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Dear Prof. Jureidini 
  
Manuscript ID BMJ.2014.022376.R2 entitled "Restoring Study 329: A randomised, 
controlled trial of the efficacy and harms of paroxetine and imipramine in the treatment of 
adolescent major depression" which you submitted to BMJ, 
  
First, I apologise for the delay in getting back to you about this paper. We are learning as 
we go with RIAT papers and want the paper to be as good as it can be.  
  
The paper has been discussed again at a manuscript meeting and among senior editors. 
We hope very much that you will be willing to make the changes that we recommend.  
  
Very truly yours,  
  
Elizabeth Loder, MD, MPH 
BMJ Editorial Team 
  
Please remember these four important points about sending your revised paper back to 
us: 
  
1. Deadline: Your revised manuscript should be returned within one month. 
  
2. Online and print publication: All original research in The BMJ is published with open 
access. The full text online version of your article, if accepted after revision, will be the 
indexed citable version (full details are athttp://resources.bmj.com/bmj/about-bmj/the-
bmjs-publishing-model), while the print and iPad BMJ will carry an abridged version of 
your article, usually a few weeks afterwards. This abridged version of the article is 
essentially an evidence abstract called BMJ pico, which we would like you to write using 
a template and then email it to papersadmin@bmj.com (there are more details below on 
how to write this using a template). Publication of research on bmj.com is definitive and 
is not simply interim "epublication ahead of print", so if you do not wish to abridge your 
article using BMJ pico, you will be able to opt for online only publication. Please let us 
know if you would prefer this option. 
If/when your article is accepted we will invite you to submit a video abstract, lasting no 
longer than 4 minutes , and based on the information in your paper’s BMJ pico evidence 
abstract. The content and focus of the video must relate directly to the study that has 
been accepted for publication by The BMJ, and should not stray beyond the data. 
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3. Open access publication fee: The BMJ is committed to keeping research articles 
Open Access (with Creative Commons licences and deposit of the full text content in 
PubMedCentral as well as fully Open Access on bmj.com). To support this we are now 
asking all authors to pay an Open Access fee of £3000 on acceptance of their paper. If 
we accept your article we will ask you to pay the Open Access publication fee; we do 
have a waiver policy for authors who cannot pay. Consideration of your paper is not 
related to whether you can or cannot pay the fee (the editors will be unaware of this), 
and you need do nothing now. 
  
  
4. How to submit your revised article: Log into http://mc.manuscriptcentral.com/bmj and 
enter your Author Center, where you will find your manuscript title listed under 
"Manuscripts with Decisions." Under "Actions," click on "Create a Revision." Your 
manuscript number has been appended to denote a revision. 
  
You may also click the below link to start the revision process (or continue the process if 
you have already started your revision) for your manuscript. If you use the below link you 
will not be required to login to ScholarOne Manuscripts. 
  
(Document Task not available) 
  
You will be unable to make your revisions on the originally submitted version of the 
manuscript. Instead, revise your manuscript using a word processing program and save 
it on your computer. 
  
Once the revised manuscript is prepared, you can upload it and submit it through your 
Author Center. When submitting your revised manuscript, you will be able to respond to 
the comments made by the reviewer(s) and Committee in the space provided. You can 
use this space to document any changes you make to the original manuscript and to 
explain your responses. In order to expedite the processing of the revised manuscript, 
please be as specific as possible in your response to the reviewer(s). 
  
As well as submitting your revised manuscript, we also require a copy of the manuscript 
with changes highlighted. Please upload this as a supplemental file with file designation 
‘Revised Manuscript Marked copy’. 
  
IMPORTANT: Your original files are available to you when you upload your revised 
manuscript. Please delete any redundant files before completing the submission. 
  
  
INFORMATION ON REVISING THE CONTENT AND FORMAT OF YOUR ARTICLE 
  
**Report from The BMJ’s manuscript committee meeting** 
Present: Elizabeth Loder (chair); Tim Cole (statistician); Wim Weber; Jose Merino; Tiago 
Villanueva; Georg Roeggla; Alison Tonks  
  
Decision: Put points.  
  
* Additional detail is needed in the methods section. This should be detailed enough that 
others could replicate what you have done.  
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* We recommend that the order of sections should be based on CONSORT, i.e. the 
RIATAR form.  
  
* We could not find a clear statement about whether paroxetine and imipramine were to 
be compared with each other or just placebo.  
  
* Page 6, add 20 April 1994. [Melissa Raven] WHERE? Page 10, OC = observed case. 
Page 19 and abstract, what is LS MEAN?  
  
* The numbers in Table 3 (and page 21) have far too many decimal places / significant 
figures (up to 5).  
  
* Table 11 needs to include group denominators. A fresh statistician who reviewed the 
paper this round cannot tell from reading the paper why you are determined not to test 
the table for significant differences (top of page 31). He suggests this should be done 
and if not an explanation included as to why not.  
  
* Page 32 should mention the CRFs before referring to the periscope. 
  
* We did feel this version of the paper is much more readable than the initial version. 
Thank you for all of your work on that. You make 2 clear points: using the 
prespecified  primary outcomes, there is no significant difference between the 3 groups. 
We felt that you might be able to pare down the portion of the paper that discusses this. 
One of our editors noted, for example, that it only takes half a page to nicely summarise 
this at http://www.ncbi.nlm.nih.gov/pubmed/11437014. [Melissa Raven] = KELLER ET 
AL. (2001) 
  
The second point you make is about reporting and coding of AE. I am afraid we continue 
to find this less convincing, particularly the recoding of some of the AEs, especially given 
that you may be perceived to have a bias due to involvement in litigation. The sort of 
analysis you do was not specified in the original study and goes beyond what would 
have been done at the time of the trial. In fact, you use a classification scheme that was 
not in use when the study was done. It was also unclear why you do not do any 
statistical tests on the AEs. This is the least convincing part of the paper and no one felt 
it was fair. This really detracts from the main point of the paper which was the reanalysis 
of the efficacy findings, showing that the original claim of superiority rested on post-hoc 
outcomes. We continue to feel very uneasy about this because of the fact that you did 
not examine all case report forms. This is beyond your control, but it does reduce our 
confidence in the findings and is a major limitation. One editor commented that the 
emphasis on AEs seems like "the tail wagging the dog." [Melissa Raven] SO DO WE 
WANT TO DO A SEPARATE PAPER ON THE AEs? 
  
We believe that you need to either present the AEs as they were originally coded and 
make fewer claims about them, or else ask completely independent investigators to code 
the AEs, report inter-rater agreement, and so on. It would only make sense to recode 
AEs, however, if you were also going to apply new methods to the efficacy data.  
  
* We do not think the abstract makes sufficiently clear for readers who may not be 
familiar with the RIAT initiative that this is a reanalysis of a trial published years ago. 
Perhaps the objectives could start by saying: "This is a reanalysis of data from GSK's 
Study 209 (originally published in xxx) done as part of the RIAT initiative. The objective 
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was to see if reanalysis led to similar..." You might also mention in the abstract that 
registration in a trial registry was not required at the time the study was done. [Melissa 
Raven]  I THINK WE SHOULD ASK FOR PERMISSION TO HAVE A SLIGHTLY 
LONGER ABSTRACT – OR JUST RESUBMIT IT WITH A LONGER ABSTRACT 
  
* Can you discuss in the methods whether a change in the HAM-D of 4 points is clinically 
significant? [Melissa Raven] APPARENTLY SEVERAL GUIDELINES (INCLUDING 
NICE) SPECIFY A THREE-POINT DIFFERENCE AS CLINICALLY SIGNIFICANT 
[HAVEN'T FOUND SPECIFIC SOURCES YET] 
  
* Was there a pattern to the missing data: “At least 1000 pages were missing from the 
Case Report Forms reviewed with no discernible pattern to missing information” 
[Melissa Raven]  ??? WE'VE SAID THERE'S NO PATTERN! 
  
* It may be helpful to have an additional box listing where the authors deviated from the 
original plan/protocol or where their findings differ. While the information is provided 
throughout the paper, we thought it would help readers to see a summary. [Melissa 
Raven] SOUNDS GOOD TO ME 
  
* We also feel uneasy about the recategorisation of the lack of efficacy dropouts based 
on factors such as Adverse Events and HAM-D scores. These decisions seem very 
subjective and again, there may be a perception of potential bias given your involvement 
in litigation related to this matter.  
  
* We were puzzled by the statement that “This analysis contrasts with both Keller et al.'s 
published findings and the outcomes reported in the CSR.” My understanding is that the 
CSR was the source of the information. [Melissa Raven]  SHE SEEMS TO BE 
SERIOUSLY MISSING THE POINT THAT MICKEY, JO, AND DAVID REANALYSED 
THE DATA  
  
* We think questions about this paper should be channeled through the BMJ's traditional 
rapid response feature, and ask that you remove the following from the paper: "We invite 
readers to contact us for clarification of any ambiguities through a public Q&A forum at 
www.xxx.com [TBA], where we will respond to any queries about our data or analysis, 
with further follow-up as required." [Melissa Raven] I THINK DELETING THIS IS 
ACCEPTABLE. WE CAN USE OTHER PUBLICATIONS TO INVITE COMMENTS 
  
* Although we have told you that we will not require you to present results using 
imputation, we continue to think that would be useful. One of our editors, who had not 
previously seen this paper, asks "What is the purpose of the RIAT initiative? Is it (a) a 
way to beat the original authors over the head for misrepresenting the data?  
Or (b) is it an opportunity to see if reanalysis teases out findings that might have been 
missed the first time round? This is pertinent when considering whether or not to use 
imputation, and whether or not to statistically analyse the adverse events. Clearly if (a) 
above, one should stick with the original protocol, but if (b), one should go beyond the 
protocol." You would be on firmer ground in reclassifying the AEs using a new approach 
if you were open to doing the same with the efficacy data.  
  
* Finally, we remain concerned about the tone of the paper. It should be neutral. In 
several places you stray into editorial comments about the difficulties of doing the 
analysis and so forth. Those things detract from the presentation of the research itself. 
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[Melissa Raven] I THINK MINIMISING COMMENTS ABOUT THE DIFFICULTIES IS 
ACCEPTABLE. WE CAN SAY THIS IN OTHER PUBLICATIONS 
  
IMPORTANT 
When you revise and return your manuscript, please take note of all the following points 
about revising your article. Even if an item, such as a competing interests statement, 
was present and correct in the original draft of your paper, please check that it has not 
slipped out during revision. 
  
  
  
  
a.            In your response to the reviewers and committee please provide, point by point, 
your replies to the comments made by the reviewers and the editors, and please explain 
how you have dealt with them in the paper. It may not be possible to respond in detail to 
all these points in the paper itself, so please do so in the box provided 
  
  
b. If your article is accepted it will then be edited, proofed, and - after your approval - 
published on bmj.com with open access. This open access Online First article will not be 
a pre-print. It will represent the full, citable, publication of that article. The citation will be 
year, volume, elocator (a unique identifier for that article): eg BMJ 2008;337:a145 — and 
this is what will appear immediately in Medline, PubMed, and other bibliographical 
indexes. We will give this citation in print and online, and you will need to use it when 
you cite your article. 
  
c. Please write an abridged version of the article for the print and iPad BMJ using the 
appropriate BMJ pico template for your study's design. Please be reassured that it 
doesn't take long to complete this. When your BMJ pico is ready please email it to 
papersadmin@bmjgroup.com.The templates for you to download are at 
http://resources.bmj.com/bmj/authors/bmj-pico 
  
  
d. Please include these items in the revised manuscript to comply with BMJ style: 
  
Title: this should include the study design eg "systematic review and meta-analysis” 
  
Abstract 
structured abstract including key summary statistics, as explained below (also see 
http://resources.bmj.com/bmj/authors/types-of-article/research) 
for every clinical trial - and for any other registered study - the study registration number 
and name of register – in the last line of the structured abstract. 
  
Introduction 
this should cover no more than three paragraphs, focusing on the research question and 
your reasons for asking it now 
  
Methods: 
for an intervention study the manuscript should include enough information about the 
intervention(s) and comparator(s) (even if this was usual care) for reviewers and readers 
to understand fully what happened in the study. To enable readers to replicate your work 
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or implement the interventions in their own practice please also provide (uploaded as 
one or more supplemental files, including video and audio files where appropriate) any 
relevant detailed descriptions and materials. Alternatively, please provide in the 
manuscript urls to openly accessible websites where these materials can be found 
Results please report statistical aspects of the study in line with the Statistical Analyses 
and Methods in the Published Literature (SAMPL) guidelines http://www.equator-
network.org/reporting-guidelines/sampl/ 
  
summary statistics to clarify your message. Please include in the results section of your 
structured abstract (and, of course, in the article's results section) the following terms, as 
appropriate: 
  
For a clinical trial: 
•             Absolute event rates among experimental and control groups 
•             RRR (relative risk reduction) 
•             NNT or NNH (number needed to treat or harm) and its 95% confidence interval 
(or, if the trial is of a public health intervention, number helped per 1000 or 100,000) 
  
For a cohort study: 
•             Absolute event rates over time (eg 10 years) among exposed and non-exposed 
groups 
•             RRR (relative risk reduction) 
  
For a case control study: 
•             OR (odds ratio) for strength of association between exposure and outcome 
  
For a study of a diagnostic test: 
•             Sensitivity and specificity 
•             PPV and NPV (positive and negative predictive values) 
one or more references for the statistical package(s) used to analyse the data, eg 
RevMan for a systematic review. There is no need to provide a formal reference for a 
very widely used package that will be very familiar to general readers eg STATA, but 
please say in the text which version you used for articles that include explicit statements 
of the quality of evidence and strength of recommendations, we prefer reporting using 
the GRADE system Discussion please write the discussion section of your paper in a 
structured way, to minimise the risk of careful explanation giving way to polemic.Please 
follow this structure: 
statement of principal findings of the study strengths and weaknesses of the study 
strengths and weaknesses in relation to other studies, discussing important differences 
in results and what your study adds. Whenever possible please discuss your study in the 
light of relevant systematic reviews and meta-analyses (eg Cochrane reviews) meaning 
of the study: possible explanations and implications for clinicians and policymakers and 
other researchers; how your study could promote better decisions unanswered 
questions and future research 
  
Footnotes and statements 
  
What this paper adds/what is already known box (as described at 
http://resources.bmj.com/bmj/authors/types-of-article/research) 
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ID of ethics committee approval and name of the ethics committee/IRB; or a statement 
that approval was not required (see http://resources.bmj.com/bmj/authors/editorial-
policies/guidelines) and a statement that participants gave informed consent before 
taking part 
  
a statement that any identifiable patients have provided their signed consent to 
publication. Please submit, as a supplemental file, the signed BMJ patient consent form 
giving consent to publication in The BMJ of any information about identifiable individual 
patients. Publication of any personal information about a patient in The BMJ, for 
example in a case report or clinical photograph, will normally require the signed consent 
of the patient. 
  
competing interests statement (see http://resources.bmj.com/bmj/authors/editorial-
policies/competing-interests) 
  
contributorship statement+ guarantor (see http://resources.bmj.com/bmj/authors/article-
submission/authorship-contributorship) 
  
transparency statement: a statement that the lead author (the manuscript’s guarantor) 
affirms that the manuscript is an honest, accurate, and transparent account of the study 
being reported; that no important aspects of the study have been omitted; and that any 
discrepancies are disclosed. 
  
copyright statement/ licence for publication (see http://www.bmj.com/about-
bmj/resources-authors/forms-policies-and-checklists/copyright-open-access-and-
permission-reuse) 
  
signed patient consent form(s), if the article gives enough personal information about 
any patient(s): this sometimes occurs even in research papers - for example in a table 
giving demographic and clinical information about a small subgroup in a trial or 
observational study, or in quotes/tables in a qualitative study - (see 
http://resources.bmj.com/bmj/authors/editorial-policies/copy_of_patient-confidentiality) 
  
a data sharing statement declaring what further information and data you are willing to 
make available, over and above the results reported in the paper. Suggested wording: 
"Data sharing: technical appendix, statistical code, and dataset [state whether any 
patient level data have been anonymised] are available at this repository or website OR 
from the corresponding author at ". If there are no such further data available, please 
use this wording: "Data sharing: no additional data available". For papers reporting the 
main results of trials of drugs or devices we require that the authors state, at a minimum, 
that the relevant anonymised patient level data are available on reasonable request from 
the authors The BMJ has partnered with the Dryad Digital Repository datadryad.org to 
make open deposition easy and to allow direct linkage by doi from the dataset to The 
BMJ article and back  - we encourage authors to use this option 
  
funding statement (see http://resources.bmj.com/bmj/authors/article-submission/article-
requirements) 
statement of the independence of researchers from funders (see 
http://resources.bmj.com/bmj/authors/article-submission/article-requirements) 
for studies funded or sponsored by industry (see 
http://resources.bmj.com/bmj/authors/article-submission/article-requirements) 
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a statement describing the role of the study sponsor(s), if any, in study design; in the 
collection, analysis, and interpretation of data; in the writing of the report; and in the 
decision to submit the article for publication assurance, in the cover letter, that a clinical 
trial funded by a pharmaceutical or other commercial company follows the guidelines on 
good publication practice (see http://resources.bmj.com/bmj/authors/article-
submission/article-requirements) 
inclusion in the list of contributors the name(s) any professional medical writer(s), 
specifying in the formal funding statement for the article who paid the writer. Writers and 
authors must have access to relevant data while writing articles. 
  
  
Patient centred research 
for studies that are relevant to patients we expect authors to report in their articles the 
extent of their study’s patient-centredness, as highlighted by these questions: 
did you involve patients/service users/carers/lay people in the design of this study? 
Please state whether you did, and give details (Methods section) was the development 
and/or selection of outcome measures informed by patients’ priorities and experiences? 
Please give details (Methods section) were patients/service users/carers/lay people 
involved in developing plans for participant recruitment and study conduct? If so, please 
specify how (Methods section) have you planned to disseminate the results of the study 
to participants? If so how will this be done? (Describe in brief footnote) are patients 
thanked in the contributorship statement or acknowledgements? 
for articles reporting randomised controlled trials: did you assess the burden of the 
intervention on patients’ quality of life and health? If so, what evaluation method did you 
use, and what did you find? (Methods and Results sections) 
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