
PEER REVIEW HISTORY 

BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (see an example) and are provided with free text boxes to elaborate 

on their assessment. These free text comments are reproduced below.  Some articles will have been 

accepted based in part or entirely on reviews undertaken for other BMJ Group journals. These will be 

reproduced where possible. 

ARTICLE DETAILS 

TITLE (PROVISIONAL) First malaria infections in a cohort of infants in Benin: biological, 

environmental and genetic determinants. Description of the study 

site, population, methods and  preliminary results 

AUTHORS Agnès Le Port, Gilles Cottrell, Yves Martin-Prevel, Florence Migot-

Nabias, Michel Cot and André Garcia 

 

VERSION 1 - REVIEW 

REVIEWER Yvonne Geissbühler  
Global Epidemiologist  
Novartis Pharma AG  
Switzerland  
 
I don't have any competing interests. 

REVIEW RETURNED 06/10/2011 

 

THE STUDY I'm missing the clearly defined objectives between background and 
methods section.  
I would reformulate: infants born from malaria infected placenta. 
Would rather say infants born to women with malaria infected 
placenta. I'm also not a native English speaker but would be good if 
it would be reviewed by one. Some sentence structures are difficult 
to understand and don't get it to the point.  
Page 7: Line 27-32: states that preliminary results are described. In 
the study title it states that methods and study population are 
described and not preliminary results. The title is correct and it just 
needs to be reformulated.  
Study design: state what enrollment period is for the birth cohort and 
how long follow-up is after cohort entry.  
Page 8: Reword the sentence of Two community health workers...  
Sample size: The extrapolation is not correct if you want to look at 
the same proportional risk increase as Le Hesran. If the 15% of Non-
MIP have malaria then 19.5% of the MIP children cohort should get 
malaria.  
Did the infants only get free malaria treatment or in case they had a 
different diagnosis the also got free other treatment?  
Page 16: Would add footer with abbreviations for table 2.  
Page 17: Did you check if houses had window screenings? And I 
assume most houses had open eaves? 
Rainfall: I assume you refer to the Benin rainfall pattern and not to 
the global one.  
Page 20: In the discussion some variable are mentioned which were 
collected which are not mentioned in the method section and should 
be mentioned there as well.  
Page 21: Would like to see also some limitations of the study 
mentioned.  
Is it BMJ One policy to have STROBE guidelines included in the 
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Manuscript? If not I would delete them.  
Looking forward to see the results of the study!  

RESULTS & CONCLUSIONS As this paper describes study design, baseline data and some of the 
environmental factors one can not judge yet if the final results which 
will be in a different publication, will answer the research question.  
Table 2: is this a typo? p<10-2? 

REPORTING & ETHICS There's no specific section about objectives. They are hidden in the 
text. Furthermore it is not described how missing data will be 
addressed. 

 

REVIEWER Steve Lindsay, London School of Hygiene and Tropical Medicine 

REVIEW RETURNED 06/09/2011 

 

THE STUDY There are a number of spelling mistakes throughout the manuscript 
which need correcting.  
 
The sample size calculations look incorrect. Surely if the PfPR is 
65% and 50% in an area of high transmission, then at low 
transmission it will be 19.5% and 15%, not 30% and 15% as 
reported on page 8.  
 
The entomological collections do not capture the variability in 
transmission experienced by children in the study. It is only carried 
out in 4 houses in each village every 6 weeks (too few). No 
collections were made outdoors in the early evening (where children 
will be), adults were used for collections (and they are much more 
attractive to mosquitoes than children), and collections were carried 
out outdoors through the night when very few children would be 
outdoors. i.e. the collections do not map where children will be at 
different times of the night. Moreover, children sleeping under a 
bednet would get considerably fewer bites that the human baits who 
do not use a net. These data might be useful to estimate the relative 
EIR experienced by unprotected people in distinct villages, they are 
inappropriate for determining individual infection risk. So they will not 
be able to address one of their central hypotheses that MIP-positive 
children live in houses at higher risk of exposure. They should have 
used light traps and rotated these through their study cohort.  
 
There are no supplemental documents. 

RESULTS & CONCLUSIONS I could have spent a number of hours reviewing this manuscript, but 
I did not do this since I consider that it has a fatal flaw. This 
manuscript simply describes the methods for an important study, 
where the primary results are not reported. This is not suitable for an 
important journal like the BMJ, nor is it of much interest to it's 
readership since there is no 'take home message' of any relevance 
to general medicine nor global health.  
 
The data in table 2 are poorly presented. Surely the percentages 
should represent the relative proportion of each parameter in MIP 
and NIP children e.g. for mothers 20 years old or over this should be 
23.5% vs 12.6%. Here the reader wants to see whether there are 
differences between these proportions. 

REPORTING & ETHICS I am concerned about husbands signing informed consent for their 
wives.  
 
I would have thought that it would be much better to include the final 
results in this manuscript and not write two papers as the authors 
intend. 
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REVIEWER Dr Anil Kumar, Scientist-F and Head of epidemiology unit,  
 
National JALMA Institute for leprosy & other mycobacterial diseases, 
Agra 282001, India  
 
Compeeting interest : None 

REVIEW RETURNED 28/10/2011 

 

THE STUDY Please you can read and refer the paper below.  
 
 
 
1. Kumar, Anil (1997): Do offspring’s of filarial infected mothers have 
greater risk of acquiring microfilaraemia (Short communication), 
ACTA TROPICA: 64:219-23. 

RESULTS & CONCLUSIONS Q1: What would be effect of clubbing age as >26 (last two groups) 
on p-value to avoid false significance?  
Q2: If you have data on mothers malaria and their treatment status 
and classify them in groups as malaria treated and not-treated cross 
classify with MIP, please report what information comes out?. Does 
it give you the same conclusion as now?  
 
Q3: Often such relationships are outcome of high endemicity but do 
not get the same outcome results when repeated in low to very low 
endemicity. Why? if biological basis is justified why there is a 
missing link? Is it due to consistently high transmission in general or 
due to very little protection used from mosquitoes interaction or other 
factors responsible for must be checked before concluding.  
 
Q4: Why placental infection is correlated? if you attempt to correlate 
presence of malaria in any member of households as against the 
non-malaria HH, you may lead to draw the same conclusion. Please 
check ??? If this is true, it is not biological and rather situational.  
 
Q5: If your study intake is done in variable weather conditions, try 
clubbing intake done during hot, cold very cold/very hot and see if 
the answer is same. I believe authors may tend to disbelieve. Why ? 
It generally means that MIP may be a contributing factor as already 
known but there are several factors confounding the outcome in 
infants and need to address.  
 
English should also be checked at several places. 

 

VERSION 1 – AUTHOR RESPONSE 

- To Steve Lindsay, LSHTM  

 

1) We have tried to correct the spelling mistakes and the quality of English in the manuscript.  

 

2) Sample size calculations:  

On the initiation of the study, we only had results about high transmission areas. Therefore, it was 

quite difficult to transpose them to Benin, where the expected transmission is lower than in South 

Cameroon, but also where no reliable entomological data were available. There was also no 

indication that the reduction in the proportion of parasitaemic children would be proportional when 

shifting from one area to the other, as the reviewer suggests (i.e., 19.5% and 15%, by simply applying 
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a rule of three). We finally calculated a sample size based on a possible scenario (a reduction of 

parasitaemic children from 20% to 10% between the two groups), with a safety margin, and within the 

financial and logistical possibilities of the project. The paragraph (p 9) concerning sample size 

calculations has been rewritten according to these considerations.  

A posteriori, the results of the first analyses confirm the choice of this sample size was justified (a 

significant difference was found between the PM-infected and PM-negative groups using a survival 

analysis), but of course at the beginning of the study our sample size was merely based on 

assumptions.  

 

3) Variability in transmission:  

We agree that the entomological surveys we carried out provided only an approximation of the 

transmission that each child was exposed to during the follow-up, but we hardly see how a more 

precise measure (i.e., at the individual level) could have been performed. Moreover, we do not 

completely agree with the reviewer’s statement that the children would have mostly been outdoors, as 

they were under one year of age (with a limited autonomy) and the mothers were provided mosquito 

nets with instructions to use them for the babies at night. We agree that adults may not be 

comparable to babies in terms of being attractive to mosquitoes, but we cannot figure, from an ethical 

point of view, how infants could have been used to attract mosquitoes, instead of grown-ups (who 

already raise ethical issues). We also doubt, due to their poor performance, that light traps would 

have given more reliable results than human landing catches.  

To complete our data on exposure to infected/uninfected vectors at the individual level, we also 

collected serum samples from each child, to measure anti-sporozoite antibodies and antibodies 

against Anopheles salivary proteins.  

In the analysis of data, the possession of bed nets was included in the final survival analysis Cox 

model, therefore the reduction of bites due to the use of ITNs was taken into account.  

Finally, our aim was, for the first time in this type of study, to account for environmental factors that 

could interfere with placental infection in the occurrence of parasitaemias in infants, potentially 

inducing biases. We think we have achieved the objective, although more precise entomological 

surveys could have brought more complete data on individuals. It was not estimated to be crucial in 

this study, and it would have been beyond the financial and logistical possibilities of the project, if 

feasible.  

 

4) We agree with the reviewer that our manuscript is not suitable for the BMJ, and we did not submit it 

to this journal, but to BMJ Open, which accepts study protocols and reporting of baseline results. The 

main results of the study will be published elsewhere.  

 

5) The presentation of data in table 2 has been modified to be read in the way suggested by the 

reviewer. We want to show the relative proportion of women presenting infected placenta at delivery 

(MIP) according to each class of maternal, infants or geographical factors.  

 

6) Women from the study asked most of the time to sign the informed consent in presence of their 

husband. Husbands did not sign for their wife, i.e. instead of them, but women wanted to have their 

husband approval before signing. Moreover, husband signing informed consent was especially asked 

by the Beninese Ethics Committee after reviewing the study protocol.  

 

7) As explained above, the aim of this paper was to present in details methods used in a 

multidisciplinary study and to describe the study population carefully. Several papers in different fields 

(immunology, genetics or epidemiology) will display the final results. The present paper will serve as a 

reference for these further articles, and we understood that BMJ Open was an adequate journal to 

publish protocols and baseline results.  

 

- To Yvonne Geissbühler, Novartis Pharma  
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1) The objective of the paper has been detailed at the end of the background section.  

 

2) We have reviewed the paper in order to improve the English. Placental infection has been 

reformulated (subjects have been classified into two groups, PM infected and PM negative, see 

reworded text).  

 

3) The title was modified according to reviewer’s comment.  

 

4) The study design paragraph was modified according to reviewer’s suggestion to state the duration 

of the enrollment period for the birth cohort and the duration of the follow-up.  

 

5) The sentence concerning “two community health workers” was modified page 9.  

 

6) Sample size:  

See answer to the 2nd reviewer (Steve Lindsay), and “sample size” section in the text.  

 

7) Free treatment:  

Infants all got free treatment available in the health centre (for malaria or for other infectious diseases) 

or in the nearest hospital when a transfer was necessary.  

 

8) Abbreviations table 2:  

Footer with abbreviations were added for table 2 according to the reviewer’s suggestion.  

 

9) The number of window screenings was collected during the study for every infant house or house 

of anopheles capture. In the southern part of Benin, houses have no open eaves.  

 

10) Rainfall:  

We added the precision concerning rainfall page 18, it was indeed specific of this part of Benin.  

 

11) All the variables collected during the study that were mentioned in the discussion were inserted in 

the “methods” section p12.  

 

12) Study limitations were added in the discussion section page 22.  

 

13) Table 2 (p<10-2): The correction in table 2 has been made, page 17.  

 

14) Objectives:  

The objectives of the paper and of the study have been clarified at the end of the Background section 

(page 7).  

 

16) Missing data:  

A comment on missing data has been inserted in Data management and analysis section, page 14.  

 

- To the Reviewer Dr Anil Kumar, Scientist-F and Head of epidemiology unit, National JALMA Institute 

for leprosy & other mycobacterial diseases, Agra 282001, India  

 

1) Clubbing the last two groups of mother’s age showed an even stronger association (p=0.001), with 

a proportion of PM infection at 7.28% (instead of 7.5% and 7% respectively for the two groups).  

 

3) Malaria prophylaxis during pregnancy and MIP:  

When pooling the two types of prophylaxis (chloroquine and/or IPTp with SP), we observed a 
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paradoxical result of 11.29% (63/558) of PM infection in the group taking prophylaxis vs 10% (5/50) in 

the group not taking prophylaxis. However, women not taking prophylaxis could be those who feel 

less exposed to malaria transmission.  

 

4) The main difference between high and low endemicity on population exposed to malaria is the level 

of exposure to infected anopheles and in consequence the level of immunity acquired by successive 

contacts with parasites. In low endemicity areas, women during pregnancy are less exposed to 

anopheles bites and to the parasite antigens, and so are their fetuses. According to the hypothesis of 

an immune tolerance developed by the fetus being in contact in utero with malaria antigens proposed 

by Le Hesran and col., the fetus would be less exposed in a low endemicity area, possibly with little or 

no effect on infant’s susceptibility to malaria in the first years of life.  

 

5) The main objective of the study is to confirm the existence of the origin of the relation between 

placental infection and first malaria infections in infants, i.e. biological (intra-uterine immunity 

tolerance), taking into account environmental factors (called situational by the reviewer) such as the 

level of exposure to anopheles, use of treated bednets or rainfall season. Thus, we will precisely 

avoid to falsely conclude to a biological effect, in reality due to environmental factors.  

 

6) We are not sure to fully understand the reviewer’s question. By all means, a full range of potential 

confounding factors such as seasonality have been taken into account in the planned final analysis, 

avoiding misleading conclusions.  

VERSION 2 – REVIEW 

REVIEWER I have no conflict of interest.  
 
 
Dr Anil Kumar  
Scientist F  
Biostatistics and Epidemiology  
National JALMA Institute for Leprosy & other mycobacterial 
diseases  
Taj Ganj, Agra 282001 

REVIEW RETURNED 22/12/2011 

 

RESULTS & CONCLUSIONS Most results are not included in the paper as this one seemed as 
authors describe a methodology only. I did not find anything very 
pressy. However if the full results are included in the paper it may 
have meaningful addition and when justified its contribution over and 
above others cited. 

REPORTING & ETHICS can not be connected without proper results 

GENERAL COMMENTS if the full results are included in the paper it may have meaningful 
addition and when justified its contribution over and above others 
cited.  

 

REVIEWER Yvonne Geissbühler  
Global epidemiologist  
Novartis Pharma AG  
Switzerland 

REVIEW RETURNED 04/01/2012 

 

THE STUDY There are still a lot of syntax error. Some sentences don't express 
what you are trying to say. Eg. babies born to an infected placenta. 
A baby can only be born to a mother with an infected placenta. Also 
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be consistent with the tense.  
Furthermore in the title you state: biological, environmental and 
genetic determinants. Later in the manuscript also nutritional and 
entomological is mentioned. Can the terms be defined in the 
manuscript and then be used consistently?  
In the abstract it would be helpful to first have 1-2 sentences 
background.  
Be also consistent when mentioning what you present in this 
manuscript, what the overall objective of the study is and what you'll 
present in the future.  
Do you also check P. vivax or only P.falciparum? I assume in Benin 
you also have P. vivax?  
In the abstract in the result section I would delete the last sentence 
and add instead something about the preliminary results.  
Third last sentence under Site description does not make sense: if 
there is malaria in this area there must be malaria transmission.  
Please verify if the sample size is big enough. The malaria infected 
placenta group is quite small.  
Entomological data: to evaluate accuracy it would be important to 
know if eg. you always used the same catchers, if they rotated 
between houses etc. Furthermore EIR calculation would be better 
described in the methods section than in the result section.  
What do you mean by maternity at delivery?  
In the discussion you state it is stated that you show the validity of 
the sample selection. To my knowledge you enrolled all pregnant 
women and their babies who were willing to participate. 

GENERAL COMMENTS I would recommend to have a native English speaker or a medical 
writer to work on the language of the manuscript.  

 

VERSION 2 – AUTHOR RESPONSE 

- To Yvonne Geissbühler, Novartis Pharma  

 

1) We performed the modifications required by the reviewer, replacing the expression “babies born to 

an infected placenta”, by “babies born to a mother with an infected placenta”. More generally, a 

revision of the English language has been made on the manuscript.  

 

2) The term “biological determinants” refers to placental malaria or immunologic factors. The term 

“environmental determinants” refers to entomological, ecological and behavioural (close environment) 

factors. A sentence defining the terms has been introduced page 8, to make it clearer.  

 

3) The abstract was modified according to reviewer’s comment by adding sentences on the study 

background at the beginning of the abstract. Precisions on what is presented in the manuscript, the 

objectives and what will be presented in the future have been included at the end of the abstract.  

 

4 ) Malaria is perennial in the study area and according to a recent entomological survey, Plasmodium 

falciparum is the commonest species (95%), P. malariae and P. ovale representing respectively 3% 

and 2% (Djenontin, 2010). In the present study, we checked for all species. Only few thick blood 

smears were positive to P. malariae. As now specified in the manuscript (page 11, “Malaria follow-

up”), and for the sake of coherence with previous studies, we analysed only P. falciparum infections.  

 

5) We deleted the last sentence of the abstract and added instead the main preliminary results 

(placental infection, entomological transmission, ecological results).  

 

6) The sentence cited by the reviewer in the Site description does not mean that there is no malaria 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2011-000342 on 8 M

arch 2012. D
ow

nloaded from
 

http://bmjopen.bmj.com/


transmission in the area, but that there was a lack of entomological studies in the particular area of 

Tori Bossito. However, according to the ecological and climatic results of the present study, we think 

that malaria transmission could be more important than previously thought.  

 

8) We followed the reviewer’s suggestion to check for the sample size and there was indeed an error 

in the reporting of the calculation in the revised manuscript (as compared to the first version). With 

hypothetic estimations of 15% of infections in infants born to mothers with placental malaria and 30% 

of infections in infants born to mothers with uninfected placentas (consistent with previous studies 

made in Cameroon), with a statistical power of 0.80, an alpha risk of 0.05 and a ratio of 5, the total 

sample size was 450 (75 in PM-infected group and 375 in PM-non infected placenta) (sampsi 

program on STATA v.8). At study initiation, to account for lost to follow-up, we decided to follow 600 

newborn babies. After the enrolment, we observed 68/608 infected placenta, which is consistent with 

the proportions expected in the two groups.  

 

9) Entomological data: The same catchers were used during the two years of the study, with very few 

exceptions due to temporary absence. There were 8 men per village, rotating between houses, indoor 

and outdoor. According to the reviewer’s suggestion, the EIR calculation is described in the methods 

section instead of the result section.  

 

10) The reviewer probably refers to “maternity of delivery”. In table 2, it has been replaced with 

“maternity clinic”.  

 

11) Indeed, we did enrol all pregnant women and their babies presenting at the maternity clinics, as 

long as they were willing to participate. However, some of the pregnant women living in the nine 

villages selected could have delivered outside the study area, thus introducing a selection bias in 

case of higher (or lower) risk of placental infection and/or morbidity of infants. We were comforted that 

such a bias could not have altered seriously our results by verifying that usual variables associated 

with placental malaria (such as gravidity and age of the mother) were found in our sample, with the 

same strength of association as in other studies performed in neighbouring sites (see for example 

Briand et al., JID 2009, or Huynh BT et al., AJTMH 2011).  
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