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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.
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Commentator &

Section Comment

Response

Affiliation

Peer Reviewer #1 Executive The fact that no definitive decisions can be made with respect to the Thank you for your comment. The report attempts
Summary use of OMBP in patients undergoing various colorectal operations to reflect uncertainty in the data using appropriate
certainly does limit the clinical utility of this report statistical methods. We think that it is valuable to
know the extent of uncertainty in the evidence
used to guide daily clinical decisions.
Peer Reviewer #1 Executive The limitation [see above] is secondary to a lack of useful evidence to | Thank you. No further response necessary.
Summary serve as the basis for clinical utility makes this report an essential tool
in directing future research and registry construction.
Peer Reviewer #1 Executive The key questions are those that we want answered, and yes, they Thank you. No further response necessary.
Summary are stated explicitly.
Peer Reviewer #1 Introduction Pg 9 Ln 49-51; The Canadian colorectal society guidelines spoke We have clarified current guidance on OMBP
about omitting OMBP for OPEN right and left colon resection; there regarding open and laparoscopic surgery.
are no recommendations that OMBP can be eliminated for
laparoscopic resection and the SAGES guidelines on laparoscopic
resection for colorectal cancer recommends OMBP for laparoscopic
cases
Peer Reviewer #1 Introduction There is an ongoing project that intends to look at OMBP in We agree and have highlighted this is a target for
laparoscopic surgery, but for the purposes of this report, | would think | future (ongoing) research.
it important to avoid any implications that current data speak to this
issue
Peer Reviewer #1 Methods The search strategies are well detailed and well designed, and the Thank you. No further response necessary.
reasons why publications have been included and excluded are clear.
Peer Reviewer #1 Methods Including the references used and omitted in the appendix is quite Thank you. No further response necessary.
useful as well, since it permits readers the opportunity to appreciate
the body of literature that served as the evidentiary basis for the
monograph.
Peer Reviewer #1 Methods Yes, the outcome measures criteria are appropriate and clear as well. | Thank you. No further response necessary.
Peer Reviewer #1 Methods I am not qualified to comment on the statistical methodology. No response necessary.
Peer Reviewer #1 Results Pg 16 Ln 54; ...although OMBP never appears to be the most likely We have removed this sentence. We agree that at

best choice. In my review, none of the approaches ever seem likely
to be the best choice. This statement seems more opinion than
restatement of objective observation.

this point the analyses indicate substantial
uncertainty regarding the optimal OMBP strategy.
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Peer Reviewer #1 Results The amount of data presented is just about right, and the detail is Thank you. No further response necessary.
sufficient to allow the reader a complete view but not overwhelmingly
detailed.

Peer Reviewer #1 Results The characteristics of the studies are clearly presented as well. Thank you. No further response necessary.

Peer Reviewer #1 Results The figures don't offer much in this scenario because the evidence We have removed some of the figures from the
doesn't lead to clear conclusions and decision-making; therefore, the | Executive Summary and have moved some of the
figures cannot be more influential. figures from the main text to appendices.

Peer Reviewer #1 Results I do recommend that leading statements, like the one outlined above, | We have removed the sentence regarding the
be omitted to avoid the introduction of writer bias. “best” OMBP strategy. Please also see our

reseponse regarding the same issue, above.

Peer Reviewer #1 Conclusion Yes, the major finding is clearly stated, as well as its implication; that | Thank you. No further response necessary.
no genuine discernible points of clinical advisement are available
presently.

Peer Reviewer #1 Conclusion The future research section does point out areas where studies are Thank you. No further response necessary.
needed, and reviews studies in progress germane to the topic.

Peer Reviewer #1 Conclusion It might be reasonable to spell out a study design explicitly that will We have provided additional study design
deliver the information needed, perhaps not in the article, but in a recommendations, particularly with respect to
related document or web place, to direct those capable of providing sample size requirements for superiority and non-
the necessary evidence toward providing it. inferiority designs, over plausible baseline event

rates.

Peer Reviewer #1 General The report is well organized and presented, and the main points are Thank you. No further response necessary.
clearly made

Peer Reviewer #1 General If there were clinically relevant conclusions, the structure would be Thank you. No further response necessary.
such that this work supports clinical decision-making.

Peer Reviewer #1 General Given the limitations of the underlying literature, and the lack of We agree that there is substantial uncertainty
definitive conclusion reached herein, the clinician will understand regarding the most appropriate OMBP strategy.
from reading this piece that no advisement toward optimal clinical Please note that EPC reports do not make clinical
decision-making is available presently regarding the use of OMBP recommendations but focus on reviewing and
prior to colorectal surgery. synthesizing the available evidence.

Peer Reviewer #1 General The work, however, has achieved its goal. Thank you. No further response necessary.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1900
Published Online: April 30, 2014




o ——
AHRQ €)'} Effective Health Care Program

Apency for Healthcare Ressarch and Quality
Advancing Excellance in Haaith Care » www.ahra.gov

g

Commentator &

Affiliation Section Comment Response
Peer Reviewer #2 Executive The authors have only referred to the use or oral antibiotics on page Please note that a comprehensive review of the
Summary ES-2 when they say “Antibiotics, parenteral or oral, are also often role of oral antibiotics in the preparation of
administered preoperatively for systemic coverage and for reducing patients for colorectal surgery was out of the
the concentration of anaerobic bacteria in the gut” and only two scope of this review. We have provided details for
references are cited. the included studies regarding the use of oral

antibiotics (additional information has been
extracted and will be made available online).
However, our search strategies and study
selection criteria did not allow us to perform any
analyses regarding the benefits and harms of oral
antibiotics.

We realize that the use of oral antibiotics (alone or
in combination with OMBP) is an active research
area with interesting emerging observational data.
For this reason we have addressed issues related
to their evaluation in future research studies in the
Discussion section of the revised report.

Peer Reviewer #2 Executive There is a substantial published literature with prospective, Please note that a comprehensive review of the
Summary randomized, placebo controlled trials that verify the use of oral role of oral antibiotics in the preparation of
antibiotics with mechanical preparation compared to mechanical patients for colorectal surgery was out of the
preparation alone. scope of this review.

The studies described by the reviewer (oral AB +
OMBP versus OMBP) cannot provide information
on the main effect of OMBP (which was the target
of our review). Please also see our reply to the
preceding comment.

Peer Reviewer #2 Executive There are meta-analyses which show that oral antibiotics with Please see our reply to the preceding comment.
Summary mechanical preparation and systemic antibiotics yield lower
infection rates than mechanical preparation and systemic
antibiotics only, but these are not identified anywhere in this

manuscript

Peer Reviewer #2 Introduction The introduction does not give a perspective of the work of Edgar Thank you for providing these references. We
Poth and others of 60-70 years ago who documented that have provided some historical context regarding
mechanical preparation is not of value. the evolution of preparation for colorectal surgery

over time, however we base our analyses on
studies selected using the criteria described in the
Methods section of the report.
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Peer Reviewer #2 Introduction

The introduction implies that the practicing community has been
totally misdirected about mechanical preparation.

Peer Reviewer #2 Results The results are fine for as far as they have gone

Peer Reviewer #2 Discussion

The foundation for the future research section is lacking from the
discussion delivered earlier in the manuscript.

o ——
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Response

We did not mean to imply any misdirection of the
clinical research community, and we have
carefully reviewed the text to avoid any
misunderstandings. We note that several other
reviewers found the Introduction to be informative
and balanced.

Thank you. No further response necessary.

We have provided additional concrete suggestions
for future research activities.
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Peer Reviewer #2

Conclusion

The authors have stated “We believe that there is need for a large,
pragmatic and definitive RCT examining all combinations of using
versus not using OMBP, oral antibiotics, and enema prior to
colorectal surgery.” There is already a strong body of evidence that
supports the use of 1) mechanical bowel preparation, 2) oral
antibiotic preparation, and 3) appropriate systemic antibiotic all used
together for the optimum prevention of surgical site infections in
elective colon surgery.

First, this report did not examine the main
treatment effects of oral or parenteral antibiotics
(we only examined them as co-interventions).
Thus, we cannot discuss the strength of evidence
regarding points #2 and #3 in the reviewer's
comment.

Regarding point #1, we found that randomized
trials have not produced conclusive results
regarding the benefits and harms of OMBP. For all
but four outcomes, the credible intervals around
summary estimates were very wide, indicating
substantial uncertainty regarding the comparative
effectiveness of OMBP and no preparation or
enema. For the remaining four comparisons of
OMBP versus no preparation (all-cause mortality,
leakage, wound infection and peritonitis) credible
intervals were somewhat tighter (but still included
the null value), leading us to conclude that the
strength of evidence was low for “lack of
difference”.

Peer Reviewer #2

Conclusion

Studies that continue to re-iterate the same conclusions with the
same trials of mechanical preparation alone are of no value. It is like
studying bicycles without tires: they do not go very fast.

We believe that our analyses are the first to fully
illustrate the amount of uncertainty in the existing
trials of OMBP. For example, numerous reviews
have used (in our opinion) inappropriate statistical
models that assume the “true” effect of OMBP to
be the same across studies. Our analyses better
reflect uncertainty and can provide more reliable
guidance for the planning of future research.

Peer Reviewer #2

Conclusion

The oral antibiotics must be a component of the mechanical bowel
preparation and that is the scientific basis for cleansing the colon.
It puts the tires back on the bicycle.

We appreciate the emphasis placed by the
reviewer on oral antibiotics. Please see our replies
above regarding the scope of the review (OMBP
was the focus, not oral antibiotics) and the steps
we have take to address the role of oral antibiotics
in future research on OMBP.

Peer Reviewer #2

General

The role of oral antibiotics with the mechanical preparation has been
omitted. This is the key question, and not whether mechanical
preparation is of any value.

Unfortunately, this was not the Key Question
posed by the nominator or one that emerged in
extensive discussions with Key Informants and
Technical Experts. As we have detailed in our
replies to preceding comments, the use of oral
antibiotics was not within the scope of the review.
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Peer Reviewer #2 General The manuscript is organized well. It is just not inclusive of the entire Thank you for your comment. Please see our
subject; specifically, the role of oral antibiotics with mechanical responses above regarding the inclusion of
preparation. studies on oral antibiotics.

Peer Reviewer #2 General This manuscript reviews the published literature on the subject of Thank you for reviewing this report. No further
whether mechanical bowel preparation reduces surgical site response necessary.
infections, including anastomotic leakage

Peer Reviewer #2 General As has been identified in previous Cochrane reviews with attendant We respectfully disagree with this interpretation of
meta-analyses and meta-analyses by others, the authors have our results. We found weak evidence suggesting
concluded that evidence supports that mechanical preparation of the that OMBP has similar effectiveness with no
colon can be omitted. preparation with respect to all-cause mortality,

anastomotic leakage, wound infection, and
peritonitis for patients undergoing elective surgery
for colorectal cancer. However, the evidence base
was too weak to confidently exclude either modest
benefit or modest harm. Evidence for other
outcomes and comparisons was insufficient to
draw definitive conclusions.

Peer Reviewer #2 General They also site the Canadian Society of Colon and Rectal Surgeons as | Thank you. No further response necessary.
issuing guidelines that mechanical preparation should be omitted.

Peer Reviewer #2 General The European Enhanced Recovery After Surgery (ERAS) Society has | We have refrained from citing ERAS guidelines
recently made similar recommendations because they refer to bundles of interventions.

Similarly, trials of ERAS were not considered in
the report because they cannot be used to identify
the effect of OMBP from the other bundled
interventions.

Peer Reviewer #2 General It can certainly be said that mechanical preparation of the colon alone | We respectfully disagree with this interpretation of
is not of benefit in the reduction of surgical site infection, as was our results. We found weak evidence suggesting
documented by dedicated surgical investigators of the 1930s and that OMBP has similar effectiveness with no
1940. In my perspective, the manuscript is a re-iteration of evidence preparation with respect to all-cause mortality,
that has been present in the surgical literature for 70 years. This does | anastomotic leakage, wound infection, and
not need to be studied any further unless a unique component to the peritonitis for patients undergoing elective surgery
mechanical preparation can have antimicrobial or modulation activity for colorectal cancer. However, the evidence base
against the potential pathogens of the colon. was too weak to confidently exclude either modest

benefit or modest harm. Evidence for other
outcomes and comparisons was insufficient to
draw definitive conclusions. We have provided
concrete suggestions regarding future research
that could clarify the relationship between OMBP
and oral antibiotic use on effectiveness.
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Peer Reviewer #2 General The manuscript is obviously well written and is very thorough in Thank you. Please see our replies to comments
addressing the recent barrage of literature that is attacking from the same reviewer regarding the
mechanical preparation alone. For this to be of acceptable quality, it interpretation of our results and the need to further
must address the scientific basis of using oral antibiotics with the investigate the relationship between OMBP and
mechanical bowel preparation. To do otherwise, is to misdirect the oral antibiotics.
practicing community on the road to enlightened prevention of
surgical site infection in elective colon surgery.

Peer Reviewer #3 Introduction Clearly written. Thank you. No further response necessary.

Peer Reviewer #3 Introduction They state that there were no RCT to support bowel prep, But We have reviewed several papers by Drs. Nichols
Nichols and Condon published a multi-center trial in the 70s to and Condon and we have included any that met
support bowel prep with antibiotics. They state secular trends do not our selection criteria. Please note that studies
support looking at this issue, but in the two large multicenter comparing the use of oral antibiotics versus not
observational studies (one private sector and one VA), oral antibiotics | were not within the scope of the review (unless
are still used in 35-40% of patients. patients also received alternative OMBP

treatments).

Peer Reviewer #3 Methods There seems to be considerable bias among the authors that the role | To the contrary, we have provided specific
of oral antibiotics does not need further study. recommendations for future research on oral

antibiotics in association with future research on
OMBP.

Peer Reviewer #3 Results They try to look at harm although many studies were not powered to We agree that many of trials were not designed to

study harm. evaluate harms and for that reason we have also
considered NRCS and single group studies. As an
aside, whether a study was “powered” to evaluate
harms has no bearing on the interpretation of
study results once the data have been collected
and analyzed.

Peer Reviewer #3 Results The amount of effort devoted how they looked at key question 2 We have presented the evidence (and the
given the lack of data is distracting. methods used to identify and appraise it) for all

predefined outcomes. We do not believe that the
presentation is distracting.

Peer Reviewer #3 Discussion The future research is clear, but again needs to be more We have increased the specificity of our
transformative: recommendations for future research.

Peer Reviewer #3 Discussion Should we study oral antibiotics without prep? We have addressed this issue in the revised

report (see Discussion, Future Research Needs).

Peer Reviewer #3 Discussion How does enhanced recovery factor in? We have addressed this issue in the revised

report (see Discussion, Future Research Needs).
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Peer Reviewer #3 Conclusion | don't think we need any more studies of mechanical prep alone to We respectfully disagree with this conclusion. We
no prep. have expanded on our rationale for

recommending a new trial.

Peer Reviewer #3 Conclusion Yes, the report is clear but the findings are not new or different from In the Discussion section we have highlighted the
Cochrane analyses. differences between our work and the Cochrane

review on the same topic.

Peer Reviewer #3 Conclusion It is unclear how they will inform, or possibly misinform policy Hopefully, the up-to-date summary of the
decisions. evidence that we provide, together with the use of

statistical methods that fully account for data
uncertainty can inform clinical practice and the
design of future research. Please note that EPC
Evidence Reports do not make clinical or policy
recommendations.

Peer Reviewer #3 General There are twelve meta-analyses or sytematic reviews on this topic We have expanded the discussion of differences
including 5 in the Cochrane database since 2000 between our work and previous systematic

reviews.

Peer Reviewer #3 General While the key questions are explicitly stated, they did not have We agree that there is insufficient evidence to
evidence to answer many of them. answer the Key Questions posed by this review.

Hopefully our analyses and recommendations for
future research can provide some guidance for
investigators in this field.

Peer Reviewer #3 General They totally ignore whether oral antibiotics with or without mechanical | Please note that a comprehensive review of the
bowel preparation are important. Two large observations studies role of oral antibiotics in the preparation of
confirm the finding of this analysis - mechannical bowel prep offers patients for colorectal surgery was out of the
no protection from surgical site infection, however, patients receiving | scope of this review. We have provided additional
oral antibiotics with or without mechanical prep had a 50% reduction details for the included studies regarding the use
in the adjusted odds of surgical site infection. This should really be a | of oral antibiotics. However, our search strategies
key question. The field moved away from oral antibiotics prior to and study selection criteria do not allow us to
moving away from mechanical prep, such that many recent trials did perform any analyses regarding the benefits and
not include oral antibiotics. harms of oral antibiotics.

We realize that the use of oral antibiotics (alone or
in combination with OMBP) is an active research
area with interesting emerging observational data.
For this reason we have addressed issues related
to their evaluation in future research studies in the
Discussion section of the revised report.

Peer Reviewer #4 Introduction The introduction is clear, concise, and easily understood. Thank you. No further response necessary.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1900
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Peer Reviewer #4 Introduction The inclusion exclusion criteria are justifiable and the search Thank you. No further response necessary.
strategies are explicitly stated and logical.
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Results The details presented are appropriate and appropriately

comprehensive.

Thank you. No further response necessary.

Peer Reviewer #4 Results The tables, figures, and references are very appropriate. Thank you. No further response necessary.

Peer Reviewer #4 Discussion The implications and major findings are clearly stated. Thank you. No further response necessary.

Peer Reviewer #4 General This report is very clinically meaningful having appropriately posed
and answered almost all of the key questions.

Thank you. No further response necessary.
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Peer Reviewer #5 Introduction The introduction provided a clear outlining of the background and

need for this systematic review.

Thank you. No further response necessary.

Peer Reviewer #5 Methods Search strategies and study selection seem appropriate and carried
out correctly.

Thank you. No further response necessary.

Peer Reviewer #5 The authors have correctly done meta-analysis based on clinical and | Thank you. No further response necessary.
methodological homogeneity prior to computing statistical
heterogeneity and have also correctly chosen to analyze randomized
and non-randomized studies separately.

Peer Reviewer #5 Methods By choosing odds ratios for the standard meta-analyses as well, they | Thank you. No further response necessary.
ensure a consistent comparison across the two types of analysis.

Peer Reviewer #5 Methods The methods, software, and choice of priors for this analysis all seem | Thank you. No further response necessary.
to be appropriate for the situation.
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Peer Reviewer #5 Methods | do have a couple of concerns with the following statement on page Under the assumption that data is missing
11 lines 28-32: "Studies comparing enema alone and no OMBP or (completely) at random, we believe our comment
enema were not in the scope of this report, and such studies (if any about the absence of bias to be correct. Both
exist) are not included [in] the analyses. This does not induce any pairwise and network meta-analyses may be
bias in estimates of the treatment effects obtained from comparisons | biased if selection processes are operating in a
reported in the included studies." (note the typo). Firstly the authors given research field. It is not clear how these
state that these studies are outside the scope of the review, yet on processes could be modeled adequately,
page 40, Table 6, the authors list all the indirect results from the specifically regarding the use of OMBP in
network analyses for the comparison of enema vs no preparation. Is colorectal surgery.
this not a contradiction? If they are going to present these results,
would it not be informative to have the direct comparison studies to The fact that a group of studies was not deemed
augment this information? Secondly, even if we concede that this within the scope of the report (for feasibility
comparison is not within the scope of the review, the studies reasons) does not imply that indirect estimates are
comparing enema to no preparation would still inform the other biased or that they should not be reported. In the
comparisons indirectly within the network meta-analysis, so I'm not Final Report we have clarified how these
sure the authors statement that the exclusion of these trials does not | estimates were obtained and have clearly
induce bias can be taken at face value--(I agree it is true for the direct | indicated them as indirect. We prefer not to drop
meta-analyses, but not necessarily for the network analyses). | think these results entirely.
the authors need to better justify their decision not to include these
studies in their review.

Peer Reviewer #5 Results The results section is well organized and clearly presents the authors' | Thank you. No further response necessary.
findings.

Peer Reviewer #5 Results In the standard meta-analysis sections, outcomes are listed with Thank you. No further response necessary.
forest plots where necessary and interpretations of results seem
appropriate and clear.

Peer Reviewer #5 Results For the network analyses, pairwise results are presented in table Thank you. No further response necessary.
forms, which is appropriate given the small number of interventions.

Peer Reviewer #5 Results The rank probability graphs are interesting, but they are a little hard Strictly speaking, the area is undefined for
to interpret. One suggestion to improve them would be to include the | discrete distributions (such as ranks). We think
SUCRA calculation (see Salanti G, ADes AE, loannidis JP. 2011 that such presentation would be somewhat
Graphical methods and numerical summaries for presenting results strange in this particular case, because only 3
from multiple-treatment meta-analysis: an overview and tutorial. J values are possible (1-2-3). We have opted not to
Clin Epidemiol. 64(2): 163-71) which allows the reader to more easily | use SUCRA.
determine which treatment has the better probability rankings.

Peer Reviewer #5 Results The summary figures for the active OMBP strategies take a little bit of | Thank you. No further response necessary.

time to understand, but | think in the end they are a nice way of
summarizing this bunch of clinically heterogeneous data.
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Peer Reviewer #5 Results No other issues with the results. Figures and tables are easy to Thank you. No further response necessary.
follow and | don't see any gaps in the selection of studies etc.

Peer Reviewer #5 Discussion Their use of confidence intervals to interpret both statistical and Thank you. No further response necessary.
clinical significance of findings is commendable.

Peer Reviewer #5 Discussion Their lists of limitations and evidence gaps are appropriate and this is | Thank you. No further response necessary.
generally reflected in their cautious interpretations and list of future
research needs.

Peer Reviewer #5 Discussion Perhaps one issue that needs to be elaborated on is the authors' We have suggested that the individual patient
suggestion of doing an individual patient meta-analysis. In my data meta-analysis could be focused on recently
experience this is rarely possible, and probably impossible if many of | conducted trials of OMBP vs. enema or no

the studies are very old (which seems to be the case here according preparation.

to figure 3). I would like the authors to expand a bit on how they feel
this could be done with the current set of studies. Would it be done
only on a subset of the most recent studies (and even then only on
the ones that cooperate and are willing to surrender their individual
patient data)?

Peer Reviewer #5 Conclusion | think the authors were correctly cautious in interpreting and making | Thank you. No further response necessary.
conclusions based on the results of the analyses.

Peer Reviewer #5 General Overall this report is very well conducted, written, and organized in a | Thank you. No further response necessary.
way that makes it easy to follow and understand what the authors did

Peer Reviewer #5 General Key guestions were explicitly stated and | believe sufficiently Thank you. No further response necessary.
addressed within the scope of the review.

Peer Reviewer #5 General I have no issues with the structure, clarity, and usability of the report. | Thank you. No further response necessary.
Peer Reviewer #5 General Aside from the specific comments made in other sections, | think this | Thank you. No further response necessary.
was an exceptionally well written review and the authors are to be
commended.
Peer Reviewer #5 General There were some formatting issues, that may have been just with the | Thank you. This typesetting error seems to be
version | printed out, but | will mention them. Specifically Figure 11 caused by an incompatibility between our software
(page 34) seemed to cut off some of the text and same (but to a and the PDF conversion software used by the
lesser extent) for figure 13 on page 40. online submission system. We have made sure
that the problem does not appear in the revised
report.
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Peer Reviewer #5 General Page 1, line 43: "..a recent large raondomized trial of found that the Thank you spotting this typo. We have corrected

rate...."; delete the word "of" or finish the phrase. it.

Peer Reviewer #6 Introduction Well written and states the objectives clearly. Thank you. No further response necessary.

Peer Reviewer #6 Methods The analytical process and methods were sound. Thank you. No further response necessary.
Peer Reviewer #6 Discussion The future research section lacks specifics. We have provided more concrete research
recommendations.

Peer Reviewer #6 Conclusion Their conclusions are clearly stated and justified. It is more that this Thank you. We believe that all previous analyses
analysis does not add any significant findings to those already have underestimated the uncertainty in the
published. available data. We believe that our results can

help guide clinical practice and the planning of
future research studies.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productiD=1900
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Peer Reviewer #7 Results

Peer Reviewer #7 Discussion

Peer Reviewer #7 Figures 11 and 13 have the legends obscured by the figure.

Research and Quality
Acvancing Excallance in Health Care » www.ahra.gov

Comment

However, it does not add much to the recent Cochrane review as far
as recommendations for practice parameters.

However, due to the issues raised above and the inconclusive
findings, this report cannot be used to support one practice over
another. It's unclear if it can honestly say that both practices are
equivalent.

The results are described in great detail.

Discussion is excellent.

o ——
{ (€)7 Effective Health Care F‘ru-[_;rum

Response

In the Discussion section we have provided a
summary of the differences between our work and
the Cochrane report. We believe that our (more
conservative) interpretation of the evidence is
more appropriate. We have based our conclusions
on analyses that fully account for the uncertainties
in the available data (in ways that the Cochrane
review does not).

We agree with this interpretation of our results and
hope that our future research needs
recommendation will useful to researchers in this
field.

Thank you. No further response necessary.

Thank you. No further response necessary.

Thank you for pointing this typesetting error. We
have made sure that it does not affect the revised
report.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productiD=1900

Published Online: April 30, 2014

15




o ——
AHRQ €)'} Effective Health Care Program

Agency for Healthcare Resoarch and Guality
Aovancing Excellance in Heaith Care * www.aheq.gov

wd

Commentator &

Section Comment

Response

Affiliation

Peer Reviewer #7 General There remain several typographical errors throughout the manuscript | Thank you. We have corrected all typos brought to
that need to be addressed before publication. our attention.

Peer Reviewer #7 General The authors provide limited discussion as to the role of oral We have expanded somewhat the future research
antibiotics with OMBP. Was it possible to perform an analysis of recommendations with respect to oral antibiotics.
OMBP with oral antibiotics compared to other groups? We have provided information on the use of oral

antibiotics in the primary studies (and complete
study-level information will be made available
online). Please also see above regarding our
ability to perform analyses of the treatment effect
of oral antibiotics in the available data.

Peer Reviewer #7 General A discussion concerning the completion of OMBP. The literature is Unfortunately this was not one of the predefined
based on whether OMBP is prescribed. The issue of compliance is outcomes for our review. Also, it is not clear if
important and should be discussed especially when considering using “completion of OMBP” as an outcome would
future studies. provide actionable information, because this

information (by definition) is unavailable when the
decision to use or not use OMBP is made.

Peer Reviewer #7 General Report is well structured and organized. Thank you. No further response necessary.

Peer Reviewer #7 General Main points are clear. Thank you. No further response necessary.

Peer Reviewer #7 General The review makes an effective case for RCTs to answer the We have provided more concrete
questions; however, the review may want to provide more guidance recommendations for the design of future studies
as to what an effective RCT would look like since there are many in the Discussion section of the revised report.
possible comparisons and many co-interventions to consider.

Peer Reviewer #8 Executive Yes, since surgeons in US clearly has not abandoned OMBP in colon | Thank you. No further response necessary.

Summary surgery and the evidence for abandoning OMBP in anterior resection
of rectum is not is not clearly evidence based.

Peer Reviewer #8 Executive Key question 1 is well defined, but in my opinion already answered We believe that the analyses we present clearly

Summary regarding to colon surgery by two large RCT’s, also acknowledged indicate that there exists substantial uncertainty
by the Canadians. The explicit need for this is not declared in the regarding the effectiveness and safety of OMBP.
Introduction/summary. It seems that the most important reason is that | Please see above and also the strength of
the largest RCT’s are European. evidence assessment in the Final report regarding

the interpretation of the evidence.
Peer Reviewer #8 Methods As a Meta analysis the inclusion criteria of the studies are clear, but Thank you. We have tried to provide a detailed

described in a somewhat confusing way.

description of the selection criteria. The ES
presents a more streamlined version.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1900
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Peer Reviewer #8 Methods Is there really a need for these diversified stats for the main question | We have tried to simplify the Executive Summary
(OMBP or not regarding to 30-day morbidity and mortality)? to make it more user-friendly. We think that
complex data require advanced methods to yield
meaningful answers, particularly with respect to
the uncertainty of the underlying evidence.

Peer Reviewer #8 Results For me hard to understand the important message and some of the Thank you for your comment. We have tried to
graphs hard to understand, though | could not find any errors. streamline the ES to make it more user-friendly.

Peer Reviewer #8 Discussion | agree that possible negative effects should be better studied
compared to no OMBP.

Thank you. No further response necessary.

Peer Reviewer #8 Discussion This matter is not discussed nor do the authors discuss that these We have provided additional information regarding
studies tested the need of OMBP in both right- and left sided colon the inclusion of right- and left-sided resections.
resection.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productiD=1900
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Peer Reviewer #8 Figures some of the graphs hard to understand We have provided additional information in some
figure legends to facilitate interpretation.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productiD=1900
Published Online: April 30, 2014
18



AHRQ

wd

Agency for Healthcare Resoarch and Guality

® o www.ahrg.gov

Technical Expert Panel Members

Commentator &
Affiliation

Section

Comment

o ——
€)'} Effective Health Care Program

Response

TEP #1 Abstract Pg v: You might want to make clear that by "effectiveness"and We have clarified as suggested.
"outcomes" you are generally referring to complications that possibly
could be avoided by OMBP whereas by "harms" you are referring to
adverse events that could be directly attributed to the prep (and not a
failure of its efficacy).
TEP #1 Abstract Pg v, lines 41-2: Perhaps include the statement from pg ES-14 that We have rephrased the Conclusions paragraph of
you cannot exclude a modest (30-50%) change in odds in either the abstract to incorporate this idea.
direction. The emphasis is on modest! It's a helpful piece of info.
TEP #1 Executive ES-1 Line 15: Maybe add: “; however, we did not study the efficacy or | Thank you for this suggestion. We have added a
Summary safety of OMBP for those indications” clarifying footnote.
TEP #1 Executive ES-1 Line 45: Maybe add “elective” so the reader has no confusion, We have rephrased as suggested.
Summary i.e. “percent of all elective colorectal surgeries.”
TEP #1 Executive ES-3 Line 48: | vaguely remember discussing venous The issue of VTE was discussed (in varying levels
Summary thromboembolism in our conference call but | can't remember thinking | of details) in each of the TEP teleconferences we
it was an important outcome. Are there data indicating that held. We decided to include VTE (DVT and PE)
OMBPmight or might not be a risk factor for VTE? outcomes in our review, however the available
evidence was limited. Although a specific
pathogenetic mechanism has not been
established, some experts suggested that use of
OMBP may prolong hospitalization or slow the
rate of recovery post-surgery, and in that way
increase the risk of VTE (due to limited mobility).
TEP #1 Executive ES-5 Line 51: Might it be worth giving some idea of the size and The appendices include detailed sensitivity
Summary potential influence of the retracted paper and whether it was included | analyses after including the retracted study. We
in the recent Cochrane review? Just a thought. have tried to limit the emphasis on this study in
the main text, given the uncertainty regarding the
veracity of the information reported in it.
TEP #1 Executive ES-5 Line 54: Maybe add “each” so “(each with or without enema)” We have rephrased as suggested.
Summary
TEP #1 Executive ES-6 Line 9: I'm a bit surprised that 20 of 46 OMBP trials omitted peri- | Please note that we were referring to study arms
Summary op antibiotics. | thought these were considered a well-validated (not studies). Also note that we cannot distinguish
intervention for bowel surgery even in Europe. Can you make any between lack of use and poor reporting of co-
estimate of the effect of the antibiotics in those 46 OMBP trials? (You | medications. We have clarified this in the text.
probably commented on this and I've forgotten or missed it.)

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1900
Published Online: April 30, 2014

19




o ——
i’HRC{ €)'} Effective Health Care Program

Ag\-ncy for Healthcars Research and Quality
™ * www.ahrgq.gov

vl

Commentator &
Affiliation

Section Comment

Response

TEP #1 Executive ES-8: Note that the title and legend of figure ES-1:3- ??? are We apologize for any inconvenience caused by
Summary obscured this typesetting mistake. We have made sure that
the title and legend are clearly visible in the
revised version of the report.
TEP #1 Executive ES-12 Line 34: Reword the first phrase on this line We have rephrased.
Summary
TEP #1 Executive ES-14 Line 22: “modest (30-50%) change in odds in either direction”. Thank you. This result is based on inspection of
Summary That is a VERY useful finding — and presumably reassuring to those the credible intervals for the association of OMBP
who might want to abandon OMBP. with each of the outcomes of interest. This has
been clarified in the executive summary and main
text.
TEP #1 Executive ES-14 Line 22: Can you add a calculation for the potential absolute In the figures we have provided event rates
Summary differences in a few key outcomes? Given the small event rates, the (study-specific and overall) to give a sense of the
absolute diffs may be pretty tiny. | realize you would have to go absolute magnitude of effects. We have also
beyond the ORs to make such estimates. provided power calculations that make direct use
of the event rate information to estimate required
sample sizes for different study designs. However,
we have refrained from reporting absolute risk
differences. First, absolute differences generally
tend to be heterogeneous across studies. Second,
as the reviewer suggests, using odds ratio meta-
analysis results to derive absolute risk differences
requires the specification of the baseline odds
(and baseline event rates). Results at a given
baseline rate are unlikely to transfer across
populations and can be misleading.
TEP #1 Executive ES-18 Lines 6-7: Might you add how many more RCTs and NRCS you | In the Discussion section (of the ES and the main
Summary have included compared with the Cochrane review? Or give some text) we have provided a summary of the
sense of the increased number of pts included? differences between our work and the Cochrane
review.
TEP #1 Executive ES-18 Line 25: “three relevant non-English” but ES-5 line 38 mentions | Thank you for noticing this typo! We have
Summary four relevant trials. corrected the number.
TEP #1 Executive ES-19 Line 17: Change “remain” to “reveal” or “show"? We have adopted the suggested phrasing.
Summary
TEP #1 Executive ES-19 Line 41: “meta-of existing trials”; Should it be “meta-analysis of | We have corrected this typo. Thank you.
Summary existing trials"?

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1900
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Figures

Figs 3 and 4 are very interesting. Thank you. No further response necessary.

TEP #1 Figures Figure 10 precedes Figure 9. They (or their titles) should be reversed. | Thank you for noticing this typo! We have
corrected the numbering of Figures 9 and 10.

TEP #1 General A really impressive piece of work! Thank you. No further response necessary.

TEP #1 Addresses the practicalities, broad implications and limitations very Thank you. No further response necessary.
well.

TEP #2 Introduction No comments - seems fine Thank you. No further response necessary.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productiD=1900
Published Online: April 30, 2014
21



iy,
'y By
e %,

(L | Anne.

E Research and Quality
Ty, Acvancing Excellance in Heaith Care » www.ahra.gov

Commentator &

Affiliation Sl Comment Response

TEP #2 Methods I recommend an overall analysis comparing OMBP +/- enema to no We have added results from these analyses for all
OMBP+/- enema (vs the stratified analysis). outcomes.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productiD=1900
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TEP #2 Methods The methods do not include a definition for "peritonitis or intra- We have provided details on outcome definitions
abdominal abscess" - how were these outcomes assessed? Was this | in the Methods section of the revised report. The
always how these outcomes were reported or in some studies were Cochrane report labeled as “peritonitis” the
they reported separately? The Cochrane analysis includes peritonitis outcome that we (more accurately) termed
but does not include intra-abdominal abscess in this outcome. | think | “peritonitis/intra-abdominal abscess”. This can be
this is OK but given it is the one outcome demonstrating a statistical verified by examining the extracted data from
difference it is important that the reader understand this outcome with | studies included in both reviews. In passing,
explicit definitions and reporting please note that the Cochrane report misinterprets

“intention to treat” analyses and imputes missing
data in an ad hoc way.

TEP #2 Results The results are presented in a clear fashion and the documentation is | Thank you. No further response necessary.
extensive

TEP #2 Results Again, | have reservations about stratification of the results by use of Please see above for our reply regarding
an enema - | think this adds little and the enema comparison includes | stratification by enema use.

2 studies where the minority of patients had an enema. | have
reservations about presentation of the network analysis as the enema
studies are entirely inconsistent wrt the type of enema used. The
network analysis is presented in detail but is not a valid comparison. |
do not think this should be included in this report.

TEP #2 Results WRT stratification by location (rectal vs colonic) the authors state that | This analysis has been added to the final report.
only 1 outcome was routinely reported, anastomotic leakage. This
would absolutely be the most relevant outcome to a clinician so it
would be appropriate to present these results. | note that the recent
Cochrane meta-analysis did report on anastomotic leakage stratifying
colon and rectal surgery. | would therefore identify this as a deficiency
of this report

TEP #2 Results There seem to be a number of studies included in the Cochrane meta- | We have expanded somewhat our description of
analysis that were not included in this report. This may be reasonable, | the differences between our work and the
but it would be useful to be quite transparent about the differences. It Cochrane report. We believe that additional
is challenging to go through all the excluded studies to understand the | information on the Cochrane report would place
differences - perhaps a section could be included explicitly stating the | undue emphasis on analyses performed with
differences between the studies included in the 2 meta-analyses methods that do not incorporate the uncertainty in

the available evidence.

TEP #2 Results The results are presented in great detail for the comparison of We believe that this is a reflection of the
alternate active strategies, yet at the end of the day there is little to be | limitations of the evidence base, despite our best
concluded from this analysis. efforts.

TEP #2 Results The comparison of inpatient and outpatient prep is of purely historic We have streamlined the information provided in
interest - this is not relevant to current practice. the ES on this comparison. We have reached the

same conclusion as the reviewer.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1900
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TEP #2 Discussion No studies were conducted in the US, however there are no system We agree. We have concluded that the evidence
differences that | can anticipate that would create any challenge in applicable to the U.S. setting.
generalizing these results to the US population.

TEP #2 Discussion Given that the authors are proposing the need for another RCT based | We have provided some information regarding the
on this meta-analysis, it would be useful for the authors to also design of future studies. The reviewer seems to
provide an estimate of the sample size for such a trial. Based this be overlooking the potential for using a non-
meta-analysis, to design such a trial one would have to hypothesize a | inferiority design, with a sufficiently narrow non-
very small expected differences between the OMBP and control inferiority margin.
groups (as although the confidence intervals for the parameter
estimates are low, most estimates are close to 1). Essentially the
trialist designing such a study would be attempting to prove no
difference and the numbers needed to recruit would actually be huge,
particularly as the authors are proposing the trial be powered to detect
a difference in MORTALITY, a rare event. From my crude
calculations, to demonstrate a 40% relative risk reduction in mortality
in this group would require randomization of 4,569 patients per arm
with a 2-tailed alpha of 0.05 and power of 0.8. This risk reduction
however would not be consistent with the findings of the meta-
analysis - the pooled OR for mortality is 0.94. To test a 20% relative
risk reduction (a more realistic estimate) at a power of 0.9 would
require randomization of over 27,000 patients per arm.

TEP #2 Conclusion Given the lack of implementation of decision aids that have been We have removed the recommendation for
proven effective for important decisions such as surgical options for decision analysis or decision aids.
breast cancer, creating a decision aid for the use of mechanical bowel
prep would seem a waste of resources. It highly unlikely that clinicians
would use such a decision aid with their patients.

TEP #2 Figures The figures for this section are challenging to interpret. We have simplified the presentation of data in the

ES.

TEP #2 Appendix The presentation of analyses of historic relevance detract from the Some of the more detailed information has been
document - perhaps the most of this evaluation could be relegated to confined to the main text of the report.
an appendix, given that it is not relevant to current practice

TEP #2 General The key questions are explicitly stated and are clinically meaningful Thank you. No further response necessary.

TEP #3 Introduction The background is detailed and well stated. Thank you. No further response necessary.

TEP #3 Methods Clear, appropriate, logical. Thank you. No further response necessary.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=1900
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TEP #3 Well-done. Thank you. No further response necessary.

Figures The graphs and tables are clear.

Thank you. No further response necessary.

TEP #3 General Although the principal conclusion might very well be the tired cliche We agree and have provided recommendations
that making sense of the surgical literature and drawing meaningful about the design of future studies.

conclusions that can help the daily practitioner amount merely to an
exercise in frustration, | believe the lack of evidence found in favor of
either approach (OMBP or no OMBP) supports the concept that
OMBP is most likely useless as designed for most patients. The next
step for us is to devise better studies that might identify certain
operations in certain patients under certain circumstances in which
there might be a benefit.

TEP #4 Introduction The introduction or background is very thorough, thoughtful and Thank you. No further response necessary.
informed.
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TEP #4 Introduction | feel this will be very helpful for the reader and researcher wishing to Thank you. No further response necessary.
design another study.

TEP #4 Methods Inclusion and exclusion criteria are clear and justifiable. Thank you. No further response necessary.
TEP #4 Methods Definitions were understandable and diagnostic criteria for outcomes Thank you. No further response necessary.
clear and appropriate.

TEP #4 Methods | felt the explanation (of how bias was assessed) in the full report was | Thank you. No further response necessary.
valuable and informative.

TEP #4 Results The messages are applicable. Thank you. No further response necessary.

Discussion As with the other sections, | felt major findings were clear,
recommendations for future research were clear and stated in such a
manner as to help future efforts.

Thank you. No further response necessary.

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productiD=1900
Published Online: April 30, 2014
26



— o —

Research and Quality
Acvancing Excallance in Health Care » www.ahra.gov

Commentator &
Affiliation

Section Comment Response

General The target population is well defined as is the audience. Thank you. No further response necessary.

General Very well structured and organized and useful for directing future

research efforts and policy or practice decisions.

Thank you. No further response necessary.

Introduction Consider adding a few points to the discussion as to why the location | We have provided some Background information
of surgery (e.g. right colon vs. left colon vs. rectum) or surgical in the Introduction section of the revised report
approach (laparoscopic versus open) are clinically important reasons and have mentioned this issue in the Discussion
to consider giving (or not giving) OMBP or may influence studied section as well.
outcomes (e.g. SSI, anastomotic leak).

Methods No issues with search terms or statistical methods. Thank you. No further response necessary.
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TEP #5 Methods Consider commenting on how got from 8759 publications to 804 full We have provided the requested information in
text review articles. Were the remaining articles screened by the first section of the Results.
title/abstract? Do we know why they were excluded (e.g. non-surgical
studies)?

TEP #5 Results Consider adding comment to results that you were also unable to We have provided the requested information in
evaluate effects of OMBP separately by surgical approach the Results section and have discussed its
(laparoscopic versus open). implications for future research in the Discussion

section of the revised report .

TEP #5 Results It is difficult to clinically separate the outcomes of anastomotic leak, We generally relied on the outcome definitions of
intraabdominal abscess, and peritonitis. For example, some patients included studies. We cannot combine anastomotic
with anastomotic leak may also have intraabdominal abscess and leak, abscess and peritonitis, because it was not
peritonitis. Other patients may manifest their anastomotic leak as an clear in the reviewed studies whether events
intraabdominal abscess but NOT have peritonitis. Does it make sense | occurred in independent or (partially) overlapping
to group these 3 outcomes as one? Also wound infection and surgical | populations.
site infection mean the same thing to me - should these also be
combined into one outcome? We have discussed the implications of

inconsistent reporting the Final Report.

TEP #5 Discussion I think the key findings and strengths/limitations are clearly stated. Thank you. No further response necessary.

TEP #5 Discussion The author make a good argument as to why further well-designed Thank you. No further response necessary.
studies are needed to better evaluate the comparative effectiveness of
OMBP.

TEP #5 Conclusion Unfortunately the conclusions are limited due to the quality and detail We agree with this point. We hope that our work
of the previously published studies. highlights the uncertainties in the available

evidence and can be used to inform the design of
future research studies.

TEP #5 General This is a very well written report on the important topic of oral Thank you. No further response necessary.
mechanical bowel preparation in elective colorectal surgery.

TEP #5 General Report is well structure and organized. Thank you. No further response necessary.

TEP #5 General I think the sections on evidence gaps and future research are critical Thank you. No further response necessary.
to moving the field forward and identifying the need for a well-
designed trial to help answer these important questions.

TEP #6 Executive The key questions are appropriate and explicitly stated. Thank you. No further response necessary.

Summary
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TEP #6 Methods Fine-cannot discuss the statistical methods because | cannot Thank you. A statistical reviewer has reviewed the
understand them analysis methods. Please see above for our
replies to their comments.

Methods Surgery has changed a lot since the 1970s and | don't think some of We agree that there have been many changes
the regimens are relevant and the results also may not be rlevant over the period covered by the included studies.
because of the changes in antibiotics, surgical technical, post This is one of the reasons we did not synthesize
operative care as well as potentially the presence of more resistant studies comparing alternative active OMBP
bacteria in the gut etc etc. strategies (older) with studies comparing OMBP

versus no-OMBP (more recent).

Source: www.effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productiD=1900
Published Online: April 30, 2014
29



o ——
AHRQ €)'} Effective Health Care Program

Apency for Healthcare Ressarch and Quality
Advancing Excellance in Heaith Care * www.ahra.gov

Commentator &
Affiliation

Section

Comment

Response

TEP #6 Results I think the key messages get lost because there are so many We have streamlined the Executive Summary to
analyses. clarify the message.

TEP #6 Conclusion | disagree with your conclusions. | think you have shown that overall We respectfully disagree with this interpretation of
that giving a OMBP does not improve outcome. | do not think you our work. We believe that there is substantial
have to prove that they are the same. Thus, | think your conclusions uncertainty in the available evidence and this has
are too conservative. We live in a real world and this evidence is a lot | been highlighted by our analyses. The evidence
better than dredging administrative data for treatment effectiveness!! was often too sparse to support stronger

conclusions.

TEP #6 Conclusion Who is going to pay for this large multicentre trial that you think needs | We have provided details about the sample size
to be performed??? If someone will fund another trial, please let me requirements for such a trial. We believe that the
know-1 would love to get that funding and would be pleased to do it! required sample size is not prohibitive (even for a

small size consortium) given the wealth of
information that could be obtained. Unfortunately,
our EPC does not provide advice on funding
strategies.

TEP #6 Conclusion As above, | think the conclusions are too conservative-I think the Please see our replies to the comments listed
conclusion should be OMBP (overall) is not superior! above.

TEP #6 General This is very comprehensive. | am not sure who the target audience is Thank you. No further response necessary.
but if it is the average clinician they will have a hard time reading this.

There is just too much information and too many analyses.

TEP #6 General Thanks for the opportunity to comment. Despite my negative Thank you. We hope that we have adequately
comments, | admire the work that has been put into this review. addressed your comments.

TEP #7 Executive The key questions were relevant and focused. Thank you. No further response necessary.

Summary
TEP #7 Executive | find the text in the executive summary much easier to read for the Thank you. We have tried to streamline the
Summary non-expert on meta-analysis. executive summary even further.

TEP #7 Introduction The introduction provides an excellent overview of the OMBP for Thank you. No further response necessary.
colorectal cancer and discusses the uncertainties on this topic.

TEP #7 Introduction The key questions are also very relevant. Thank you. No further response necessary.
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TEP #7 Methods The methodology appears rigorous taken into consideration the Thank you. Please note that a statistical reviewer
limitations of the data. However, | am a clinician with no training in has also provided a critique. Please see above for
methodologies and | am not in the position to make an in-depth review | our replies to his suggestions.
of the methodology.

TEP #7 Methods One of the limitations of the study (I would say of the data used in this | We agree that there have been many changes
meta-analysis) is that the enrolment period for the RCTs is quite long. | over the period covered by the included studies.
Many things have changed in perioperative care and surgical This is one of the reasons we did not synthesize
technique over such a long period. This may have some influence in studies comparing alternative active OMBP
the results. As some of the complications are now less frequent that strategies (older) with studies comparing OMBP
were years ago, studies that were positive in the past may be negative | versus no-OMBP (more recent).
now. Unfortunately the results were predictable for anyone interested
on this topic.

TEP #7 Results The results section contains a great deal of details We have streamlined the Results section of the

Executive Summary to focus on key points.

TEP #7 Results The outcomes chosen are well defines and all relevant. Thank you. No further response necessary.

TEP #7 Results The difference in pelvic abscess between OMBP and no prep, come Thank you. No further response necessary.
mainly from 2 relatively large European/Scandinavian studies has
been previously noticed, but is clearly presented in this study.

TEP #7 Results The network metaanalysis was new to me, but | found informative. Thank you. No further response necessary.

TEP #7 Conclusion | also concur with the major gaps in the published evidence, but In the Discussion section we have provided power
probably | am less optimistic about the success of future RCT. As calculations for a future large-scale randomized
stated by the authors of the study, the quality and the size of the comparison, for establishing superiority and non-
randomized controlled trials and the nonrandomized comparative inferiority.
studies currently available is not that good, and therefore it is
impossible to reach a conclusion in way or another. While | agree with
the author’s statement that the gap of knowledge persists, | am not so
optimistic about the feasibility of a large study that will fill that gap.

Considering the measurable are infrequent (anastomotic leak, pelvic
abscess, etc.), and that the study will need to be stratified by
anatomical segment, the sample sizes will need to be large. Although
there seems to be equipoise around this issue and the number or
colectomies performed every year is large, the fact is that most
surgeons have a strong opinion in one direction or the other and many
will not be willing to randomize patients to a large prospective trial.
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TEP #7 Conclusion

Conclusion

Figures

General

TEP #7

General

TEP #7 General

Part of the problem is also related to the fact that the available
literature does not capture other issues that are relevant to the
surgeons treating these patients, such as the ability to perform a
colonoscopy during a laparoscopic colectomy, or the easier handling
of an empty colon.

The limitations are also properly discussed.

The tables and figures are informative

In my opinion this is an excellent review of a clinically relevant topic.

The quality of the writing is excellent.

| think it is the ultimate review on this topic.

We agree that the trial literature does not
adequately capture all contextual issues.
However, given the large uncertainty regarding
important patient relevant outcomes, we have
refrained from suggesting future research on
(patient or physician) preferences and contextual
factors.

Thank you. No further response necessary.

Thank you. No further response necessary.

Thank you. No further response necessary.

Thank you. No further response necessary.

Thank you. No further response necessary.
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