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Comparative Effectiveness Research Review Disposition of Comments Report

Research Review Title: Psychological Treatments and Pharmacological Treatments for Adults
With Posttraumatic Stress Disorder (PTSD)

Draft review available for public comment from May 29, 2012 through June 26, 2012.

Research Review Citation: 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.
290-2007-10056-1.) AHRQ Publication No. 13-EHCO011-EF. Rockville, MD: Agency for
Healthcare Research and Quality; April 2013.
www.effectivehealthcare.ahrg.gov/reports/final.cfm.

Comments to Research Review

The Effective Health Care (EHC) Program encourages the public to participate in the
development of its research projects. Each comparative effectiveness research review is posted to
the EHC Program Web site in draft form for public comment for a 4-week period. Comments
can be submitted via the EHC Program Web site, mail or email. At the conclusion of the public
comment period, authors use the commentators’ submissions and comments to revise the draft
comparative effectiveness research review.

Comments on draft reviews and the authors’ responses to the comments are posted for public
viewing on the EHC Program Web site approximately 3 months after the final research review is
published. Comments are not edited for spelling, grammar, or other content errors. Each
comment is listed with the name and affiliation of the commentator, if this information is
provided. Commentators are not required to provide their names or affiliations in order to submit
suggestions or comments.

The tables below include the responses by the authors of the review to each comment that
was submitted for this draft review. The responses to comments in this disposition report are
those of the authors, who are responsible for its contents, and do not necessarily represent the
views of the Agency for Healthcare Research and Quality.

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-
reports/?pageaction=displayproduct&productiD=1435
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#6

consideration of clinical factors that may affect application of the findings and this
makes the document more helpful from a clinical standpoint than a typical systematic
review (e.g., Cochrane review). The authors have done a good job of developing
appropriate, explicitly phrased key questions.

1 Peer Reviewer | General This is a “tour de force”, a review very carefully and comprehensively done, on a topic | Thank you
#1 of great and growing clinical and policy importance. Not only does the review provide
strong answers for key questions, but also sets forth what areas are not yet well-
enough researched. As a result, this is information useful for clinicians and clinical
policy makers, as well as guidance for clinical researchers and funding agencies to
directions for future research.
2 Peer Reviewer | General What I'm about to say next does not gainsay the above. | did have some See below for responses to
#1 methodological concerns. Moreover, some of these concerns other the comments related to
researchers/reviewers/statisticians may not be agreement on. So, for the consideration | methods referenced here.
of the author(s):
3 Peer Reviewer | General I think the report is clinically meaningful and the key questions are well formulated. Thank you
#2
4 Peer Reviewer | General This report clearly represents an important contribution to the literature on PTSD Thank you. We have
#3 treatment effectiveness. The report has the potential to be highly clinically relevant addressed each of the
given its topic and scope, coupled with AHRQ's reputation. My comments are offered | referenced comments below.
here and to the authors in the spirit of enhancing the utility and acceptance of the We appreciate that the
findings. comments have improved the
The rigor and completeness of the report are particular strengths. The target population | report and will likely enhance
and audience are explicitly defined and the key questions are appropriate and clearly | the utility and acceptance of
stated. the findings.
5 TEP Reviewer | General | read the executive report in detail and then skimmed most of the rest of the report- Thank you.
#5 concentrating on tables and figures.
The report is clinically meaningful. The target population is explicitly defined. Not sure
what "audience" is referred to. This report should be useful to PTSD researchers as
well as to Policy makers- both at NIH- to fund head to head trials of psych vs. pharm
treatments. It should also be a useful synthesis of material for members of professional
societies and researchers. It is really useful especially for those not directly in the field
as it really captures the hard data on different therapies. It also captures the stark
reality that we don't know whether behavioral therapies are better than pharmacological
therapies. In addition, it is hard to know whether combining them will produce better
outcomes than individual therapy types.
6 TEP Reviewer | General This is an extremely thorough and well written report. The discussion includes Thank you

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1435
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Executive
Summary

Anonymous
Public
Reviewer #2

Comment

ES2: "The therapies are delivered predominantly to individuals, but they can also be
conducted in a group setting.10, 11 "

Response

We have revised the wording
to avoid the implication that all
of them can be done in group

Should be reworded as "a few have been studied also in group format". As written, itis [format. It now reads: “The

stating that all of them can be done in group format—but many don't have a single
study nor treatment manual for their use in groups.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productD=1435
Published Online: April 3, 2013

therapies are delivered
predominantly to individuals;
some can also be conducted
in a group setting.” We
changed the corresponding
text in the full report.
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10 Anonymous Executive ES8: "Evidence of moderate strength supports greater effectiveness (1) for exposure We have revised our approach
Public Summary therapy than for coping skills for achieving loss of PTSD diagnosis and ..." to the coping skills section and
Reviewer #2 we no longer lump the various

This is problematic. Relaxation (which is one of the main treatments classified as “coping skills” comparators
"coping skills" treatment) is not usually considered a bona fide coping skills model. It with each other. Instead, we
was usually used as a basic comparison condition that is not generally seen as a PTSD | now have conducted separate
treatment per se. Moreover, relaxation is known to be triggering for some PTSD analyses for SIT, relaxation,
patients. etc.
Also many of the "coping skills" studies (as defined in this draft) were really intended Following this approach, we no
more as comparison treatments rather than strong coping skills approaches in their longer make any broad
own right. It seems highly premature to draw such a strong conclusion about coping conclusions about coping skills
skills approaches at this point. as an entire group. We make
Cross-reference: pg 24 (main document). our conclusions about SIT,
relaxation, etc.

11 Anonymous Executive ES11: "For psychological treatments, the vast majority of studies reported no Thank you, we agree that this
Public Summary information about adverse effects ..." is an important issue to raise.
Reviewer #2 We are unaware of the

This is an extremely important issue and it's terrific to see this being raised. There anecdotal reports mentioned.

should be mention that there are anecdotal reports in the literature of adverse effects | We don’t want to propagate

with some PTSD treatments. beliefs that are not based on
good evidence (i.e.,
anecdotes); rather, we think
this issue should be raised as
one requiring future study (as
we've done in the report).

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1435
Published Online: April 3, 2013
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Pram— Y
@ Effective Health Care Program

Comment

ES13: "Given the findings, the magnitude of benefit and SOE found for exposure
therapy support its use as a first-line treatment for PTSD. However, other factors must
be considered in selecting a treatment for PTSD, including patient preference, access
to treatment, and clinical judgment about the appropriateness of an intervention that
guide clinical decisionmaking. For example, a majority of the studies reviewed in this
report excluded patients with presenting issues such as substance dependence or
suicidality. Most clinicians would agree that stabilization of these issues should occur
prior to initiating trauma-focused therapy ."

This is very well written and an extremely important point. It should go at the end of the
first paragraph of the Discussion as it tempers that main finding reported there.
Moreover, it is key to add in some of the other major exclusionary criteria, i.e., "a
majority of the studies reviewed in this report excluded patients with presenting issues
such as substance dependence or suicidality as well as bipolar disorder, psychotic
disorders, homelessness, current domestic violence, self-harm, and sometimes other
Axis | or Axis |l disorders." In addition, in the Appendices, there should be clear
identification of exclusionary criteria.

Just for your reference, examples of such exclusionary criteria are as follows:

Schnurr et al. 2003: Excluded patients with current or lifetime psychotic disorder,
mania, or bipolar disorder; current major depression with psychotic features, alcohol or
substance dependence; unwillingness to refrain from substance use at treatment or
work; significant cognitive impairment; severe cardiovascular disorder.

Schnurr et al. 2007: Excluded patients with substance dependence in remission for
less than 3 months; current psychotic symptoms, mania, or bipolar disorder; prominent
suicidal or homicidal ideation; significant cognitive impairment; self-mutilation within the
previous 6 months; involvement in a violent relationship.

Response

Thank you, we agree that it is
an important point.

We have added several
additional paragraphs after the
one mentioned here by the
reviewer to the Applicability
section of the full report. The
new text aims to address the
exclusions made by various
studies---those that the
reviewer highlights as well as
others clinicians may be most
interested in. The new text is
now the last 6 paragraphs of
the Applicability section of the
full report and includes
quantification of the
percentages of included trials
of psychological treatments
and of pharmacological
treatments that set various
exclusion criteria.

We have also added a
reference to this additional
information in the paragraph
the reviewer mentioned here
from ES 13. We have not
added the suggested
underlined information to the
ES, as it is not quite accurate
and really oversimplifies the
information.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1435
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13 Anonymous Executive ES14: "The included studies assessing efficacious treatments generally enrolled Thank you, we agree that this
Public Summary subjects from outpatient settings. " is an important point. We
Reviewer #2 prefer to keep this information
This point also is extremely important and would be very helpful to see at the end of the | where it is currently located (in
first paragraph of the Discussion of the ES. Essentially the most severe PTSD the Applicability section of the
patients—those on inpatient units, in residential treatment, in day programs—are left Discussion), as we feel this is
out of the literature by and large. Many clinicians believe these are exactly the kinds of |the appropriate location, rather
patients who get worse if given certain intense PTSD treatments prematurely. than to move it to the end of
the first paragraph of the
Discussion of the ES as
suggested.
14 Anonymous Executive ES16: "Future studies could focus on comparisons between (1) the psychological We agree that this is an
Public Summary treatments with the best evidence of efficacy, " important point and that
Reviewer #2 another potential area for

This has the potential for unintended negative consequences such as prematurely
closing off the field from many important studies of treatments that do not yet have the
"best evidence" accruing to them, but which may be more powerful, more
generalizable, less costly, or otherwise potentially good treatments. Granting agencies
or policy-makers read this and determine that they should not fund "lesser" treatments,
which can hamper the development of new treatments.

Also the "future research” section should have a bullet-point list of many of the key
issues raised prior in the ES (e.g., the need for inclusion of much broader patient
samples, the need for reporting of costs of treatments, studies of hon-outpatient
samples, etc).

future research could involve
assessment of potentially
beneficial treatments that don't
yet have the best evidence
supporting their use, and may
be more available, etc. We
have expanded the future
research section to include the
following in our Table of
evidence gaps for future
research and in the ES:
“Future studies could evaluate
promising therapies that have
some evidence suggesting
possible efficacy or could
evaluate new therapies that
may be applicable to broader
populations or to specific
populations (e.g., those with
particular comorbid
conditions).”

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1435
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16 Najavits, Lisa | Executive Please note | am trying to attach several documents but it appears possible only to Thank you. We respond to
Public Summary upload one each time. | will upload several now. each of the related comments
Reviewer below.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productD=1435
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Introduction | The Introduction is well done. Thank you
#2

| have a few concerns:
a) The "cognitive restructuring” category (page 3) is misleading, if not erroneous.
Cognitive processing Therapy has both a cognitive restructuring as well as an
exposure component. (In fact, the IOM, erroneously classified CPT as an "exposure

", This misclassification is carried through the entire report. CPT is different than

he approach used by Ehlers.

20 Peer Introduction | b.) Table 2 does not mention guanfacine (an alpha-2 agonist) , about which 2 RCTs We have added guanfacine to
Reviewer #2 have been published Table 2.

Brief eclectic psychotherapy is NOT "a general class of therapies"
manualized and discrete psycho-therapeeutic approach.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productD=1435
Published Online: April 3, 2013
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22 Peer Introduction | The literature review of the treatments reads as if written by people who do not know As described in the response
Reviewer #3 the literature well. It is scholarly and comprehensive, but reflects key to the previous comment, we
misunderstandings that need to be corrected before the report is finalized. For have revised and expanded
example, Brief Eclectic Psychotherapy is described as a general class of therapies the description of BEP to

rather than a specific intervention. The treatment is in fact a specific branded type of clarify.
therapy that was developed by Berthold Gersons. It draws from a variety of theoretical
approaches, including psychodynamic and cognitive-behavioral, but it is a very specific
16-session protocol that “...combines cognitive-behavioral and psychodynamic
approaches, and a farewell ritual at the end of the treatment in a single treatment
method and also devotes attention to the patients’ partner and work-related problems.
BEP is a manualized psychotherapy for PTSD patients who have experienced a wide
range of traumas (Gersons, Carlier, & OIff, 2004).” (as cited in Lindauer et al., Journal
of Traumatic Stress, 2005). There is a copyrighted manual for BEP as well. This state
of affairs differs markedly from the description of BEP on p. 3.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productD=1435
Published Online: April 3, 2013
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24 Peer Introduction | One other serious problem is the classification of coping skills therapy. There are two | We have revised our analyses
Reviewer #3 specific issues. One is that, as defined, it is a catch-all that includes a range of so that we don’t combine any
psychotherapeutic and not psychotherapeutic active treatments and comparison of these various things we've
treatments. There is no clinical or rational basis for combining relaxation training (a deemed coping skills. We
control treatment) with stress inoculation training (a fist-line treatment in practice- present results/conclusions
guidelines around the world). Consequently, any overall effect for this category does separately for SIT and for
not have sufficient scientific meaning or clinical relevance. relaxation. We have added
text to note this in the
Second, not all of these treatments are cognitive-behavioral therapy. A CBT protocol introduction as well as to make
might include relaxation training but relaxation is not exclusively CBT. sure readers are aware of the
points raised here by the
reviewer.
25 Peer Introduction | The introduction does little to reconcile the controversies around the existing guidelines [ We have completely revised
Reviewer #3 and in fact makes it seem as if controversy is more widespread than is actually the the section of the introduction.
case. There is very strong agreement about psychotherapy, with the exception of the We have softened the
IOM report, which erroneously classified CPT as an exposure therapy (and thereby language about controversy
weakened the cognitive category) and judged the EMDR findings as insufficient for and added some more
methodological reasons. There is more divergence in the pharmacotherapy ratings specifics about the various
across guidelines, particularly in the VA/DoD, IOM, and NICE ratings. It would help guidelines. Of note, the
readers to have a more accurate picture of the state of affairs. intention of the introduction is
not to reconcile the
controversies---the intention is
to set the stage for an
evidence review. Further, a
detailed review of all the
guidelines is not the intention
of this report so we did not
want to expand this text too
much in a report that is already
very large, but we have
expanded it some to clarify
and to address the reviewers
points.
26 TEP Reviewer | Introduction |Well written. Thank you
#5
27 TEP Reviewer | Introduction | The introduction was well-written and provides a good background for the remainder of | Thank you
#6 the report.
28 Anonymous Introduction | This is an ambitious and comprehensive project. Thank you
Reviewer #1
Unfortunately, the introductory description of EMDR therapy is inaccurate. It appears to | We have revised the
be an erroneous rendition of “EMD” that has not been used since 1994. introductory description of
EMDR as suggested. The new

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1435
Published Online: April 3, 2013
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Specifically, in EMDR, the patient is not asked to imagine the event as if it is in the
present. During the Assessment phase, the patient is initially asked to identify image,
negative cognition, emotion and physical sensation, along with a desired cognition and
numerical baseline measures. During memory processing, the patient is not asked to
repeatedly return to the memory or to rate distress. An associative process is engaged
and tracked by the clinician. The positive cognition is not evoked until the end of
treatment. The description of the theory does not correspond to current research (see
list below). Three early research studies reported positive effects in the treatment of a
single trauma within three sessions. However, treatment was not restricted to this in
clinical practice.

Given length restrictions, the following is an accurate description of the treatment:

EMDR therapy is an eight phase treatment combining brief exposures to aspects of
the traumatic event with concurrent induction of saccadic eye movements. The latter
are theorized to both interfere with working memory and elicit an orienting response,
which lower emotional arousal so that the trauma can be resolved. The patient is
initially instructed to identify imaginal, cognitive and somatic elements of the traumatic
memory. The clinician then asks the patient to access the memory while focusing on
rapid movements of the clinician’s fingers. After approximately 30 back and forth eye
movements, the clinician asks the patient to report any associations that may have
emerged. The clinician follows standardized procedures to monitor and guide the
patient’s associative process during sequential sets of eye movements. Although early
studies of EMDR evaluated 1 to 3 sessionsl, current standards consist of 8 to 12
weekly 90-minute sessions.?

1. Rothbaum, B. O. (1997). A controlled study of eye movement desensitization and
reprocessing in the treatment of post-traumatic stress disordered sexual assault
victims. Bulletin of the Menninger Clinic, 61, 317-334

2. Shapiro, F. (2001). Eye movement desensitization and reprocessing: Basic
principles, protocols and procedures (2nCI ed.). New York: Guilford Press.

It might also be useful to note the differences between CBT and EMDR treatments. In
EMDR therapy, there is no detailed description of the event and no homework. In the
research included in these guidelines comparing the two forms of treatment, the EMDR
condition used no homework, compared to approximately 50 hours in the CBT
condition. As noted by Rothbaum et al. (2005), “An interesting potential clinical
implication is that EMDR seemed to do equally well in the main despite less exposure
and no homework.” (p. 614)

Research supporting the theories that the eye movements disrupt working memory and
elicit an orienting response:

version clarifies the points
made here by the reviewer.

We have hand-searched the
references included by this
reviewer to make sure our
searches didn’t miss any
studies. We did not find any
additional studies that our
searches missed from
reviewing this. (the list did not
result in additional studies
being added to the evidence
on EMDR).

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1435
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Andrade, J., Kavanagh, D., & Baddeley, A. (1997). Eye-movements and visual
imagery: A working memory approach to the treatment of post-traumatic
stress disorder. British Journal of Clinical Psychology, 36, 209-223.

Barrowcliff, A.L., Gray, N.S., Freeman, T.C.A., & MacCulloch, M.J. (2004). Eye-
movements reduce the vividness, emotional valence and electrodermal
arousal associated with negative autobiographical memories. Journal of
Forensic Psychiatry and Psychology, 15, 325-345.

Barrowcliff, A.L., Gray, N.S., MacCulloch, S., Freeman, T. C.A., & MacCulloch, M.J.
(2003). Horizontal rhythmical eye-movements consistently diminish the
arousal provoked by auditory stimuli. British Journal of Clinical Psychology,
42, 289-302.

Christman, S. D., Garvey, K. J., Propper, R. E., & Phaneuf, K. A. (2003). Bilateral eye
movements enhance the retrieval of episodic memories. Neuropsychology.
17, 221-229.

Elofsson, U.O.E., von Scheele, B., Theorell, T., & Sondergaard, H.P. (2008).
Physiological correlates of eye movement desensitization and reprocessing.
Journal of Anxiety Disorders, 22, 622-634.

Engelhard, I.M., van den Hout, M.A., Janssen, W.C., & van der Beek, J. (2010). Eye
movements reduce vividness and emotionality of “flashforwards.” Behaviour
Research and Therapy, 48, 442—-447.

Engelhard, I.M., et al. (2011). Reducing vividness and emotional intensity of recurrent
“flashforwards” by taxing working memory: An analogue study. Journal of
Anxiety Disorders 25, 599-603.

Gunter, R.W. & Bodner, G.E. (2008). How eye movements affect unpleasant
memories: Support for a working-memory account. Behaviour Research and
Therapy 46, 913— 931.

Hornsveld, H. K., Landwehr, F., Stein, W., Stomp, M., Smeets, S., & van den Hout, M.
A. (2010). Emotionality of loss-related memories is reduced after recall plus
eye movements but not after recall plus music or recall only. Journal of EMDR
Practice and Research, 4, 106-112.

Kavanagh, D. J., Freese, S., Andrade, J., & May, J. (2001). Effects of visuospatial
tasks on desensitization to emotive memories. British Journal of Clinical
Psychology, 40, 267-280.

Kuiken, D., Bears, M., Miall, D., & Smith, L. (2001-2002). Eye movement
desensitization reprocessing facilitates attentional orienting. Imagination,
Cognition and Personality, 21, (1), 3-20.

Lilley, S.A., Andrade, J., Graham Turpin, G.,Sabin-Farrell, R. & Emily A. Holmes, E.A.

(2009). Visuospatial working memory interference with recollections of trauma.

British Journal of Clinical Psychology, 48, 309-321.
Maxfield, L., Melnyk, W.T. & Hayman, C.A. G. (2008). A working memory explanation
for the effects of eye movements in EMDR. Journal of EMDR Practice and
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Research, 2, 247-261.

Sack, M., Hofmann, A., Wizelman, L., & Lempa, W. (2008). Psychophysiological
changes during EMDR and treatment outcome. Journal of EMDR Practice and
Research, 2, 239-246.

Sack, M., Lempa, W. Steinmetz, A., Lamprecht, F. & Hofmann, A. (2008). Alterations in
autonomic tone during trauma exposure using eye movement desensitization
and reprocessing (EMDR) - results of a preliminary investigation. Journal of
Anxiety Disorders, 22, 1264-1271.

Schubert, S.J., Lee, C.W. & Drummond, P.D. (2011). The efficacy and
psychophysiological correlates of dual-attention tasks in eye movement
desensitization and reprocessing (EMDR). Journal of Anxiety Disorders, 25, 1-
11.

Van den Hout, M., Muris, P., Salemink, E., & Kindt, M. (2001). Autobiographical
memories become less vivid and emotional after eye movements. British
Journal of Clinical Psychology, 40, 121-130.

van den Hout, M., et al. (2011). EMDR: Eye movements superior to beeps in taxing
working memory and reducing vividness of recollections. Behaviour Research
and Therapy, 49, 92-98.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productD=1435
Published Online: April 3, 2013

13



Comment Commentator Section Comment Response
Number = & Affiliation

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productD=1435
Published Online: April 3, 2013
14



o~

; —
AHRQ €)'} Effective Health Care Program

Agency for Healthcare Research and Guality
Agvancing Exceliance in HBah Care » wwW.ahIG.gow

wd

Comment | Commentator

Section Comment

Response

Number | & Affiliation
30 Anonymous Introduction | 5: "Furthermore, patient preferences need to be incorporated into shared Thank you, we agree that this
Public decisionmaking about treatment because they can influence treatment adherence and |is an important point.
Reviewer #2 therapeutic response. "
As suggested in this comment,
This is a very key statement—good to see it. In addition, though, there need to be other | we have added information to
caveats, such as lack of readiness for some treatments (this simply must be made the report to further clarify how
clear repeatedly—one can do a lot of harm by pushing patients to do intense PTSD many studies set various
treatments too early, while they have vulnerability factors such as current exclusion criteria. See
homelessness, domestic violence, etc). Also, to mention here are workforce issues and | responses to other comments
cost of treatments (as noted earlier), and also prior non-response or iatrogenic effects. |from this reviewer as many of
Many patients are re-entered into the same few treatments over and over (the so-called | them are related to this point.
"first line" treatments) when they didn't benefit prior. Our revisions include 6 new
Overall, this document emphasizes internal over external validity —emphasizing paragraphs in the Applicability
certain treatments that have more evidence, but which still are clearly lacking in section of the report.
evidence that relate to vast swaths of the PTSD population. These "first line"
treatments, for example, don't yet have a single published RCT in any substance
dependent patient sample. Yet substance use disorders are one of the most common
psychiatric diagnoses in the US population. Many clinicians, policy makers, and entities
will rely on this document. There are already concerns in the field of these "first line"
treatments being done with all patients—even when there is no evidence for some
subpopulations (such as those named earlier, who have been excluded from research
trials).
31 Brown, Peter |Introduction |Please see PDF See response to initial
Public comment from this reviewer.
Reviewer
32 Najavits, Lisa |Introduction |N/A No response required.
Public
Reviewer
33 Peer Methods What I'm about to say next does not gainsay the above. | did have some As the reviewer thought might
Reviewer #1 methodological concerns. Moreover, some of these concerns other be the case, we do not agree

researchers/reviewers/statisticians may not be agreement on.

So, for the consideration of the author(s):

For statistics like time to remission, time to return to work, etc. either the analysis
should be based on survival curves (more on that later), or the time point at which
analysis is done must be stated, e.g., whether or not remission occurs within 6 months
of diagnosis or 3 months or 1 year. The effect size will change in such cases
depending on the follow-up time. There is too much emphasis here on statistical
significance. After all, the strength of meta-analysis is the focus on effect sizes. It would
be a major improvement if it were stated ‘a priori’ what effect size would be the
threshold of clinical significance. Then any RCT that did not have adequate power (at
least 50% power) to detect any effect size greater than that threshold should be

with much of this and with
mos