong recommendation for use of treatment 2 rather than treatment 1 when both treatment 2 and 
treatment 1 are being considered. 
 
We recommend using treatment 2 rather than treatment 1 when both treatment 2 and treatment 
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1 are being considered: 
     “We recommend…” 
     “Clinicians should not…” 
     “Don’t…” 

X Recommendation for Either Treatment. 
 

We recommend using either treatment 1 or treatment 2 when both are being considered. 

Note- Address whether there is no difference because they are efficacious to the same degree or 
because they are both not efficacious. 

 No Recommendation. 
 

“The panel concludes that the evidence is insufficient to recommend for one treatment rather than the 
other treatment and that the evidence is also insufficient to state that there is no difference between 
the treatments in regards to benefits, harms, strength of evidence, patient values and preferences, 
and applicability…” 
 

 

 

Recommendation #_______ 

 Recommendation written out as an action statement: 
 
Among adult patients with PTSD, the panel recommends clinicians offering either venlafaxine ER or sertraline when both are being 
considered. 
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Provide a concise summary of the reasoning behind the above recommendation, including relative value attributed to the strength of evidence, patient 
values/preferences, and applicability of the research evidence: 
 
• There is moderate evidence that the critical outcome of PTSD symptom reduction is the same in venlafaxine ER and sertraline. 

• There is low to moderate evidence that four additional outcomes (remission, prevention/reduction of comorbid depression, quality of life, 
disability/functional impairment) were the same in venlafaxine ER and sertraline.1 

• There was insufficient/very low strength of evidence for the critical outcome of serious harms for both treatments. The panel found no other 
interpretable evidence of serious harms.  

• Balance of benefits to harms/burdens is the same for Venlafaxine ER as Sertraline. 

• Patient values and preferences were considered but owing to low certainty did not substantially factor into the recommendation.  

• There is no evidence that raises concern about applicability. 

 
 
 
 
 
 
 
 
 
 
 
   

                                                 
1 In the summary rationale statements for treatment recommendations in these tables, the panel used the SOE ratings that had been assigned by the systematic review to describe individual 
outcomes.  When more than one outcome is described in the same sentence in these rationale statements, the panel used a range of strengths of evidence when the strengths for different 
outcomes were different.  For Venlafaxine ER vs sertraline, the SOE for prevention/reduction of comorbid depression was low and SOE for PTSD remission, quality of life and 
disability/functional impairment was moderate.  Accordingly, in the rationale statement, the panel states that for those outcomes, “There is low to moderate evidence.” 
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Voting Grid (If needed) 
 
 
If a consensus is not reached through informal discussion and debate, the panel members can use the grid 
below to record their individual views (or votes) about the recommendation. When using the voting grid below to 
vote, please consider the strength of the evidence, balance of benefits to harms/burdens, patient values and 
preferences, and applicability of the evidence. Please remember the following points: 

 

 The higher the strength of evidence (SOE), the more likely a strong recommendation is warranted. 

(Recommendations are typically based on High or Moderate grade SOE, but may be based on Low grade evidence when 
appropriate (e.g., when magnitude of harms is low [with SOE high/moderate for harms] and patient preferences are clear.) 

 
 The larger the difference between benefits and harms, the more likely a strong recommendation is warranted. The smaller 

the difference (the more balanced) the more likely a conditional recommendation is warranted. 

 
 The greater variability in patient values and preference, or greater uncertainty (for any reason) the more likely a conditional 

recommendation is warranted. 

 
 Consider any applicability issues based on PICOTS and whether any differences would be large enough to make a 

difference in outcomes likely. 
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Considering all the above factors, for each proposition below, please mark with an “X” the cell that best corresponds to your 
assessment of the available evidence, in terms of advantages versus disadvantages. 
 

Balance between 
desirable and 
undesirable 

consequences of 
Treatment 1 

Desirable clearly 
outweigh 

Undesirable 

Desirable probably 
outweigh undesirable 

Trade-offs equally 
balanced or 

uncertain 

Undesirable probably 
outweigh desirable 

Undesirable clearly 
outweigh desirable 

Recommendation 
Strength and 

Direction 

Strong  
for using 

Conditional  
for using 

No 
Recommendation 

Conditional  
against using 

Strong 
 against using 

Use of (as opposed 
to no 

use of): 
[List intervention and 
populations for vote 
below. For example: 

“Use of intervention A 
in population A.” 
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Appendix E 
 

Definition of Key Terms 
 

Advisory Steering Committee for Clinical Practice Guidelines (ASC). The Advisory Steering Committee is a group of distinguished 
psychologists appointed by the APA Board of Directors (BOD) to oversee APA’s CPG development process. The ASC selects which 
nominated topics will be considered for guidelines and assembles the panels who write the guidelines, but they are not directly 
involved in conducting SRs, nor in writing CPGs. In addition, while the ASC reports to the BOD and was initially constituted by a 
subcommittee representing the Board of Professional Affairs (BPA), the Board of Scientific Affairs (BSA), and the Committee for the 
Advancement of Professional Practice (CAPP), the ASC operates autonomously from APA governance to prevent real or perceived 
COIs. 

Agency for Healthcare Research and Quality (AHRQ). One of 12 agencies within the Department of Health and Human Services, 
AHRQ supports research that helps people make more informed decisions and improves the quality of health care services. AHRQ’s 
mission is to improve the quality, safety, efficiency, and effectiveness of health care for all Americans, with the following focus areas: 
comparing the effectiveness of treatments; quality improvement and patient safety; health information technology; prevention and care 
management; and health care value. AHRQ develops systematic reviews on topics of greatest public health impact. Topic nomination 
is an open process through AHRQ’s Effective Healthcare Program; APA plans to use this mechanism to support SRs for CPG 
development. 

Applicability. Consistent with the aim of comparative effectiveness research, that is, to help consumers, clinicians, purchasers, and 
policy makers to make informed decisions that will improve health care at both the individual and population levels. Applicability is 
analogous to as external validity or generalizability (IOM, 2011a). 

Benefit. A positive or valued outcome of an action or event (IOM, 2011a). 

Bias. A systematic deviation or process that favors one outcome over others (Gluud, 2006). Bias may lead to under- or over-estimation 
of treatment effects. It is impractical and most likely impossible to quantify every potential source of bias that may influence an 
individual study (Chavalarias & Ioannidis, 2010); however, a number of specific methodological flaws or limitations in research 
design, implementation, analysis, and evaluation often produce biased outcomes. 

Comparative effectiveness research (CER). The generation and synthesis of evidence that compares the benefits and harms of 
alternative methods to prevent, diagnose, treat, and monitor a clinical condition or to improve the delivery of care. The purpose of 
CER is to help consumers, clinicians, purchasers, and policy makers to make informed decisions that will improve health care at both 
the individual and population levels. Also referred to as clinical effectiveness research (IOM. 2011a). 

Confidence interval (CI). A confidence interval is a range around an estimate that conveys how precise the estimate is; for example 
an estimate of the risk of an event occurring or an estimate such as a risk ratio that compares the risk with and without an 
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intervention. The confidence interval is a guide to how sure we can be about the quantity we are interested in. The narrower the 
range between the two numbers, the more confident we can be about what the true value is; the wider the range, the less sure we 
can be. The width of the confidence interval reflects the extent to which chance may be responsible for the observed estimate (with a 
wider interval reflecting more chance). 95% Confidence Interval (CI) means that we can be 95 percent confident that the true size of 
effect is between the lower and upper confidence limit. Conversely, there is a 5 percent chance that the true effect is outside of this 
range (DECIDE, 2012). 

Delphi (Delphi method). Is a structured method in which a panel of experts answers questionnaires iteratively over a few rounds. 
Anonymous summaries of responses are provided after each round to allow participants to revise responses and converge on 
answers.  

Effectiveness.  The impact of an intervention compared to active treatment.   

Efficacy.  The impact of an intervention compared to an inactive control. 

Estimate of effect. The observed relationship between an intervention and an outcome expressed as, for example, a number needed to 
treat to benefit, odds ratio, risk difference, risk ratio, standardized mean difference, or weighted mean difference. 

Evidence. Information on which a decision or guidance is based. Evidence is obtained from a range of sources, including randomized 
controlled trials, observational studies, and expert opinion of clinical professionals or patients (IOM, 2011b). 

GRADE (GRADE collaboration and Framework). The Grading of Recommendations Assessment, Development and Evaluation 
(GRADE) Consortium Working Group, which began in the year 2000, is an international collaboration of scholars with an interest in 
addressing the shortcomings of present grading systems for CPGs in health care. The working group has developed a sensible and 
transparent framework for grading strength of evidence and strength of recommendations, typically referred to as “GRADE” (or the 
GRADE system). Many international organizations provided input into the development of the approach and have started using it (for 
further information, see http://www.gradeworkinggroup.org/). 

Guideline Development Panel (GDP). A multidisciplinary Guideline Development Panel is assembled for the purpose of developing a 
specific CPG. GDPs are tasked with generating treatment recommendations from systematic reviews, and drafting the content of the 
CPGs. These activities take place independently from APA governance/staff, the ASC, and Systematic Review Teams, who play no 
part in developing the CPG recommendations. There is some interaction between the SRT and GDP to ensure that the systematic 
review will meet the needs of the CPG developers; yet, the nature of the interaction is transparent and circumscribed to maintain the 
objectivity and validity of both the systematic review and the CPG. 

Harm. A hurtful or adverse outcome of an action or event, or with regard to CPGs, a treatment or health care decision/recommendation, 
whether temporary or permanent (IOM, 2011b). 

http://www.gradeworkinggroup.org/
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Institute of Medicine (IOM). A private, nonprofit institution that provides objective, timely, authoritative information and advice 
concerning health and science policy to the government, the corporate sector, the professions, and the public under a congressional 
charter. 

Meta-analysis. The use of quantitative statistical methods in a systematic review to integrate the results of included studies. 

Outcome.  A change resulting from an intervention. In evaluations, a potential consequence of an intervention that is measured after the 
intervention has been implemented, that is used to assess the potential beneficial and harmful effects of the intervention. Critical 
outcomes are the outcomes of greatest importance for answering key questions in systematic reviews (Boyd et al., 2012). 

Patient-centeredness. Respect for and responsiveness to individual patient preferences, needs, and values; helps ensure that patient 
values and circumstances guide clinical decisions (IOM. 2011a). 

PICOTS (questions). Systematic reviews seek to answer clearly formulated key questions that will simplify decision-making about real 
world practices, and thereby inform CPG recommendations. These key questions are developed using the PICOTS framework, an 
acronym denoting components that should be specified in each key question: Patient populations (P), Interventions (I), Comparison 
conditions (C), Outcomes (O), Timing or timeframe (T), and Settings (S). For this reason, the key questions in systematic reviews are 
frequently referred to as PICOTS (or PICOTS questions). Timing and Settings are newer additions to the framework; hence, key 
questions may also be called PICOS (or PICO questions) by some investigators.  

Publication bias. A bias caused by only a subset of all the relevant data being available. The publication of research can depend on the 
nature and direction of the study results.  Studies in which an intervention is not found to be effective are sometimes not published. 
Because of this, systematic reviews that fail to include unpublished studies may overestimate the true effect of an intervention. In 
addition, a published report might present a biased set of results (e.g. only outcomes or sub-groups where a statistically significant 
difference was found). 

Quality of evidence. The extent to which one can be confident that the estimates of an intervention's effectiveness are adequate to 
support a particular decision or recommendation (IOM, 2011b; Schünneman et al., 2011).  AHRQ uses “strength of evidence” (SOE) to 
refer to the same basic concept. 

Randomized controlled trial (RCT). An experiment in which two or more interventions, often including a control intervention or no 
intervention, are compared by randomly allocating participants to the interventions. The term ‘trial’ is sometimes used to refer to 
randomized controlled trials (RCTs); however, the term may also be used to refer to quasi-randomized trials (which do not randomly 
assign participants to groups). 

  Relative Effects. A quantitative measure for evaluating harms and benefits of treatment, expressed as the ratio of two indicators of the 
frequency of the outcome.  A risk ratio (RR) is the ratio between the risk (incidence) of the outcome event in the intervention group and 
the risk in the control group. For example, if the risk of the outcome event in the intervention group is 5% (5 per 100) and the risk in the 
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control group is 20% (10 per 100), the RR is .05 / .20 = .25. If the RR is less than 1, the risk of the outcome event in the intervention 
group is less than the control group.  If the RR is equal to 1, the risk in the two groups is equal.  If the RR is greater than 1, the 
intervention increases the risk of the outcome compared to the control group. An odds ratio (OR) is also a measure of relative effects, 
in this case, the odds (not risk) in the intervention group compared to the odds (not risk) in the control group.  An odds is a 
mathematical formula for the probability of an event happening divided by the probability of that event not happening or, 
mathematically: odds = p / (1-p).  Thus, if the risk in the intervention group is 5% (i.e., .05), then the odds in the intervention group is 
.05 / .95 = .05 (with rounding).  If the risk in the control group is .20, then the odds in the control group is .20 / .80 = .25.  The odds ratio 
is then .05 / .25 = .20.  Odds ratios can be interpreted similarly to risk ratios.  However, when the risk of the outcome event is high, the 
odds ratio will be different from the risk ratio.   

 
Risk of bias. The extent to which flaws in the design and execution of a collection of studies could bias the estimate of effect for each 

outcome under study (IOM, 2011b). 
 
Strength of Evidence. The extent to which one can be confident that the estimates of an intervention's effectiveness are adequate to 

support a particular decision or recommendation (IOM, 2011b; Schünneman et al., 2011).  GRADE uses “quality of evidence” to refer 
to the same basic concept. 

 
Strength of Recommendation. The strength of a recommendation reflects the extent to which one can be confident that the desirable 

outcomes of a treatment alternative outweigh the undesirable outcomes, across the range of patients to whom the recommendations 
apply (IOM, 2011b; Schünneman et al., 2011). 

 
Study Quality. For an individual study, study quality refers to all aspects of a study’s design and execution and the extent to which bias 

is avoided or minimized. A related concept is internal validity; that is, the degree to which the results of a study are likely to be true and 
free of bias (IOM, 2011b). 

 
   Systematic Review (SR). A rigorous approach to synthesizing data from research studies on the benefits, harms and effectiveness of 

alternative treatment options that pertain to a particular clinical population (IOM, 2011b). Systematic reviews use pre-specified criteria 
for screening, selecting, appraising, grading, and synthesizing outcomes, from a body of research studies, to answer specific clinical 
questions in areas of uncertainty. SRs seek to minimize bias by using explicit, standardized procedures (Green et al., 2008). The use 
of standardized criteria enhances the reliability of the findings and confidence in the conclusions about the relative advantages of 
alternate treatment approaches (IOM, 2011a). 

 
Transparency. Methods are explicitly defined, consistently applied, and available for public review so that observers can readily link 

judgments, decisions, or actions to the data on which they are based. Allows users to assess the strengths and weaknesses of the 
systematic review or CPG (IOM, 2011a). 
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Trauma-Informed Care. A philosophy underlying treatment that recognizes the role of psychological trauma in developmental, mental 
health, medical/physical, and social consequences in a significant proportion of the general population and consequently in those who 
seek treatment. Practitioners attend to the role of trauma in the etiology of their patients’ difficulties in their assessment, understanding, 
and treatment. 

Trauma-Focused Treatment: Treatment approaches that directly focus on the details of trauma event(s)/experience(s) in order to 
assist the patient to process the cognitions, emotions, somatic reactions, and/or memories associated with the trauma. The theory is 
that once these are processed sufficiently to arrive at a point of resolution, completion, or a change of perspective, trauma symptoms 
should decline or remit. 

 
Treatment Recommendation. In the context of CPGs, treatment recommendations are statements that propose a course of action with 

respect to a specific health care service, test, therapy, or procedure. Well-constructed recommendations specify what should be 
offered or provided to patients, as well as under what specific conditions the recommendation applies (Rosenfeld & Shiffman, 2009; 
Shiffman, 2009). In addition, the IOM (2011b) specifies that CPG recommendations should include alternative treatment options.  
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Appendix F. Additional Tables and Figure for Updated Evidence (2012-2016) 

 
Table 7. Inclusion and Exclusion Criteria for the search update conducted by the APA PTSD GDP 
 
Category Inclusion Exclusion 
Population Adults with PTSD based on “Diagnostic and Statistical Manual 

of Mental Disorders” criteria 
• Children 
• People at risk of developing 
PTSD (exposed to trauma but 
without PTSD) 
• People with subthreshold PTSD 
 

Interventions 
 

Psychological interventions including: 
• Brief eclectic psychotherapy 
• Cognitive-behavioral therapy, such as cognitive 
restructuring, cognitive processing therapy, 
exposure-based therapies, and coping skills therapy 
(may include components such as stress inoculation 
training, assertiveness training, biofeedback 
[including brainwave neurofeedback], or relaxation 
training) 
• Eye movement desensitization and reprocessing therapy 
• Hypnosis or hypnotherapy 
• Interpersonal psychotherapy 
• Psychodynamic therapy 
Pharmacological interventions including: 
• Selective serotonin reuptake inhibitors (SSRIs: 
citalopram, escitalopram, fluoxetine, fluvoxamine, 
paroxetine, and sertraline) 
• Serotonin and norepinephrine reuptake inhibitors 
(SNRIs: desvenlafaxine, venlafaxine, and duloxetine) 
• Other second-generation antidepressants 
(bupropion, mirtazapine, nefazodone, and trazodone) 
• Tricyclic antidepressants (imipramine, amitriptyline, 
and desipramine) 
• Alpha blockers (prazosin) 
• Atypical antipsychotics (olanzapine and risperidone) 
• Benzodiazepines (alprazolam, diazepam, lorazepam, 
and clonazepam) 
• Anticonvulsants/mood stabilizers (topiramate, 

• Complementary and alternative 
medicine approaches 
• Psychological or 
pharmacological interventions 
not listed as included 
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tiagabine, lamotrigine, carbamazepine, and 
divalproex) 
 

 
 
 

Category Inclusion Exclusion 
Comparators • Psychological interventions listed above 

compared with one another or with waitlist 
assignment, usual care (as defined by the study), no 
intervention, or sham 
• Pharmacological interventions listed above 
compared with one another or to placebo 
• Psychological interventions listed above 
compared with pharmacologic interventions listed 
above 
• Combinations of psychological and 
pharmacological interventions compared with either 
one alone (placebo, waitlist assignment, usual care, 
no intervention, or sham may be used in conjunction 
with the monotherapy arm) 
 

 

Outcomes PTSD symptom reduction, both assessor-rated and 
self-reported: as measured by the Clinician- 
Administered PTSD Scale (CAPS), and previous 
versions of the CAPS, such as the Clinician- 
Administered PTSD Scale Part 2 (CAPS-2); the 
Impact of Event Scale (IES); the Impact of Event 
Scale–Revised (IES-R); the Modified PTSD 
Symptom Scale (MPSS-SR); the self-rated PTSD 
symptoms Checklist (PCL); the PTSD Symptom 
Scale–Interview (PSS-I); the PTSD Symptom Scale– 
Self-report Version (PSS-SR); or the Structured 
Interview for PTSD (SI-PTSD) 
 

 

Publication 
language 

English All other languages 

Time period May 26, 2012 to June 1, 2016  

Settings  • Outpatient and inpatient primary care or specialty 
mental health care settings 
• Community settings (e.g., churches, community health 
centers, rape crisis centers) 
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• Military settings 
 

Category Inclusion Exclusion 
Geography No limits  

Study duration At least 4 weeks from the time of group assignment  

Admissible 
evidence 

Original research 
Randomized controlled trials 

Observational studies 
Case series 
Systematic reviews 
Editorials 
Review articles 
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Table 8. Updated evidence (2012-2016) pertaining to Recommendation: Efficacy of CBT 
Reference Interventio

n 
N, 

Interve
ntion 

Comparator N, 
Compar

ator 

Total 
sample 

size new 
studies, 
PTSD 

symptom 
reduction 

Sample size, 
PTSD 

symptom 
reduction, 

from 
systematic 

review 

Cohen's 
d 

reporte
d in 

article 

Cohen's 
d 

calculate
d 

SMD from 
systematic 

review  
(95% CI) 

         1.36  
(0.85-1.87) 

Buhmann et 
al., 2016 

CBT 70 Inactive 
control 

68   NR -0.17  

Engel et al., 
2014 

CBT 43 active control 
("optimized 

primary 
care") 

37   0.23   

Ivarsson et 
al., 2014 

Internet 
CBT 

31 Inactive 
control 

31   1.25   

Knaevelsrud 
et al., 2015 

CBT 79 Inactive 
control 

80   0.92   

Dunne et al., 
2012 

CBT 13 Inactive 
control 

13   NR 0.99  

TOTAL  236  229 465 1,301    
Note: N, intervention = Sample size for intervention group.  N, comparator = Sample size for comparator group. Cohen’s d is the 
effect size.  SMD = Standardized mean difference. Positive numbers for Cohen’s d or SMDs indicate that PTSD symptom reduction 
was greater in the CBT group than the control group and negative numbers indicate PTSD symptom reduction was greater in controls 
than in those in the CBT group.  

Conclusion: The panel concluded that the strong recommendation for CBT, compared to no intervention, would be unlikely to 
change as a result of the new trials. The effect size from the systematic review was large (1.36). Three of the effect size estimates 
from the new studies were medium to large.  One was small (favoring CBT) though the comparator was an active control, rather 
than inactive control, which could explain the smaller effect size.  One was small favoring inactive control (-0.17), though the 
confidence interval for that estimate would include the null value of 0, because, as reported in the article, the difference in means, 
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adjusted for baseline differences was 0.06 (-.09 to 0.21), P=0.46 (Buhmann et al., 2016). In addition, the combined sample size for 
the new trials was approximately 1/3 the total sample size for the trials in the systematic review that evaluated PTSD symptom 
reduction for CBT compared to controls.  Thus, even if a meta-analysis were to be done, a combined effect size from the new trials 
would not be weighted sufficiently to lower the overall estimate substantially.  Since the effect size for PTSD symptom reduction 
is unlikely to change substantially, the strong recommendation in favor of CBT, compared to no intervention, would not be likely 
to change. 
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Table 9. Updated evidence (2012-2016) pertaining to Recommendation: Efficacy of CPT 
Reference Interventi

on 
N, 

Interve
ntion 

Comparator N, 
Compar

ator 

Total 
sample 

size new 
studies, 
PTSD 

symptom 
reductio

n 

Sample size, 
PTSD 

symptom 
reduction, 

from 
systematic 

review 

Cohen's 
d 

reporte
d in 

article 

Cohen's 
d 

calculate
d 

SMD from 
systematic 

review 
 (95% CI)  

         1.40  
(0.85-1.95) 

Resick et al., 
2015 CPT 

(group) 
56 

Active control 
(Present 
centered 
therapy) 

52 
  

0.40 - - 
 

Suris et al., 
2013 

CPT 72 

Active control 
(Present 
centered 
therapy) 

57 
  

0.49 - -  
 

TOTAL  128  109 237 299    
Note: N, intervention = Sample size for intervention group.  N, comparator = Sample size for comparator group. Cohen’s d is the 
effect size.  SMD = Standardized mean difference. Positive numbers for Cohen’s d or SMDs indicate that PTSD symptom reduction 
was greater in the CPT group than the control group and negative numbers indicate PTSD symptom reduction was greater in controls 
than in those in the CPT group.  

Conclusion: The panel concluded that the strong recommendation for CPT, compared to no intervention, would be unlikely to 
change as a result of the new trials. The effect size from the systematic review was large (1.40). The two new trials both had 
medium effect sizes, though in both trials, active controls (Present Centered Therapy) rather than inactive controls were used as 
comparators.  In the systematic review, three of the four studies included for CPT efficacy evaluation used inactive controls (wait 
list) and the effect size for those three trials, combined, was substantially larger than the effect size for the one trial that used active 
controls (usual care).  Thus, the somewhat smaller effect sizes seen in the new trials than in the systematic review may be a 
function of the type of controls used rather than new evidence that the magnitude of the effect of CPT is smaller than originally 
believed.  If a meta-analysis were to be done incorporating the new trials and the trials from the systematic review, the combined 



 
622 

 

   

effect size would still be at least medium size. Since the effect size would still be characterized as medium / large, the strong 
recommendation in favor of CBT, compared to no intervention, would not be likely to change. 
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Table 10. Updated evidence (2012-2016) pertaining to Recommendation: Efficacy of Cognitive Therapy 
Reference Interventi

on 
N, 

Interve
ntion 

Comparator N, 
Compar

ator 

Total 
sample 

size new 
studies, 
PTSD 

symptom 
reductio

n 

Sample size, 
PTSD 

symptom 
reduction, 

from 
systematic 

review 

Cohen's 
d 

reporte
d in 

article 

Cohen's 
d 

calculate
d 

SMD from 
systematic 

review  
(95% CI)  

         
1.22 

 (0.53-1.91) 
Ehlers et al., 

2014 
CT 

(standard) 
31 

Inactive 
control 

30 
  

1.55 - - 
 

Ehlers et al., 
2015 

CT 
(standard) 

31 

Active control 
(Emotion 
focused 

supportive) 

30 
  

0.72 - - 
 

Ehlers et al., 
2016 

CT 
(intensive 7 

day) 
30 

Inactive 
control 

30 
  

1.57 - - 
 

Ehlers et al., 
2017 

CT 
(intensive 7 

day) 
30 

Active control 
(Emotion 
focused 

supportive) 

30 
  

0.75 - - 
 

Wells et al., 
2015 

Exp 11 
Inactive 
control 

10 
  

0.91 - - 
 

TOTAL 
 

61  60 121 221    
Note: N, intervention = Sample size for intervention group.  N, comparator = Sample size for comparator group. Cohen’s d is the effect size.  SMD = 
Standardized mean difference. Positive numbers for Cohen’s d or SMDs indicate that PTSD symptom reduction was greater in the CT group than the control 
group and negative numbers indicate PTSD symptom reduction was greater in controls than in those in the CT group. 

Conclusion: The panel concluded that the strong recommendation for CT, compared to no intervention, would be unlikely to 
change as a result of the new trials. The effect size from the systematic review was large (1.22). All five new trials had large effect 
sizes, though the trials with active controls had somewhat smaller effect sizes than those with inactive controls.  (The same pattern 
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of larger effect sizes for trials with inactive controls was reported by the systematic review).  If a meta-analysis were to be done 
incorporating the new trials and the trials from the systematic review, the combined effect size would still be at least medium size. 
Since the effect size would still be characterized as medium / large, the strong recommendation in favor of CT, compared to no 
intervention, would not be likely to change. 
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Table 11. Updated evidence (2012-2016) pertaining to Recommendation: Efficacy of Exposure 
Reference Intervention N, 

Interventi
on 

Comparator N, 
Comparat

or 

Total 
sample 

size new 
studies, 
PTSD 

symptom 
reduction 

Sample size, 
PTSD symptom 
reduction, from 

systematic 
review 

Cohen's d 
reported 
in article 

Cohen's d 
calculated 

SMD from 
systematic 

review 
(95% CI)  

         

1.27 
(1.00 – 
1.54) 

Foa et al., 
2013 

Exp + pill 
placebo 

40 
Supportive 

counseling + 
pill placebo 

43 
  

0.23 -- 
 

Rauch et al., 
2015 

Exp 18 

Active control 
(Emotion 
focused 

supportive) 

18 
  

NR 0.99 
 

van der Berg  
et al., 2015 

Exp 53 
Inactive 
control 

55 
  

0.78 -- 
 

TOTAL 
 

111  116 227 387    
Note: N, intervention = Sample size for intervention group.  N, comparator = Sample size for comparator group. Cohen’s d is the effect size.  SMD = 
Standardized mean difference. Positive numbers for Cohen’s d or SMDs indicate that PTSD symptom reduction was greater in the Exposure group than the 
control group and negative numbers indicate PTSD symptom reduction was greater in controls than in those in the Exposure group. 
Conclusion: The panel concluded that the strong recommendation for Exposure, compared to no intervention, would be unlikely to 
change as a result of the new trials. The effect size from the systematic review was large (1.27). Two of the new trials had large effect 
sizes and one (Foa et al., 2013) had a small effect size.  The combined sample size from the new trials was almost 2/3 the size of the 
combined sample size from the seven trials on Exposure efficacy included in the systematic review.  If a new meta-analysis were to be 
done incorporating the new trials and the trials from the systematic review, the combined effect size would still be at least medium 
size. Since the effect size would still be characterized as medium / large, the strong recommendation in favor of Exposure, compared 
to no intervention, would not be likely to change. 
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Table 12. Updated evidence (2012-2016) pertaining to Recommendation: Efficacy of EMDR 
Reference Interventi

on 
N, 

Interve
ntion 

Comparator N, 
Compar

ator 

Total 
sample 

size new 
studies, 
PTSD 

symptom 
reductio

n 

Sample size, 
PTSD 

symptom 
reduction, 

from 
systematic 

review 

Cohen's 
d 

reporte
d in 

article 

Cohen's 
d 

calculate
d 

SMD from 
systematic 

review 
(95% CI)  

         

1.08 
(0.33 – 
1.83) 

van der Berg 
et al., 2015 

EMDR 55 
Inactive 
control 

53 
  

0.65 -- 
 

TOTAL 
 

55  53 108 117    
Note: N, intervention = Sample size for intervention group.  N, comparator = Sample size for comparator group. Cohen’s d is the 
effect size.  SMD = Standardized mean difference. Positive numbers for Cohen’s d or SMDs indicate that PTSD symptom reduction 
was greater in the CPT group than the control group and negative numbers indicate PTSD symptom reduction was greater in controls 
than in those in the CPT group. 
Conclusion: The panel concluded that there is insufficient evidence to determine whether the weak recommendation for EMDR 
efficacy would be likely to change (to a strong recommendation) as a result of the new trials. The effect size for EMDR from the 
systematic review was large.  In its original deliberations, the panel gave EMDR a weak recommendation rather than a strong 
recommendation, despite the large effect size for PTSD symptom reduction, because the strength of evidence (SOE) from the 
systematic review for PSTSD symptom reduction was rated as low.  (The low SOE was due to imprecision (i.e., a confidence interval 
that was wide enough to permit clinically distinct conclusions) and inconsistency (i.e., large differences in the effect sizes from the 
included RCTs).  The new trial identified in the search update process had a medium effect size and a sample size nearly equivalent to 
the sample size from all of the trials, together, included in the systematic review for EMDR.  If a new meta-analysis were to be done, 
including the one new trial, the effect size would still be in the medium to large.  However, as a result of essentially doubling the 
sample size (from 117 in the older trials to 225 in a meta-analysis including the older and the new trials), the confidence interval 
would be narrower and it is possible that the SOE might be upgraded from low to medium as a result.  Therefore, the panel concluded 
that there is insufficient evidence to determine whether the weak recommendation for EMDR would be likely to change (to a strong 
recommendation) as a result of the new trials.  
 



 
627 

 

   

Table 13. Updated evidence (2012-2016) pertaining to Recommendation: Efficacy of NET 
Reference Interventi

on 
N, 

Interve
ntion 

Comparator N, 
Compar

ator 

Total 
sample 

size new 
studies, 
PTSD 

symptom 
reductio

n 

Sample size, 
PTSD 

symptom 
reduction, 

from 
systematic 

review 

Cohen's 
d 

reporte
d in 

article 

Cohen's 
d 

calculate
d 

SMD from 
systematic 

review  
(95% CI) 

         

1.25 
(0.58 – 
1.92) 

Alghamdi et 
al., 2015 

NET 17 
Inactive 
control 

17 
  

2.05 - - 
 

Morath et al., 
2014 

NET 19 
Inactive 
control 

19 
  

1.14 - - 
 

Zang et al., 
2014 

NET 10 
Inactive 
control 

10 
  

4.01 - - 
 

Zang et al., 
2015 

NET-
revised 

10 
Inactive 
control 

10 
  

4.31 - - 
 

Zang et al., 
2015 

NET 11 
Inactive 
control 

11 
  

1.46 
Avoid, 
1.58 

Intrusio
n, 1.99 
Arousal 

- - 
 

Stenmark et 
al., 2013 

NET 51 
Active control 

(TAU) 
30   0.77   

TOTAL 
 

108  87 195 226    
Note: N, intervention = Sample size for intervention group.  N, comparator = Sample size for comparator group. Cohen’s d is the effect size.  SMD = 
Standardized mean difference. Positive numbers for Cohen’s d or SMDs indicate that PTSD symptom reduction was greater in the NET group than the control 
group and negative numbers indicate that it was greater in controls than in those in the NET group. 
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Conclusion: The panel concluded that there was insufficient evidence to determine whether the weak recommendation for NET 
efficacy would be likely to change as a result of the new trials. The effect size for NET from the systematic review was large (1.25).  
In its original deliberations, the panel gave NET a weak recommendation rather than a strong recommendation, despite the large effect 
size for PTSD symptom reduction, because the strength of evidence (SOE) from the systematic review for important benefit outcomes 
that were evaluated was low or very low. (All of the other interventions for which the panel made strong recommendations had at least 
moderate SOE for at least some important outcomes).  The new trials identified in the search update process all had large effect sizes 
and, in toto, a sample size nearly equivalent to the sample size from all of the trials, together, included in the systematic review for 
NET. If a new meta-analysis were to be done, including the new NET efficacy trials, the effect size would still be large.  If the new 
trials included additional important outcomes (see Table 3, Outcomes Considered by the Panel), permitting the SOE for important 
outcomes to be rated at least moderate, the strength of the panel’s recommendation might change to strong.  Because it is beyond the 
scope of the panel’s work to do formal assessment of SOE based on data in the new trials, the panel concluded that there is insufficient 
evidence to determine whether the weak recommendation for EMDR would be likely to change as a result of the new trials. 
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Table 14. Updated evidence (2012-2016) pertaining to Recommendation: Efficacy of Topiramate 
Reference Interventi

on 
N, 

Interve
ntion 

Comparator N, 
Compar

ator 

Total 
sample 

size new 
studies, 
PTSD 

symptom 
reductio

n 

Sample size, 
PTSD 

symptom 
reduction, 

from 
systematic 

review 

Cohen's 
d 

reporte
d in 

article 

Cohen's 
d 

calculate
d 

SMD from 
systematic 

review 
(95% CI)  

         

0.96 
(0.03 – 
1.90) 

Batki et al., 
2013 

Topiramate 14 Placebo 16 
  

NR 0.63 
 

TOTAL 
 

14  16 30 142    
Note: N, intervention = Sample size for intervention group.  N, comparator = Sample size for comparator group. Cohen’s d is the effect size.  SMD = 
Standardized mean difference.  Positive numbers for Cohen’s d or SMDs indicate that PTSD symptom reduction was greater in the topiramate group than the 
control group and negative numbers indicate that it was greater in controls than in those in the topiramate group. 
Conclusion: The panel concluded that the weak recommendation for topiramate, compared to no intervention, would be unlikely to 
change as a result of the new trials. The effect size from the systematic review was large (0.96).  In its original deliberations, the panel 
gave topiramate a weak recommendation rather than a strong recommendation, despite the large effect size for PTSD symptom 
reduction, because the strength of evidence (SOE) from the systematic review for important benefit outcomes that were evaluated was 
very low or insufficient. (All of the other interventions for which the panel made strong recommendations had at least moderate SOE 
for at least some important outcomes). The one new trial identified in the updated search had a moderate effect size and a sample size 
about 20% of the sample size, in toto, for topiramate trials in the systematic review.  Thus, if a meta-analysis were to be done, 
incorporating the new trials and the trials from the systematic review, the combined effect size would remain at least medium.  
However, it is unlikely, on the basis of one new small trial on topiramate efficacy, that the SOE for other important outcomes would 
be raised from very low or insufficient to at least moderate.  Accordingly, the panel concluded that the weak recommendation for 
topiramate would be unlikely to change, based on the new trials. 
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Table 15. Updated evidence (2012-2016) pertaining to Recommendation: Comparative Effectiveness Exposure vs Exposure + CR 
Reference Intervention N, 

Interventi
on 

Comparator N, 
Comparat

or 

Total 
sample 

size new 
studies, 
PTSD 

symptom 
reduction 

Sample size, 
PTSD symptom 
reduction, from 

systematic 
review 

Partial 
Eta2 

Cohen's d 
calculated 

SMD from 
systematic 

review  
(95% CI) 

         

- 0.25 
(-0.80 - 
0.29) 

Aderka et al., 
2013 

Exp + CR 79 Exp 74 
  

.03 - - 
 

TOTAL 
 

79  74 153 259    
Note: N, intervention = Sample size for intervention group.  N, comparator = Sample size for comparator group.  Partial Eta2 is an effect size measure that can be 
calculated from ANOVA.  Partial Eta2 of .02 are small, .13 are medium and .26 are large.  SMD = Standardized mean difference.  Partial Eta2 is always positive 
and cannot be used to indicate the direction of an effect.) Positive numbers for SMDs indicate that PTSD symptom reduction was greater in the Exposure plus 
cognitive restructuring group than the Exposure group and negative numbers indicate that it was greater in the Exposure group than Exposure plus Cognitive 
Restructuring Group. 
Conclusion: The panel concluded that the weak recommendation that either exposure alone or exposure plus cognitive restructuring 
be used when both are being considered would be unlikely to change as a result of the new trial. The effect size from the systematic 
review was small and included the null value of 0.  In its original deliberations, the panel recommended either exposure or exposure 
plus CR based on very low / insufficient SOE of no difference in PTSD symptom reduction between the two treatments.  The one new 
trial identified in the updated search also had a small effect size (partial eta2 = .03) for PTSD symptom reduction.  The confidence 
interval for the partial eta2 was not reported but the P = .11 for the statistical test of the null hypothesis of no difference between 
exposure and exposure plus cognitive restructuring.  If a meta-analysis were to be done including data from the one new trial, the 
effect size would likely remain near null, with a confidence interval that includes null.  Therefore, the panel believes that the weak 
recommendation that either exposure or exposure plus cognitive restructuring be offered when both are being considered is unlikely to 
change based on the new evidence.  
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Table 16. Updated evidence (2012-2016) pertaining to Recommendation: Comparative Effectiveness Exposure vs Relaxation 
Reference Intervention N, 

Interventi
on 

Comparator N, 
Comparat

or 

Total 
sample 

size new 
studies, 
PTSD 

symptom 
reduction 

Sample size, 
PTSD symptom 
reduction, from 

systematic 
review 

Cohen's d 
reported 
in article 

Cohen's d 
calculated 

SMD from 
systematic 

review  
(95% CI) 

         0.37 
(-.11 - .84) 

 
Markowitz et 
al., 2015 

Exp 38 Relaxation 32   NR 0.3  

TOTAL  38  32 70 95    
Note: N, intervention = Sample size for intervention group.  N, comparator = Sample size for comparator group. Cohen’s d is the effect size.  SMD = 
Standardized mean difference. Positive numbers for Cohen’s d or SMDs indicate that PTSD symptom reduction was greater in the exposure group than the 
relaxation group and negative numbers indicate that it was greater in relaxation group than in the exposure group. 
Conclusion: The panel concluded that the weak recommendation that exposure rather than relaxation be offered when both are being 
considered would be unlikely to change as a result of evidence from the new trial.  The effect size from the systematic review was 
small and included the null value of 0.  In its original deliberations, the panel recommended exposure over relaxation, based on 
insufficient / very low SOE that there was no difference between them, but moderate SOE of a medium to large magnitude reduction 
in PTSD diagnosis favoring exposure and moderate SOE of a small magnitude reduction in comorbid depression.  The one new trial 
identified in the updated search had a small positive effect size (favoring exposure over relaxation) for PTSD symptom reduction with 
a calculated confidence interval that would not include the null value of 0 (reported P = 0.10 for the exposure vs relaxation 
comparison; Markowitz et al., 2015). If a meta-analysis were to be done including data from the one new trial, the effect size would be 
small; it is possible that, given the increase in sample size, the confidence interval might not include the null value of 0.  It is unclear 
whether the SOE for other important outcomes would change as a result of the new trial.  Therefore, the panel believes that the weak 
recommendation that exposure rather than relaxation be offered when both are being considered would be unlikely to change as a 
result of evidence from the new trial.  



 

   

632 

Figure 1. Disposition of full-text review 
 
       # of records identified through                # of additional records identified though 
       database searching:                                   reference lists from meta-analyses                   
                           1,206                                                               6                                                                                                                                             
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      947                                                                              818 
 
                                             
          # of full-text articles assessed for eligibility:                      # full-text articles excluded: 104 
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                                                                                                              Wrong population: 26 
                                                                                                              Wrong intervention: 54 
                                                                                                              Wrong outcome: 4 
                                                       Wrong duration: 3 
                      # full text included: 26          
            
 
                               
                                                                                                          # full-text matching Evidence 
                                                                                                     Profile but not Recommendations: 
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Appendix G. Trials identified through search update (published 2012 – 2016) matching 

one or more recommendations 
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Appendix H. Trials identified through search update (published 2012 – 2016) matching one 

or more Evidence Profiles but not matching any recommendations 
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Appendix I. Trials identified through search update (published 2012 – 2016) that would not 

have met criteria for inclusion in systematic review. 
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Gallegos, A. M., Wolff, K. B., Streltzov, N. A., Adams, L. B., Carpenter-Song, E., Nicholson, J., 

et al. (2015). Gender differences in service utilization among OEF/OIF veterans with 

posttraumatic stress disorder after a brief cognitive-behavioral intervention to increase 
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     ___ APA Staff Member  
 
 
Instructions:  
 
 Please read the Conflict of Interest Policy, fill out the Declaration of 
Interests, and sign the statement at the end.  
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Conflict of Interest Policy 
It is the aim of the American Psychological Association (“APA”) to transact all of its business, including the 
APA clinical practice guideline initiative, lawfully and impartially. In some situations, the relationship of a 
Covered Individual (as defined below) with a third party, financial or otherwise, could reasonably be 
construed to create a conflict between the interests of APA and the interests of the Covered Individual.   

 

Covered Individuals are required to disclose to APA any actual, potential, or perceived conflict of interest 
(COI) with APA or with their role in the clinical practice guideline initiative, including conflicts from the past 
12 months and expected conflicts in the upcoming 12 months. A COI may be of a financial, intellectual, or 
other nature, as defined below. APA requires Covered Individuals to disclose COIs prior to official 
appointment to a committee/Panel or as a consultant, as well as at the time points noted below. The 
existence of COIs will not necessarily preclude participation in the guideline initiative, although it may 
require limiting a Covered Individual’s role.  APA staff involved in the initiative may also be asked by their 
supervisors to disclose COIs, following the same policy as for Covered Individuals. 
 
This policy is designed to promote transparency, to protect the integrity of the guideline initiative, and to 
provide a mechanism to help protect Covered Individuals and APA from legal concerns associated with 
conflicts of interest. 
 
Covered Individuals: This policy applies to members of the Advisory Steering Committee and the 
Guideline Development Panels of the APA clinical practice guideline initiative and to consultants who are 
formally engaged by APA for work on the initiative.   
 
Term: Covered Individuals shall be bound by this conflict of interest policy during the official term of their 
position on the committee/Panel or as a consultant.  
 
Definition of COI: A 2011 report from the Institute of Medicine includes the following definition of COI:  “a 
divergence between an individual’s private interests and his or her professional obligations such that an 
independent observer might reasonably question whether the individual’s professional actions or 
decisions are motivated by personal gain, such as financial, academic advancement, clinical revenue 
streams, or community standing.”  (See Institute of Medicine, 2011, p. 78; the definition is drawn from 
Schünemann et al., 2009, p. 565.)   
 
The Institute of Medicine report also discusses intellectual COIs relevant to clinical practice guidelines, 
which it defines as “academic activities that create the potential for an attachment to a specific point of 
view that could unduly affect an individual’s judgment about a specific recommendation” (Institute of 
Medicine, 2011, p. 78; this definition is drawn from Guyatt et al., 2010, p. 739.)   
 
COIs can arise in various situations and may involve the individual or a member of the individual’s family 
(spouse, domestic partner, parent, child, or other close relative).  Examples of potential COIs include, but 
are not limited to, the following: 
 
Receiving payment for directly providing, or training other professionals to provide, health services related 
to the topic(s) of the guideline(s) being developed.  
Receiving honoraria for presentations or discussions of scientific or clinical issues related to the topic(s) of 
the guideline(s) being developed.  
Receiving royalties for books or other materials that address scientific or clinical issues related to the 
topic(s) of the guideline(s) being developed.  
Receiving funding, in the form of grants or contracts, for research on scientific or clinical issues related to 
the topic(s) of the guideline(s) being developed.  
Serving in a governance or other volunteer position in an organization that provides health services, 
promotes research related to health services, or develops or advocates for health service policies, related 
to the topic(s) of the guideline(s) being developed.    
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Having strongly held opinions or other intellectual biases that might compromise objectivity in addressing 
the topic(s) of the guideline(s) being developed.  
Having a significant ownership interest in or significant capacity to influence decisions of a firm or 
organization that is an APA competitor, customer, or supplier, or a firm that conducts research or provides 
health services related to the topic(s) of the guideline(s) being developed.  
Being employed by or performing other work (including consulting) for a competitor, customer, or supplier 
of APA, regardless of the nature of that work. 
Conduct of APA business of any kind, or arranging for such business, with a firm that one owns or 
controls.  
Acceptance of any money, property, or anything of value from a person or firm doing or seeking to do 
business with APA. 
Receipt of direct or indirect economic benefit as a consequence of acquisition, lease, or sale by APA of 
any property, facilities, materials, or services. 
 
COI Reporting: Covered Individuals must complete a Declaration of Interests form (appended below) 
disclosing any actual, potential, or perceived COIs prior to appointment to a committee/Panel or as a 
consultant, and thereafter on an annual basis. If, during the year, a change occurs in a Covered 
Individual’s COIs or in his/her family members’ COIs, the Covered Individual must report that information 
immediately to APA staff who work on the clinical practice guideline initiative, who will share it with the 
relevant committee/Panel Chair or Vice Chair.  Covered Individuals are expected to provide any updates 
regarding their COIs orally at the beginning of all official committee/Panel meetings.   
 
In addition, Covered Individuals should disclose any professional papers or presentations on which they 
are listed as authors, prior to publication or delivery, that pertain to the topic(s) of the guideline(s) with 
which they are involved.  This disclosure should be made to APA staff involved in the initiative.  
 
If a Covered Individual is unsure whether particular information should be reported, or if the information is 
sensitive or confidential, the Individual may first consult with APA staff involved in the initiative about 
whether and how to report it.  With the individual’s permission, the staff may then seek further guidance 
from the Chair or Vice Chair of the relevant committee/Panel.  
 
Disclosure of any actual, potential, or perceived COI is the responsibility of everyone participating in the 
clinical practice guideline initiative.  In general, if any Covered Individual or APA staff member is aware of 
circumstances that may constitute a COI involving another participant in the initiative, then he/she should 
first discuss it with that participant. If such a discussion is not appropriate or if the discussion does not 
produce a satisfactory result, then he/she should discuss it with APA staff and/or the relevant 
committee/Panel Chair or Vice Chair.  
 
COI Review and Management: Each Covered Individual’s completed Declaration of Interests form will be 
reviewed by APA staff and by the Chair and/or Vice Chair of the relevant committee/Panel (or only by 
APA staff for consultants).  The individual’s résumé or curriculum vitae, as well as publicly available 
materials about the individual, may also be examined in the course of the review.  The primary purpose of 
the review is to determine whether the individual has any actual, potential, or perceived COIs that would 
preclude the individual from participation in the clinical practice guideline development initiative or require 
resignation from any role that he/she already has in the initiative.   
 
Having one or more COIs does not necessarily mean that a Covered Individual cannot be involved in the 
initiative.  If the reviewers determine that an individual’s COIs do not preclude participation, then the 
reviewers will identify what actions, if any, may be needed to resolve or manage the impact of the COIs 
on the integrity (both actual and perceived) of the initiative.  Examples of such actions may include 
limitations on the individual’s participation in discussions, deliberations, or voting on specific matters and 
not being counted in determining a quorum for all or portions of a particular committee/Panel meeting.  
Such actions would not prevent the individual from briefly stating his/her position or answering questions 
on relevant matters.  Possible actions for managing the impact of COIs will be discussed with the 
Covered Individual, but final decisions on which actions are taken are made by APA staff in consultation 
with the relevant committee/Panel Chair and/or Vice Chair. In some cases, the APA General Counsel 
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may participate in making such decisions.  Also, in some cases in which the Covered Individual is a 
member of a Guideline Development Panel or a consultant, the Chair and/or Vice Chair of the Advisory 
Steering Committee may participate in making such decisions. 
 
If any new COIs are reported or discovered during the period after a Declaration of Interests form has 
been submitted, APA staff and the relevant committee/Panel Chair and/or Vice Chair will determine 
whether any further actions are required for managing their impact on the initiative. 
 
For Covered Individuals who are members of a committee/Panel, information about all actual, potential, 
and perceived COIs are shared with all other members of the committee/Panel.  Information about all 
actions taken to resolve or manage the impact of COIs are also shared with all members of the 
committee/Panel. 

 

Record of COIs: APA retains a copy of all completed Declaration of Interests forms and related 
documents.  Summary information about Covered Individuals’ COIs and of actions taken to manage their 
impact will be available for public view.  (No information will be publicly released about people who are 
nominated or considered for positions on a committee/Panel or as consultants but not 
selected.)  Additional information about COIs and actions taken may appear in meeting minutes and 
summaries, which will also be available for public view.  It is also possible that additional information will 
be made public in response to inquiries.  
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Declaration of Interests 
 
The purpose of this Declaration is to identify your actual, potential, and perceived conflicts of interest with 
APA and with your role in the APA clinical practice guideline initiative. Having conflicts of interest does not 
necessarily preclude participation in the initiative.  Decisions about how conflicts should be managed will 
be made by APA staff in consultation with the Chair or Vice Chair of any committee or Panel of which you 
are a member. 
 
Please answer the following questions by marking either ‘Yes’ or ‘No’ and then explaining any ‘Yes’ 
answers in the space immediately following or by attaching supplementary materials.  When responding, 
please think about the full range of research, teaching, practice, writing, service work, and professional 
relationships in which you and your family members are involved.  (You may consult with APA staff in 
advance if you have any questions or concerns about what information to provide on this form.)  
 
The questions are organized into four sections: 

• Intellectual Interests 

• Financial and Professional Interests 

• Interests Related to APA 

• Other Relevant Interests  

 
For the purposes of this Declaration, a family member is a spouse, domestic partner, parent, child, or 
other relative with whom you have a comparably close tie.  
 
Please attach a CV, résumé, or other materials if these are needed to provide complete answers.  
 
(Questions begin on next page.) 
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INTELLECTUAL INTERESTS 
 
(The questions in this section concern only you, not family members.) 
 
1.  Scientific/educational/professional communications 
 
Over the past 12 months, have you had any scientific, educational, or professional publications (including 
in-press) or made any scientific, educational, or professional presentations related to the topic(s) of the 
guideline(s) that you will be involved in developing or overseeing?  Has your name been included on a 
relevant speakers’ bureau list? Please include both paid and non-paid work.  
 
___ Yes    ___ No 
 
Do you expect that, over the next 12 months, you will have any such publications or presentations or that 
your name will be included on a speakers’ bureau list? 
 
___ Yes    ___ No 
 
If ‘Yes’ to any of these questions, please provide a list of the relevant publications, presentations, 
courses, and speakers’ bureaus.  You may attach a copy of your CV or résumé but please make sure to 
add any items that do not yet appear on those documents.  
 
[Insert material here] 
 
 
 
 
-------------------------------------- 

2.  Communications with general audiences 

Over the past 12 months, have you made presentations to a general (non-academic, non-scientific) 
audience that address research, clinical, or policy issues related to the topic(s) of the guideline(s) that you 
will be involved in developing or overseeing?  Have you been involved in organizing any events that 
include such presentations?   

___ Yes    ___ No 
  

Over the past 12 months, have you published articles or books for a general audience or produced 
materials for television, radio, or the Internet (e.g., blogs, online petitions, Facebook, LinkedIn, TED Talks, 
Twitter, YouTube) that address these issues?  Please include both paid and non-paid work.  You need 
not include formal research publications for academic or scientific audiences. 

___ Yes    ___ No 
  

Do you expect that, over the next 12 months, you will be involved in any such activities?  
 
___ Yes    ___ No 
 
  
If ‘Yes’ to any of these questions, please provide a list of the presentations and published/posted 
materials.  You may attach a copy of your CV or résumé but please make sure to add any items that do 
not yet appear on those documents.  
 
[Insert material here] 
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-------------------------------------- 

3. Expert witness 

Over the past 12 months, have you served as an expert witness in a court case or other legal proceeding 
on a matter related to the topic(s) of the guideline(s) that you will be involved in developing or 
overseeing?   
 
___ Yes    ___ No 
  
Do you expect that, over the next 12 months, you will serve as an expert witness in a legal proceeding? 
 
___ Yes    ___ No 
 
 
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
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FINANCIAL AND PROFESSIONAL INTERESTS  
 
(The questions in this section concern both you and family members.  For the purposes of this 
Declaration, a family member is a spouse, domestic partner, parent, child, or other relative with whom you 
have a comparably close tie.)  
 
 
4. Payment for services or training 
 
Over the past 12 months, have you or a family member received payment for directly providing, or training 
other individuals to provide, health services related to the topic(s) of the guideline(s) that you will be 
involved in developing or overseeing?   (Health services include professional, community-based, and 
peer support services.) 
 
___ Yes    ___ No 
 
Do you expect that, over the next 12 months, you or a family member will receive any payment for such 
activity?   
 
___ Yes    ___ No 
  
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
 
 
 
 
 
-------------------------------------- 
 
5. Honoraria 
 
Over the past 12 months, have you or a family member received any honoraria for presentations or 
discussions of scientific or clinical issues related to the topic(s) of the guideline(s) that you will be involved 
in developing or overseeing?  (Please include honoraria that were donated to charity.) 
 
___ Yes    ___ No 
  
Do you expect that, over the next 12 months, you or a family member will receive any such honoraria?   
 
___ Yes    ___ No 
  
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
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-------------------------------------- 
 
6. Royalties 
 
Over the past 12 months, have you or a family member received royalties or advance payments for 
books, films, or other materials that address scientific or clinical issues related to the topic(s) of the 
guideline(s) that you will be involved in developing or overseeing?  (Please include royalties that were 
donated to charity.) 
 
___ Yes    ___ No 
  
Do you expect that, over the next 12 months, you or a family member will receive any such royalties or 
advance payments?   
 
___ Yes    ___ No 
  
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
 
 
 
 
 
-------------------------------------- 
 
7. Endorsements 
 
Over the past 12 months, have you or a family member received monetary or other material 
compensation for endorsing a product or service related to the topic(s) of the guideline(s) that you will be 
involved in developing or overseeing?  (Please include compensation that was donated to charity.) 
 
___ Yes    ___ No 
  
Do you expect that, over the next 12 months, you or a family member will receive such compensation for 
an endorsement? 
 
___ Yes    ___ No 
  
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
 
 
 
 
 
-------------------------------------- 
 
8. Research funding 
 
Over the past 12 months, have you or a family member received funding, in the form of grants, 
fellowships, or contracts, for research or research training on scientific or clinical issues related to the 
topic(s) of the guideline(s) that you will be involved in developing or overseeing? 
 
___ Yes    ___ No 
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Do you expect that, over the next 12 months, you or a family member will receive any such funding?   
 
___ Yes    ___ No 
  
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
 
 
 
 
-------------------------------------- 
 
9.  Employer 
 
Over the past 12 months, have you or a family member held a job with an employer that has economic, 
policy, or other interests in healthcare guidelines in general or in the particular topic(s) of the guideline(s) 
that you will be involved in developing or overseeing?  (Please consider both full- and part-time positions 
and both permanent and temporary positions.) 
 
___ Yes    ___ No 
  
Do you expect that, over the next 12 months, you or a family member will hold a job with an employer that 
has such interests? 
 
___ Yes    ___ No 
  
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
 
 
 
 
 
-------------------------------------- 
 
10. Roles in organizations 
 
Over the past 12 months, have you or a family member served in a governance, advisory, or other 
position in an organization (other than APA) that provides health services, promotes research related to 
health services, or develops or advocates for health service policies, related to the topic(s) of the 
guideline(s) that you will be involved in developing or overseeing? 
 
___ Yes    ___ No 
  
Do you expect that, over the next 12 months, you or a family member will serve in such a position? 
 
___ Yes    ___ No 
  
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
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-------------------------------------- 
 
11.  Influence/ownership/stock in health-related firms 
 
Over the past 12 months, have you or a family member had a significant capacity to influence decisions 
of a firm or organization that conducts research or provides health services related to the topic(s) of the 
guideline(s) being developed?  (Health services include professional, community-based, and peer support 
services.) 
 
___ Yes    ___ No 
  
Over the past 12 months, have you and/or any family member(s) held an ownership interest greater than 
5% in such a firm?  Have you and/or any family member(s) owned stock in such a firm that exceeded 
$10,000 in value at any time during the past 12 months?   (Please consider the total amounts held by you 
and family members, e.g., whether the stock that your spouse and your parent own adds up to more than 
$10,000 in value.) 
 
___ Yes    ___ No 
  
Do you or any family member hold stock options of any value in such a firm?   
 
___ Yes    ___ No 
 
Do you expect that, over the next 12 months, you or a family member will have such capacity to influence 
a firm or have such ownership or stock interests? 
 
___ Yes    ___ No 
  
If ‘Yes’ to any of these questions, please explain: 
 
[Insert material here] 
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INTERESTS RELATED TO APA 
 
(The questions in this section concern both you and family members.  For the purposes of this 
Declaration, a family member is a spouse, domestic partner, parent, child, or other relative with whom you 
have a comparably close tie.)  
 
12. APA roles  

Over the past 12 months, have you or a family member been a member of any APA governance group, 
task force, or advisory body?  (Please include roles in APA divisions.) 

___ Yes    ___ No 
 
Do you expect that, over the next 12 months, you or a family member will serve as a member of such an 
APA group? 

___ Yes    ___ No 
  

If ‘Yes’ to either question, please explain:  

[Insert material here] 
 
 
 
 
 
-------------------------------------- 
 
13.  Influence/ownership/stock in firms of interest to APA 
 
Over the past 12 months, have you or a family member had a significant capacity to influence decisions 
of a firm or organization that is an APA competitor, customer, or supplier? 
 
___ Yes    ___ No 
  
Over the past 12 months, have you and/or any family member(s) held an ownership interest greater than 
5% in such a firm?  Have you and/or any family member(s) owned stock in such a firm that exceeded 
$10,000 in value at any time during the past 12 months?  (Please consider the total amounts held by you 
and family members, e.g., whether the stock that your spouse and your parent own adds up to more than 
$10,000 in value.) 
 
___ Yes    ___ No 
  
Do you or any family member hold stock options of any value in such a firm?   
 
___ Yes    ___ No 
  
Do you expect that, over the next 12 months, you or a family member will have such capacity to influence 
a firm or have such ownership or stock interests? 
 
___ Yes    ___ No 
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If ‘Yes’ to any of these questions, please explain: 
 
[Insert material here] 
 
 
 
 
 
-------------------------------------- 

14.  Paid work with other firms that do business with APA 

Over the past 12 months, have you or a family member been employed by or performed other work 
(including consulting) for a competitor, customer, or supplier of APA, regardless of the nature of that 
work? 
 
___ Yes    ___ No 
  
Do you expect that, over the next 12 months, you or a family member will be engaged in such 
employment or work? 
 
___ Yes    ___ No 
  
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
 
 
 
 
 
-------------------------------------- 

15.  Business ties to APA 

Over the past 12 months, have you or a family member conducted APA business of any kind, or arranged 
for such business, with a firm that is owned or controlled by you or a family member? 

___ Yes    ___ No 
 
Do you expect that, over the next 12 months, you or a family member will conduct or arrange for such 
business? 
 
___ Yes    ___ No 
  
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
 
 
 
 
 

 

 



 

   

672 

-------------------------------------- 

16. Ties to others seeking business with APA 

Over the past 12 months, have you or a family member accepted any money, property, or anything of 
value from a person or firm doing or seeking to do business with APA? 

___ Yes    ___ No 
  

Do you expect that, over the next 12 months, you or a family member will accept any money, property, or 
anything of value from a person or firm doing or seeking to do business with APA? 

___ Yes    ___ No 
 
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
 
 
 
 
 
-------------------------------------- 

17.  Other economic benefits related to APA business 

Over the past 12 months, have you or a family member received any direct or indirect economic benefit 
as a consequence of acquisition, lease, or sale by APA of any property, facilities, materials, or services? 

___ Yes    ___ No 
 
Over the past 12 months, have you or a family member received any other direct or indirect economic 
benefit related to APA business that are not covered in the previous questions?   

___ Yes    ___ No 
 
Do you expect that, over the next 12 months, you or a family member will receive any such economic 
benefit? 

___ Yes    ___ No 
 
If ‘Yes’ to any of these questions, please explain: 
 
 
[Insert material here] 
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OTHER RELEVANT INTERESTS 
 
(The questions in this section concern both you and family members.  For the purposes of this 
Declaration, a family member is a spouse, domestic partner, parent, child, or other relative with whom you 
have a comparably close tie.)  
 
 
18.  Other professional activities 
 
Over the past 12 months, have you or a family member engaged in any other scientific, academic, 
clinical, business, or policy activities, either paid or unpaid, related to the topic(s) of the guideline(s) that 
you will be involved in developing or overseeing?  (This question is asking about activities not already 
addressed in answers to the previous questions.) 
 
___ Yes    ___ No 
  
Do you expect that, over the next 12 months, you or a family member will engage in other such activities?  
 
___ Yes    ___ No 
  
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
 
 
 
 
 
-------------------------------------- 

19. Legal proceedings 
 
At any point over the last 12 months, have you or a family member been under prosecution for a crime?  
Have you or a family member been involved in any civil legal proceedings as either defendant or plaintiff?  
(Please include all such legal proceedings, including those not related to the topic(s) of the guideline(s) 
you will be involved in developing or overseeing.) 
 
___ Yes    ___ No 
  
If ‘Yes’ to either question, please explain: 
 
[Insert material here] 
 
 
 
 
 
-------------------------------------- 

20. Misconduct  
 
At any point over the last 12 months, have you or a family member been formally charged with ethical, 
professional, or financial misconduct by any organization?  (Please include all such charges, including 
those not related to the topic(s) of the guideline(s) you will be involved in developing or overseeing.) 
 
___ Yes    ___ No 
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If ‘Yes,” please explain:  
 
[Insert material here] 
 
 
 
 
 

-------------------------------------- 

21.  Additional activities 
 
Is there any other information regarding your or family members’ activities, including interactions with 
organizations and individuals, that you believe is relevant to the guideline(s) that you will be involved in 
developing or overseeing or to your working with APA?   Please focus on activities that may constitute 
actual, potential, or perceived conflicts of interest, and include activities that occurred more than 12 
months ago or are expected to occur more than 12 months from now. 
 
___ Yes    ___ No 
 
If ‘Yes,” please explain: 
 
[Insert material here] 
 
 
 
 
-------------------------------------- 

22.  Relationships 
 
Do you have any concerns that your work on guideline development or with APA could have a significant 
negative impact on any professional or personal relationships you have with mentors, students, trainees, 
colleagues, supervisors, funders, friends, or relatives?   (For this question, please consider all relatives in 
addition to spouse, domestic partner, parents, and children.) 
 
___ Yes    ___ No 
 
If ‘Yes,’ please explain:  
 
[Insert material here] 
 
 
 
 
 
Finally, please read, complete, and sign the following statement: 

I have read and I understand the requirements of APA's Conflict of Interest Policy above and I agree to 
abide by the Policy throughout the official term of my position in the APA clinical practice guideline 
initiative.  

I have also fully and truthfully answered the questions in the Declaration of Interests above about all 
actual, potential, and perceived conflicts of interest.   

 



 

   

675 

If any new actual, potential, or perceived conflicts of interest arise, I agree to disclose them immediately 

to APA staff and to the Chair or Vice Chair of any committee or Panel of which I am a member. 

 
 
________________________________ __________________ 
Signature (type name) Date 
 
 
Please email this document to Ms. Shannon Beattie at:   sbeattie@apa.org  
 
 
REMINDER:  Please attach a CV, résumé, or other materials if these are needed to provide 
complete answers.   
____________________________________________________________________________ 
 
 
 
  

**For APA Staff Use Only** 
 

mailto:sbeattie@apa.org
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Appendix K. Voting Procedures Established by Advisory Steering Committee (ASC) 

 

1) What % should be considered a majority for winning a vote? 
 
The ASC agreed that at least 70% of the whole constituted panel would constitute a strong 
recommendation. For conditional recommendations, agreement among more than 50% with 
less than 20% of panel members preferring an alternative recommendation must be reached. 
The denominator for voting will be the number of the entire panel membership, except in 
special cases, to be determined by the ASC.  Such cases could include the lack of participation 
by a particular member in the guideline development process.  APA staff will consult with ASC 
liaisons to panels as needed regarding special cases.  However, panel members who are 
normally participatory, but have missed crucial conversations and/or votes due to extenuating 
circumstances, will still be allowed to share their opinions.  
 

2) Should dissenting opinions from members that disagree be added to recommendation 
statements? 

 
The ASC agreed that there may be a section in final guideline documents for any dissenting 
opinions that panel members have.  A footnote will disclose the number of dissenting panel 
members and possibly their names.  
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Table 17. Strength of evidence ratings for psychotherapies  
 
 
    Outcome 

Cognitive 
Behavior 
Therapy 

Cognitive 
Processing 
Therapy 

Prolonged 
Exposure 

Cognitive 
Therapy 

Brief 
Eclectic 
Therapy 

EMDR Narrative 
Exposure 
Therapy 

PTSD 
symptom 
reduction1 

Mod Mod High Mod Low Low Mod 

Serious 
harms / 
adverse 
effects1 

Very low Very low Very low Very low Very low Very 
low Very low 

Loss of PTSD 
diagnosis2 Mod Mod Mod Mod Low Mod Low 

Remission2 Mod --- Very low --- Very low --- --- 

Prevention / 
reduction 
comorbid 

depression2 

Mod Mod High Mod Low Mod Very low 

Prevention / 
reduction 
comorbid 
anxiety2 

Low Very low -- Mod Low Very 
low --- 

Prevention / 
reduction of 

comorbid 
pain2 

--- --- --- --- --- --- Very low 

Quality of 
life2 Very low Very low -- Very low --- --- Very low 

Functional 
impairment2 Low --- Very low Mod --- --- -- 

 
Notes. 1 Critical outcomes. 2Important outcomes 
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Table 18. Strength of evidence ratings for medications 
 
 
    Outcome 

Fluoxetine Sertraline Paroxetine Risperidon
e 

Topiramat
e 

Venlaxfine 

PTSD symptom 
reduction1 Mod Mod Mod Low Mod Mod 

Serious harms 
/ adverse 
effects1 

Very low Very low Very low Very low Very low Very low 

Loss of PTSD 
diagnosis2 Very low   -- -- -- 

Remission2 -- Very low Mod --- Very low Mod 

Prevention / 
reduction 
comorbid 

depression2 

Mod Low Mod Very low Very Low Mod 

Prevention / 
reduction 
comorbid 
anxiety2 

Mod Very low -- Very low Very Low -- 

Prevention / 
reduction of 

comorbid pain2 
--- --- --- --- --- -- 

Quality of life2 Very low Very low Very low -- --- Mod 
Functional 

impairment2 Very low Very Low Mod -- Very low Mod 

 
Notes. 1 Critical outcomes. 2Important outcomes 
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