
 

 

Dear Prof. de Fatima Vasco Aragao  
 

Manuscript ID BMJ.2016.032348 entitled "Congenital infection and microcephaly associated with Zika virus: Clinical 

features and neuroimaging (MRI and CT) findings"  

 

Thank you for sending us your paper. We sent it for external peer review and discussed it at our manuscript committee 

meeting. We recognise its potential importance and relevance to general medical readers, but I am afraid that we have 

not yet been able to reach a final decision on it because several important aspects of the work still need clarifying.  

 

We hope very much that you will be willing and able to revise your paper as explained below in the report from the 
manuscript meeting, so that we will be in a better position to understand your study and decide whether the BMJ is the 

right journal for it. We are looking forward to reading the revised version and, we hope, reaching a decision.  

 

Because this paper is being handled as "fast track" because of the importance of the topic, we request that you return 

your revisions as soon as possible, and definitely by early next week.  

 

Yours sincerely,  

 

 

Jose Merino  
jmerino@bmj.com  

 

https://mc.manuscriptcentral.com/bmj?URL_MASK=6c21ade436034689a6cbd5452b84c84c  

 

 

 

**Report from The BMJ’s manuscript committee meeting**  

 

These comments are an attempt to summarise the discussions at the manuscript meeting. They are not an exact 
transcript.  

 

Members of the committee were: José Merino (chair), Jon Deeks (statistical consultant), Elizabeth Loder, Tiago 

Villanueva, Jessamy Bagenal, Rubin Minhas, Georg Roeggla, Wim Weber  

Decision: Put points  

 

Detailed comments from the meeting:  

 

We are very pleased that you sent us this paper and that although they may feel we have a lot of comments it is 

because we know this will get a lot of attention and want to make sure it is as good as possible. In the coming days you 
may also hear from our tech editors.  

 

 

We found the manuscript interesting and timely and we would like to offer you the option to revise it. Please respond to 

all the issues raised by the reviewers. In addition, we have several editorial comments. Please send us your point by 

point response to our comments and those of the reviewers. Below you will find many items that need attention and that 

we hope will improve the manuscript.  

 

We would like more information about the way cases are identified. When, where and by whom are children screened for 
microcephaly before referral to the reference centers?  

 

When children arrive at the reference =center, how are they evaluated? We need more details about the process.  

 

Please provide additional details about the imaging modalities and their interpretation, as detailed below.  

 

Please provide additional data about each patient, as detailed below.  

 

Specific comments  

 
Introduction  

 

Page 2, first paragraph, line 3: Can you please provide a few more sentences explaining the evidence for the putative 

association between ZIKV infection in the mother during pregnancy and microcephaly in the child? Is there any 

information about the timing of infection and microcephaly? Reference 1 is a Brazilian government publication. Can you 

provide additional references available in the medical literature?  

 

Page 2, paragraph 2, last line: Do you have information on how many people are believed affected by ZIKV? How about 

incidence or prevalence of the major neurological complications, GBS and microcephaly? (You could move up the first 
paragraph in page 3 to here. It may be helpful to include a map of Brazil that shows the location of the state of 

Pernambuco as well as other areas affected by the virus.  

 

Page 2, paragraph 3 and 4: These paragraphs could be switched. Current paragraph 3 is a good introduction to 

paragraph 5. The last line of current paragraph 4 (“In Brazil, of the 5,280 notified cases…) can be moved to the end of 

current paragraph 4  

 

Page 5, paragraph 1, line 1 that starts “Even though microcephaly is, to the best of our knowledge, the principal 

characteristic of the disease,...” What disease do you mean? ZIKV infection? (Aren’t most cases asymptomatic or 



manifested by a rash and a flu-like illness?). Do you mean of CONGENITAL infection due to ZIKV? If so, it is better to 

write that “microcephaly is the principal characteristic of congenital infection…”). In this paragraph you should mention 

that the CT and cranial US characteristics of microcephaly associated with ZIKV have been described in a case series 
from northern Brazil (see www.cdc.gov/mmwr/volumes/65/wr/mm6503e2.htm). The MRI features have not been 

described.  

 

Page 5, paragraph 5, line 4: Consider rewriting the last sentence as “The aim of this paper is to describe the clinical and 

imaging (CT and MRI) features of children with microcephaly and diagnosed with presumed congenital infection by ZIKV 

in Pernambuco, Brazil.”  

 

METHODS  

 
The methodology needs further explanation. I list some suggestions for revisions for this section. You do not have to 

follow the specific recommendations but please make sure that all the relevant items are addressed:  

 

Page 6 para 1: Consider changing “the Brazilian microcephaly epidemic” to “the 2015-2016 ZIKA outbreak.” The 

sentence “The radiological findings…” can be omitted. The last sentence can be removed and reinserted in a subsequent 

paragraph (see below).  

 

Page 6, para 2: Before the first sentence (“According to the Brazilian…”), please insert some information on how children 

with microcephaly are identified in the community: where, when and by whom are they identified? Then you can 

mention that “Children with microcephaly ...are referred to a referral center (I assume that in Pernambuco they go to 
one of 2 pediatric ID centers or four rehab centers but there are other centers in other states.)” Then mention the 

criteria for microcephaly (“HC<33…”). Please provide a reference for the criteria, including the change, if you have one. 

(The sentence that starts “This series describes all…” can be removed and reinserted further down (see below). In this 

paragraph, please clarify what AACD stands for. Do you report cases from a single center in Recife or data from all 

centers in the State? You need to clarify why some children with normal head circumference are also evaluated in this 

series. Does the center also evaluate children with other neurological conditions? (Presumably this is the case, otherwise 

why would they have had an imaging study if HC was normal?)  

 

One of the editors raised the concern that including some children without microcephaly because they have imaging 
features suggestive of congenital infection is tautological. Should they be excluded? Please justify their inclusion.  

 

Page 6, after para 2: Please include a paragraph (or a box) explaining the work-up for children with microcephaly. Do all 

children with small heads have an imaging study? What determines if they have a CT or an MRI? What other tests are 

performed? (Include a list of tests done to investigate the other causes of microcephaly-provide details of what specific 

methods were used for the tests). While you include some of the information in the following paragraphs, this is hard to 

follow. In the box, or in the paragraph following this one, you can include the details about the imaging studies. Please 

provide technical information. What scanner was used? Settings? What are the typical parameters used for each MR 

sequence? A third paragraph should explain in detail who read the scans. Was it a pediatric neuroradiologist? A 

radiologist? A pediatrician? Were the reads quantitative or qualitative? Using which criteria? Were the data on volumes 
and calcifications obtained from the clinical report or were the data obtained for the purpose of this analysis? How was 

the location of calcifications, cysts and other malformations determined? We need as much detail as possible (just as you 

would if this was submitted to a neuroradiology journal)-we want the study to be replicable (to help you, imagine that 

someone had access to your scans and wanted to read them again: what would they have to do to get the same 

readings?)  

 

Please explain if the study (even if this was a retrospective study on chart review) received ethics board approval (or 

appropriate waivers). Did mothers consent?  

 
RESULTS  

 

Page 8, para 1: You can start by stating that this report includes data on 23 children with microcephaly and presumed 

congenital ZIKV infection (BUT, is this the case? 3/23 children had normal HC). In order to evaluate if the results are 

generalizable, we need a good sense of who are the cases. It may help to have a FLOW diagram with this information (if 

available): # of children screened--->#of children referred to a referral center in the State -- > # of children in the 

referral center in Recife --- > # of children in the study. Between the last 2 steps you can include information on the 

reason why children seen in Recife were not included (2 had congenital syphilis, 1 had an HIV+ mother (Can she have 

HIV and ZIKV exposure and thus have a child with congenital ZIKV?). If you have information on more children now, 

please revise the figures.  
 

Page 8, para 1 or 2: You may consider including a paragraph here describing the 23 cases. 20 children had 

microcephaly. Three children did not (Should they be excluded? See my comments above) Describe features of the 

mothers (age, gestational age, comorbidities, presence of rash and other symptoms of ZIKV infection (some of these 

details are not in the manuscript). Then describe features of the children (age, etc.) Here you may include the 

information about the results of CSF analysis. Some of this information is in the paper, but not all.  

 

Page 8: because there are only 23 patients, we would like to see tables with the features of each. One table could have 

data on the mothers, another with data on the children. The tables should include clinical and imaging findings as well as 
results of the tests done to exclude other infections (to reassure readers that other causes were indeed excluded). The 

imaging findings could be listed with the categories used in tables 3-5.  

 

Patient 1: age, etc.  

Patient 2: age, etc  

Patient 3: age, etc…  

 

And so on.  

 



The description of the imaging abnormalities is complex but the use of examples is useful for this audience.  

 

DISCUSSION  
 

Page 13, para 1, line 1-2: Were the children”diagnosed with congenital ZIKV infection” or were they diagnosed with 

“presumed congenital ZIKV infection (because alternative explanations were excluded?)”  

 

Please respond to the issues raised by the reviewers.  

 

 

In your response please provide, point by point, your replies to the comments made by the reviewers and the editors, 

explaining how you have dealt with them in the paper.  
 

** Comments from the external peer reviewers**  

 

Reviewer: 1  

 

Recommendation:  

 

Comments:  

Comments from Nina F. Schor, MD, PhD:  

 
This is a brief, descriptive manuscript that provides CT and limited MRI information on the brains of children putatively 

exposed to Zika virus in utero, particularly during the first and, for some, second trimesters. It is most useful and 

successful in its comparing and contrasting with such available information for other congenital infections and in its 

inclusion of images from CTs and MRIs of these children. Like all currently available information about children putatively 

infected with Zika virus prenatally, it is limited by the state of the diagnostic art for this virus. For none of the children is 

there "definitive" information that there is a causal link between the brain abnormalities seen and maternal Zika virus 

exposure. This is particularly difficult to ascertain because many, and perhaps most, pregnant women exposed to Zika 

virus as determined immunologically have had no symptoms of infection.  

 
For those infants whose mothers did have relevant symptoms during pregnancy, it would be useful to know whether 

there is a correlation between the specific abnormalities seen in the brain and the gestational age at which the mothers' 

symptoms occurred. Correlation between gestational age at putative exposure and age at which the abnormalities seen 

would have occurred during embryogenesis would be more compelling than a simple cataloging of abnormalities when it 

comes to ascribing causality.  

 

Additional Questions:  

Please enter your name: Nina F. Schor  

 

Job Title: William H. Eilinger Professor and Chair, Dept. of Pediatrics  
 

Institution: University of Rochester School of Medicine and Dentistry  

 

Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  

 

A fee for organising education?: No  

 
Funds for research?: No  

 

Funds for a member of staff?: No  

 

Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  
gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests (please see BMJ policy) please declare them here: None  

 

 

Reviewer: 2  

 

Recommendation:  

 
Comments:  

Important Contribution to a newly emerging concern.  

1. Note: Page 11 "With no imaging....." in last paragraph. ? statement  

2. Frequent use of Dandy Walker spectrum for prominent cisterna magna does not seem appropriate.  

3. Otherwise, ready for publication.  

 

Additional Questions:  

Please enter your name: Robert A Zimmerman  

 

http://www.bmj.com/sites/default/files/attachments/resources/2011/07/bmjpolicyondeclarationofinterestsmarch2014.pdf


Job Title: Neuroradiologist  

 

Institution: Children's Hospital of Philadelphia  
 

Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: No  

 
Funds for a member of staff?: No  

 

Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 
If you have any competing interests (please see BMJ policy) please declare them here:  

 

 

Reviewer: 3  

 

Recommendation:  

 

Comments:  

Summary  
 

In this manuscript the authors present the imaging findings of cases with presumed ZIKV infection. Understanding the 

neuroimaging features of ZIKV is of tremendously high interest and relevance to the international community at this 

time. It is wonderful that these authors have had the ability to put this manuscript together so rapidly but there are 

some issues that need to be clarified for this article to have the impact it deserves. English editing would be helpful. The 

organization needs to be improved, a number of vague comments should be more specific, inclusion criteria should be 

clearer and image interpretations need modification with inclusion of a more detailed discussion on differential diagnosis. 

In particular the lack of specificity of the imaging findings needs to be clear.  

 

Statement on what is know and what this study adds  
 

This section is too vague and requires English editing. What cortical malformations have been reported? Was this one 

report a case example? In this study what specifically are the primary findings in ZIKV? What are the radiological 

criteria? If word count is an issue remove details on location.  

 

Introduction  

 

Organization is confusing but could be improved with English editing. For example the first paragraph is confusion as it 

comments on the concerns due to the increased rates of microcephaly and then states that previously no relationship 
between ZIKV and brain malformations have been observed. A simple restructuring so the paragraph reads something 

like: “The ZIKV was first described in 1947 and although at that time no relationship between viral infections and 

microcephaly were documented, the current epidemic in Brazil has raised concerns for a relationship. This concern is 

fueled by the sudden astonishing rise in the number of cases of microcephaly observed in…..”  

 

It is not clear what the epidemic is – the other diseases transmitted by these viruses or the viruses themselves. Why is 

both the mosquito and the virus and epidemic – this is confusing.  

 

The last paragraph states that 508 case have been confirmed but it is not clear what is confirmed – microcephaly or 

ZIKV.  
 

Table 1 – second to last entry Nov 24 – increased CNS malformations - why is this relevant? Was there increased 

incidence of ZIKV at the same time?  

 

Methods  

 

Metabolic (ex respiratory chain) and genetic disorders (ex Aicardi-Goutieres Syndrome) can also have calcifications as 

can cases of hypoxic ischemic encephalopathy. Calcification is neither 100% specific for infection. How were other 

disorders ruled out?  
 

Infections do not always have infection so calcification is not 1005 sensitive for infection.  

 

Increased T1 signal and/or hypointensity on SWI is not specific for calcification. Phase data is needed for SWI and myelin 

breakdown products, gliosis or hemorrhage can have similar signals.  

 

At what age were subjects imaged?  

 

What known causes of microcephaly were excluded?  

http://www.bmj.com/sites/default/files/attachments/resources/2011/07/bmjpolicyondeclarationofinterestsmarch2014.pdf


 

Results  

 
What are the protocol criteria for congenital infection presumably caused by ZIKV?  

In the 3 with normal head circumference why were they referred initially? A T1 bright lesion in such an infant would be 

nonspecific.  

 

In the one that had only MRI, Ca++ cannot be confirmed.  

 

If the inclusion criteria and the main findings are calcifications this seems expected….  

 

Enlarged cisterna magna and DW spectrum are not the same. The vermis should be hypoplastic and dysmorphic for DW 
spectrum. In these cases the vermis looked fully formed.  

 

Table 2 – what type of calcification was observed? Punctate, globular? What types of malformations? Was vermis 

normal?  

 

Table 3 – what was the age at mri and gesational age at birth of subjects? If one patient was excluded due to lack of T1 

and SWI, was there Ca on CT to include this subject?  

 

Table 4 – the grading scheme for brain volume was not described in the methods. “n” likely means subject number. N = 

1 what type of dysplasia. N=3 it is hard to understand a viral infection causing hemimegaloencephaly.  
 

Discussion  

 

Criteria for diagnosis are not clear.  

It is not surprising that calcifications were a major finding is this was an inclusion criteria.  

Normal cortical thickness is rarely seen in PMG. No prior mention was made of cortical thickness or how this was 

assessed. Fig 3 looks like increased cortical thickness.  

Enlargement of the posterior portions of the lateral ventricles is not colpocephaly – the shape is important. These cases 

did not look like classic colpocephaly.  
Criteria for assessment of delayed myelination were not described in the methods nor were findings provided in the 

results.  

No evidence of vermian hypoplasia and dysmorphic features to suggest Dandy Walker were provided.  

Calcification is neither 100% sensitive nor 100% specific for infection.  

Hyperintensity on T1 and hypointensity on SWI is not specific for calcification.  

Cases provided in images do not look frontal specific but global.  

CMV does not always have predominant anterior temporal lobe involvement.  

In infants HSV does not involve predominantly temporal and insular regions.  

Subcortical calcifications can be seen in CMV  

These are not dandy walker spectrum – the vermis must be dysplastic and small for this diagnosis  
Discussion of adult findings  

As diagnosis is not confirmed in most cases, the specificity of these findings should be clarified. Findings listed should 

raise concern in appropriate clinical context.  

A full discussion of DDx including injury and metabolic etiologies is needed.  

 

 

 

 

 
 

Additional Questions:  

Please enter your name: Patricia Ellen Grant  

 

Job Title: Director FNNDSC, Pediatric Neuroradiologist  

 

Institution: Boston Children's Hospital  

 

Reimbursement for attending a symposium?: No  

 
A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: No  

 

Funds for a member of staff?: No  

 

Fees for consulting?: No  
 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests (please see BMJ policy) please declare them here:  

 

http://www.bmj.com/sites/default/files/attachments/resources/2011/07/bmjpolicyondeclarationofinterestsmarch2014.pdf


 

Reviewer: 4  

 
Recommendation:  

 

Comments:  

Dear Dr. Merino,  

I think that this article is an important article that described pertinent neuroradiologic findings associated with congenital 

ZIKV as detected by IgM antibody biomarkers and presumed ZIKV infection by exclusion of other TORCH congenital 

infections.  

 

Strengths:  
Overall, the manuscript is well written and demonstrate the typical findings of TORCH related congential findings of 

intraparenchymal bulky and small dystrophic calcifications.  

Although the sample size is small, the authors were able to discern imaging patterns that differentiate ZIKV infections 

from other types of congenital infections related to intrauterine TORCH infections. They describe a preponderance of 

ventriculomegaly, bifrontal anomalies over other cerebral lobe pathology such as cortical malformation with pachygyria, 

polymicrogyria, and lissencephaly. They also note that these patterns are different from the other congenital TORCH 

infections. These radiologic findings are corronorated by pathologic analysis of the brain of an ZIKV infected infant who 

subsequently died shortly after birth. FOr these reasons, I think that this paper is an important one that should be 

published following some revisions.  

 
Weaknesses:  

My reading of these images is that the findings suggest massive cortical developmental arrest fairly early- on in brain 

development as noted by poor gyral formation, lack of myelination, cortical migration abnormalities and corpus callosal 

agenesis. So infection with the virus must have been fairly early on during gestation. IT would be important to know if 

the infant whose partent was infected later in gestation showed less severe anomalies. I would predict that this would be 

the case at least with respect ot the degree of ventriculomegaly and or corpus callosal agenesis by CT and possibly a 

lesser degree of cortical anomaly by MRI. Since fairly few infants got MRIs by the time of the writing of this manuscript, 

this point can be mentioned as future work.  

 
The authors imply that there may be high CSF pressure communicating hydrocephalus present as they note in Figure 1. 

the presence of "bulging ventricles". It is unclear, by imaging criteria, whether the enlarged ventricles are caused by a 

communicating hydrocephalus. There is no clear evidence from the relatively few MRI images provided that there is 

tranependymal flow of CSF present in the surrounding periventircular white matter. It is more likely that the 

ventriculomegaly is the result of the marked lack of brain tissue development. Also not enough the of MRI postcontrast 

images are included to assess whether there is leptomeningeal enhancement that might have contributed to the 

development of a communicating hydrocephalus. Plus they not that CSF PCR was negative for ZIKV. So, it may be better 

to not even suggest that the ventriculomegaly is caused by a postmeningitis communicating hydrocephalus.  

 

Other than these points mentioned above, I think that the authors have presented an important starting point in 
describing the neuroradiologic intrauterine neurologic sequelae of gestational ZIKV infection.  

 

Additional Questions:  

Please enter your name: Nadia Biassou  

 

Job Title: Attending Neuroradiologist  

 

Institution: National Institutes of Health  

 
Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: No  

 

Funds for a member of staff?: No  

 
Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?:  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests (please see BMJ policy) please declare them here: I have no competing interests  
 

 

 

 

   

**Information for submitting a revision**  

 

Deadline: Your revised manuscript should be returned within one month.  

 

http://www.bmj.com/sites/default/files/attachments/resources/2011/07/bmjpolicyondeclarationofinterestsmarch2014.pdf


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 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’. Your original files are available to you 
when you upload your revised manuscript. Please delete any redundant files before completing the submission.  

 

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. Please include these items in the revised manuscript to comply 

with BMJ style (see: http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements and  

http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-checklists).  

 

Items to include with your revision (see http://www.bmj.com/about-bmj/resources-authors/article-types/research):  

 
1. What this paper adds/what is already known box (as described at http://resources.bmj.com/bmj/authors/types-of-

article/research)  

 

2. Name of the ethics committee or IRB, ID# of the approval, and a statement that participants gave informed consent 

before taking part. If ethics committee approval was not required, please state so clearly and explain the reasons why 

(see http://resources.bmj.com/bmj/authors/editorial-policies/guidelines.)  

 

3. Patient confidentiality forms when appropriate (see http://resources.bmj.com/bmj/authors/editorial-

policies/copy_of_patient-confidentiality).  
 

4. Competing interests statement (see http://resources.bmj.com/bmj/authors/editorial-policies/competing-interests)  

 

5. Contributorship statement+ guarantor (see http://resources.bmj.com/bmj/authors/article-submission/authorship-

contributorship)  

 

6. Transparency statement: (see http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-

checklists/transparency-policy)  

 

7. Copyright statement/licence for publication (see http://www.bmj.com/about-bmj/resources-authors/forms-policies-
and-checklists/copyright-open-access-and-permission-reuse)  

 

8. Data sharing statement (see http://www.bmj.com/about-bmj/resources-authors/article-types/research)  

 

9. Funding statement and statement of the independence of researchers from funders (see 

http://resources.bmj.com/bmj/authors/article-submission/article-requirements).  

 

10. Patient involvement statement (see http://www.bmj.com/about-bmj/resources-authors/article-types/research).  

 
 

11. Please ensure the paper complies with The BMJ’s style, as detailed below:  

 

a. Title: this should include the study design eg "systematic review and meta-analysis.”  

 

b. Abstract: Please include a structured abstract with 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 last line of the abstract must list the study registration number and the name of the register.  

 

c. Introduction: This should cover no more than three paragraphs, focusing on the research question and your reasons 
for asking it now.  

 

d. 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 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.  

 
e. 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/. Please include in the results 

section of your structured abstract (and, of course, in the article's results section) the following terms, as appropriate:  

 

i. 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.)  

ii. For a cohort study: Absolute event rates over time (eg 10 years) among exposed and non-exposed groups; RRR 

(relative risk reduction.)  



 

iii. For a case control study:OR (odds ratio) for strength of association between exposure and outcome.  

iv. For a study of a diagnostic test: Sensitivity and specificity; PPV and NPV (positive and negative predictive values.)  

v. For a systematic review and/or meta-analysis: Point estimates and confidence intervals for the main results; 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.  

 

f. Discussion: To minimise the risk of careful explanation giving way to polemic, please write the discussion section of 

your paper in a structured way. Please follow this structure: i) statement of principal findings of the study; ii) strengths 

and weaknesses of the study; iii) strengths and weaknesses in relation to other studies, discussing important differences 

in results; iv) what your study adds (whenever possible please discuss your study in the light of relevant systematic 
reviews and meta-analyses); v) meaning of the study, including possible explanations and implications for clinicians and 

policymakers and other researchers; vi) how your study could promote better decisions; vi) unanswered questions and 

future research  

 

g. Footnotes and statements  

 

Online and print publication: All original research in The BMJ is published with open access. Our open access policy is 

detailed here: http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-checklists/copyright-open-access-

and-permission-reuse. The full text online version of your article, if accepted after revision, will be the indexed citable 

version (full details are at http://resources.bmj.com/bmj/about-bmj/the-bmjs-publishing-model). The print and iPad BMJ 
will carry an abridged version of your article. This abridged version of the article is essentially an evidence abstract called 

BMJ pico, which we would like you to write using the template downloadable at 

http://resources.bmj.com/bmj/authors/bmj-pico. 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 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. 

Date Sent: 10-Mar-2016 
 

 

  

 

 

 


