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

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Women’s perception of risks of adverse fetal pregnancy outcomes: a 

large-scale multinational survey 

AUTHORS Petersen, Irene; McCrea, Rachel; Lupattelli, Angela; Nordeng, 
Hedvig 

 

VERSION 1 - REVIEW 

REVIEWER Alice Panchaud 
University Hospital Lausanne, Switzerland 

REVIEW RETURNED 29-Jan-2015 

 

GENERAL COMMENTS This paper examines the pregnant women perception of risk 
regarding drug use and other factors in pregnancy. This topic is 
important to consider, but the paper has major short comings (e.g. 
overall lack of clarity, confused message, poor description of the 
methodology, presentation of results difficult to interpret, errors in 
the results, etc.) and is not ready yet for publication.  
 
Title  
The title doesn’t reflect accurately its content. Something about the 
type or the sources of risk should be added (i.e. teratogenic or 
foetotoxic risk).  
Abstract  
Results: add appropriate numerical results to show the amplitude of 
the findings  
Conclusions: message unclear  
Line 19: separate analyses were performed for thalidomide. Is this a 
main outcome?  
Line 28: many women did not rate thalidomide. Does this means that 
they have not answered the question or answered “I don’t know”? 
This may not be interpretable the same way.  
Introduction  
A more exhaustive review on risk perception in pregnancy is 
required. Risk communication should also be briefly introduced as it 
is an important point of the conclusion.  
Methods  
This paragraph needs to be structured.  
Line 27-34: It is not clear if it’s a result or a method.  
Why is thalidomide group analysed separately?  
Results & Discussion:  
Justify the use of an exploratory factor analysis at that step of the 
study. Why has this analysis not been performed before conducting 
the large scale study, etc. ?  
Results of the exploratory factor analysis are missing.  
Dental x rays have disappeared after the method part. Justify.  
Information about missing values is missing. Specify.  
Page 5 line 46 to page 6 line 32: Numerical results are missing.  
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Table 2: 95% CI is very small for the “all the data combined” 
analysis. This is surprising regarding the standard deviation values. 
If the variability is very small, how can you find so many associations 
(i. e. variables explaining the variability) defined as predictors in 
table 3? Does this means that the overall effect observed is very 
small and thus of very poor significance when translated in a “real 
world” effect (i.e translated in odds ratio)? If yes, this would be of 
great importance and thus should be discussed thoroughly in your 
discussion. If no, present your exploratory factor analysis results and 
correct your 95% CI. A step is missing to the overall understanding.  
Using a “coefficient” to present results is of poor implicit meanings. 
You should convert at least the more important findings in something 
more implicit in the discussion part (odds ratio).  
Clinical implications : it is not clear what this study adds to the 
already known concept that appropriate risk communication is 
crucial for the management of patients. 

 

REVIEWER Margareta Larsson 
Uppsala University, Sweden 

REVIEW RETURNED 30-Jan-2015 

 

GENERAL COMMENTS The study deals with an importans topic but needs some revision in 
order to improve clarity.  
General comment: The study is large with many participants which is 
a strength. My major problem with this paper is that there is no clear 
definition and description of the concepts "risk" and "risks in 
pregnancy" In some places it seems to be outspoken that it 
concerns risk for malformation of the fetus. But malformations is only 
one of risks related to pregnancy and pregnancy outcome. Risks for 
the mother? risks for miscarriage, stillbirth, preterm birth, growth 
retardation of the fetus are others, just to mention a few. It is not 
clear how questions were formulated and therefore unclear what 
women actually were responding to.  
This needs to be sorted out in the entire manuscript.  
Specific comments:  
Abstract: Is it really a population survey? In the title population 
based is used. You have also used large-scale multinational survey 
which perhaps is the most accurate description of the design.  
Main outcome: Risk perception score. Risk for what?  
Introduction  
The concepts of risk and perceived risk need clarification as 
described above.  
Methods: Explain the choice of countries, the translation process 
and the questions better. Again what did women respond to? Risk 
for the pregnancy in general or risk for malformation of the fetus? 
For example most educated women know of the risks with tobacco 
use during pregnancy, but the risks are nor specifically related to 
malformations.  
Websites used also need to be better clarified. Was it one per 
country or several? How was the selection made?  
The women were asked about pregnancy risks in general and 
teratogenic risks of 13 substances. But the question seemed to be 
whether the substance is "harmful " for the fetus. On what grounds 
were these substances selected and not others?  
Thalidomid was of special interest. Many women seemed to be 
unaware of it. How was the question posed, dit it include both the 
generic name of the substance together with the brand name used 
in the country? At least in my country most people would understand 
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the brand name but not the generic name.  
Results OK  
Discussion: Midwives and nurse/midwives are important health care 
providers in pregnancy and deserve to be mentioned.  
The selection bias could be further discussed. How could the bias 
affect the findings? 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name Alice Panchaud  

Institution and Country University Hospital Lausanne, Switzerland  

Please state any competing interests or state ‘None declared’: I am the swiss co-investigator of the 

multinational survey providing the data used in this paper.  

 

Please leave your comments for the authors below  

This paper examines the pregnant women perception of risk regarding drug use and other factors in 

pregnancy. This topic is important to consider, but the paper has major short comings (e.g. overall 

lack of clarity, confused message, poor description of the methodology, presentation of results difficult 

to interpret, errors in the results, etc.) and is not ready yet for publication.  

 

Thanks for your feedback, we have made a number of changes to the manuscript and hope that we 

have addressed your concerns.  

 

Title  

The title doesn’t reflect accurately its content. Something about the type or the sources of risk should 

be added (i.e. teratogenic or foetotoxic risk).  

 

We have now changed the title to:  

“Women’s perception of risks of adverse fetal pregnancy outcomes: a large-scale multinational 

survey” and revised the wordings in the abstract to enhance clarity.  

 

Abstract  

Results: add appropriate numerical results to show the amplitude of the findings  

 

We have now added some details on the mean risk perception scores in the abstract  

 

 

Conclusions: message unclear  

Line 19: separate analyses were performed for thalidomide. Is this a main outcome?  

 

We have now changed the wording slightly and it now reads:  

 

Risk perception scores (0 -10) for harmful effects to the fetus were derived for: 1) Medicines (Over 

The Counter medicine and prescribed medicine), 2) Food substances(Eggs and blue veined cheese), 

3) Herbal substances (ginger and cranberries) 4) Alcohol and tobacco and 5) Thalidomide.  

 

Line 28: many women did not rate thalidomide. Does this means that they have not answered the 

question or answered “I don’t know”? This may not be interpretable the same way.  

 

We agree. However, there were 6,267 women who ticked the box ‘Unknown substance’ and 154 

women who did not answer the question.  
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The wording in the questionnaire was as follows: “Here below is a list with various medicines, food 

and other substances. Please indicate how harmful you think they are for the foetus in a scale from 0 

to 10, where 0 corresponds to ‘not harmful’ and 10 to ‘very harmful’. If you have not heard before 

about such substance, tick ‘unknown substance’.”  

 

 

We have revised the sentence to avoid confusion – it now reads:  

Noticeably, 70% had not heard about thalidomide but of those who had (2,692/9,113) the risk 

perception scores were 0.4 to 0.5 point lower in women below 25 years compared to women aged 26 

- 30 years.  

 

 

Introduction  

A more exhaustive review on risk perception in pregnancy is required. Risk communication should 

also be briefly introduced as it is an important point of the conclusion.  

 

Thank you for this suggestion. We have now expanded both the introduction and discussion to further 

review the risk perception and communication in pregnancy.  

 

Methods  

This paragraph needs to be structured.  

Line 27-34: It is not clear if it’s a result or a method.  

 

We have now separated this paragraph into two and added subheading to ease the reading. We 

consider the factor analysis as a part of the method to derive the final results and it is therefore in the 

method section.  

 

We have also specified the exact questions that women were asked. Hence, under the data section it 

now reads:  

 

Hence, women were asked the following questions:  

 

“Among 100 health women in a healthy environment, how many do you think will give birth to a child 

with a birth defect?”  

 

“Here below is a list with various medicines, food and other substances. Please indicate how harmful 

you think they are for the foetus in a scale from 0 to 10, where 0 corresponds to ‘not harmful’ and 10 

to ‘very harmful’. If you have not heard before about such substance, tick ‘unknown substance’.”  

 

 

Why is thalidomide group analysed separately?  

 

Mean scores of all 13 substances are presented in table 2 and in figure 1. As described in the 

manuscript, the thalidomide did not appear to fit well in any grouping according to the factor analyses. 

However, we felt it was important to examine factors associated with women’s perception of 

thalidomide and therefore decided to analyse it separately.  

 

 

 

Results & Discussion:  

 

Justify the use of an exploratory factor analysis at that step of the study. Why has this analysis not 
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been performed before conducting the large scale study, etc. ?  

 

We have now included a justification of the use of exploratory factor analysis in the method section. 

The analysis is based on the study results so would not have been possible to conduct prior to the 

study.  

 

We have now also included sub-headings for each of the risk score groups in the abstract to highlight 

the logic of the grouping.  

 

 

 

Results of the exploratory factor analysis are missing.  

We have now included an appendix 1 which provide further information about the factor analysis.  

 

Dental x rays have disappeared after the method part. Justify.  

 

Mean risk scores for dental x rays are presented in table 2 and figure 1. As we outline in the method 

section and in appendix 1 the dental x rays did not appear to fit well in any grouping in the factor 

analysis and therefore did not take the analysis further.  

 

Information about missing values is missing. Specify.  

 

We have now added information on missing values in the method section.  

 

We also included information on how many women were included in each of the analyses in both 

Table 2 and Table 3.  

 

Page 5 line 46 to page 6 line 32: Numerical results are missing.  

 

We have now added some numerical results  

 

Table 2: 95% CI is very small for the “all the data combined” analysis. This is surprising regarding the 

standard deviation values.  

 

We have used the standard formula to calculate 95% CI. (̅mean ± (1.96 x SD/√n))  

See for example Kirkwood and Sterne Medical Statistics page 51. We are working with relatively large 

sample sizes and hence the narrow confidence intervals.  

 

If the variability is very small, how can you find so many associations (i. e. variables explaining the 

variability) defined as predictors in table 3? Does this means that the overall effect observed is very 

small and thus of very poor significance when translated in a “real world” effect (i.e translated in odds 

ratio)? If yes, this would be of great importance and thus should be discussed thoroughly in your 

discussion. If no, present your exploratory factor analysis results and correct your 95% CI. A step is 

missing to the overall understanding. Using a “coefficient” to present results is of poor implicit 

meanings. You should convert at least the more important findings in something more implicit in the 

discussion part (odds ratio).  

 

We realise that the reviewer may not have been aware that our results are based on a multilevel 

linear regression model and not a logistic regression. We have now specified this in the method 

section.  

 

We would also like to emphasize that the results presented in table 3 relates to the associations 
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between the characteristics of the women and their perception of risks. For each multilevel linear 

regression analysis we present both the overall p-values as well as the 95% CI around the 

coefficients. As we describe in the method section a positive coefficient denoted a higher perception 

of risk than the reference group, whereas a negative coefficient denoted a lower perception of risks. 

We have now given some examples of these estimated risk scores in the text. For example we now 

say:  

 

“For OTC and prescription medicine the perception of risks was lowest among those aged 31-40 

years and highest among those aged 21-25 years and higher among women educated at primary 

school and high-school level, hence their estimated risk perception scores was 0.36 (95% CI: 0.14 to 

0.58) and 0.30 (95% CI: 0.20 to 0.40) points higher compared to women educated at university level”  

 

Please see appendix 1 for further details in terms of the grouping of the outcomes  

 

Clinical implications: it is not clear what this study adds to the already known concept that appropriate 

risk communication is crucial for the management of patients.  

 

Our study provides some evidence of the discrepancy between actual and perceived risks among 

pregnant women and women of child bearing age and that there is geographical and demographic 

variations. However, our study was not set up to evaluate risk communication.  

 

Reviewer Name Margareta Larsson  

Institution and Country Uppsala University, Sweden  

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below The study deals with an importans topic but needs 

some revision in order to improve clarity.  

 

We thank you for your feedback and hope we have now addressed your points satisfactorily.  

 

General comment: The study is large with many participants which is a strength. My major problem 

with this paper is that there is no clear definition and description of the concepts "risk" and "risks in 

pregnancy" In some places it seems to be outspoken that it concerns risk for malformation of the 

fetus. But malformations is only one of risks related to pregnancy and pregnancy outcome. Risks for 

the mother? risks for miscarriage, stillbirth, preterm birth, growth retardation of the fetus are others, 

just to mention a few. It is not clear how questions were formulated and therefore unclear what 

women actually were responding to. This needs to be sorted out in the entire manuscript.  

 

Thank you for raising this point. As we mention in our response to reviewer 1 above we asked the 

women two questions that relate to perception of risks (see below). These questions were referred to 

in the result sections and as a footnote to one of the tables. We have now brought these forward to 

the method section.  

 

“Among 100 health women in a healthy environment, how many do you think will give birth to a child 

with a birth defect?”  

 

“Here below is a list with various medicines, food and other substances. Please indicate how harmful 

you think they are for the foetus in a scale from 0 to 10, where 0 corresponds to ‘not harmful’ and 10 

to ‘very harmful’. If you have not heard before about such substance, tick ‘unknown substance’.”  

 

While the first question clearly relates to birth defects, the second question is broader and may be 

interpreted differently by different women. We have now included a paragraph about this in the 
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discussion (see below).  

 

“Our survey did not go into detailed questioning around women’s perception of what constitute 

harmful effects, but left this up to the individual women to define. It is likely, however, that many 

women may have interpreted our question broadly and considered factors such as congenital 

anomalies, still birth, preterm birth, low birth weight, growth retardation of the fetus and developmental 

delays all together. To further disentangle women’s concept of risks more in-depth qualitative 

research may be required as done by Heaman et al.(11)”  

 

Specific comments:  

Abstract: Is it really a population survey? In the title population based is used. You have also used 

large-scale multinational survey which perhaps is the most accurate description of the design.  

 

We agree and have now changed the description as suggested.  

 

Main outcome: Risk perception score. Risk for what?  

 

We have now changed the description of the main outcomes. It now reads:  

 

“Risk perception scores (0 -10) for harmful effects to the fetus were derived for: 1) Medicines (Over 

The Counter medicine and prescribed medicine), 2) Food substances (Eggs and blue veined cheese), 

3) Herbal Substances (Ginger and Cranberries) 4) Alcohol and tobacco and 5) Thalidomide.”  

 

Introduction  

The concepts of risk and perceived risk need clarification as described above.  

 

We agree and have added some further clarification both in the introduction and discussion  

 

 

Methods: Explain the choice of countries, the translation process and the questions better.  

 

We have amended the method section to include information on choice of countries, the translation 

process and questions and it now reads:  

 

“This study was based on data from an international survey of women in Europe, North America and 

Australia (Table 1). Hence, member countries of the European Network of Teratology Information 

Services (ENTIS), The Organization of Teratology Information Specialists (OTIS) in North America, 

MotherSafe in Australia and European institutions conducting public health research were invited to 

act as national coordinators of the project. Of these, 18 countries participated (Australia, Austria, 

Canada, Croatia, Finland, France, Iceland, Italy, Netherlands, Norway, Poland, Russia, Serbia, 

Slovenia, Sweden, Switzerland, United Kingdom and USA).  

 

The questionnaires, initially developed in Norwegian and English, and then translated into the other 

relevant languages, were rolled out via QuestBack (http://www.questback.com/) after being piloted in 

piloted in four countries in order to evaluate its comprehension and suitability to the national setting.”  

 

 

 

Again what did women respond to? Risk for the pregnancy in general or risk for malformation of the 

fetus? For example most educated women know of the risks with tobacco use during pregnancy, but 

the risks are nor specifically related to malformations.  
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We agree and have now touched on this in the discussion as we outline above: “Our survey did not 

go into detailed questioning around women’s perception of what constitute harmful effects, but left this 

up to the individual women to define. It is likely, however, that many women may have interpreted our 

question broadly and considered factors such as congenital anomalies, still birth, preterm birth, low 

birth weight, growth retardation of the fetus and developmental delays all together. To further 

disentangle women’s concept of risks more in-depth qualitative research may be required as done by 

Heaman et al.(11)”  

 

 

Websites used also need to be better clarified. Was it one per country or several? How was the 

selection made?  

 

Thanks for highlighting this. We have now added additional information to the method section:  

 

“The questionnaire was open to the public via utilization of banners on 1-4 websites and/or pregnancy 

forums per country commonly visited by pregnant women. Social networks were also utilized. 

Websites were selected on the basis of the number of daily users. Information about recruitment tools 

utilized and internet penetration rates in each participating country are described in details elsewhere”  

 

We also provide a reference to a paper published by Lupatelli et al. in BMJ Open which provides 

further details to how the study was set up.  

 

The women were asked about pregnancy risks in general and teratogenic risks of 13 substances. But 

the question seemed to be whether the substance is "harmful " for the fetus. On what grounds were 

these substances selected and not others?  

 

We utilized 13 agents that had been previously investigated in a study from our research group 

(Nordeng H, Ystrøm E, Einarson A. Perception of risk regarding the use of medications and other 

exposures during pregnancy. Eur J Clin Pharmacol 2010;66:207-214.) This study was performed in 

Norway only, and we aimed to evaluate whether similar findings could be obtained on a larger scale 

study. Beyond this reasoning, the list should always include harmful agents (i.e., smoking, alcohol, 

thalidomide) along with not harmful agents; we selected common medication exposures (e.g., OTC 

for nausea, penicillin, paracetamol, antidepressants) so that we could expect that a large proportion of 

women knew about these substances and might have evaluated their intake in pregnancy.  

 

Thalidomide was of special interest. Many women seemed to be unaware of it. How was the question 

posed, did it include both the generic name of the substance together with the brand name used in 

the country? At least in my country most people would understand the brand name but not the generic 

name.  

 

Thalidomide was marketed with several brand names in the various countries, so we faced some 

difficulties in including all brand names in our questionnaire. Beside, we felt that the an important 

segment of the target population might be familiar with the terminology “thalidomide disaster” / 

“thalidomide tragedy”  

 

Results OK  

Discussion: Midwives and nurse/midwives are important health care providers in pregnancy and 

deserve to be mentioned.  

 

We agree and have now included a specific mention of these in the discussion.  

 

The selection bias could be further discussed. How could the bias affect the findings?  
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We have now added an additional paragraph where we discuss potential effects of selection bias. 

Hence, we briefly discuss that women who are more alert to risks may also be those who were more 

likely to complete the survey and hence we may have overestimated the risk perception. 

VERSION 2 – REVIEW 

REVIEWER Alice Panchaud 
University hospital Lausanne, Switzerland 

REVIEW RETURNED 30-Mar-2015 

 

GENERAL COMMENTS Changes made to the manuscript have improved its clarety.  
Discussion on the effect sizes observed and their meanings for the 
practice is still missing in the discussion. 

 

REVIEWER Margareta Larsson 
Uppsala University Sweden 

REVIEW RETURNED 10-Mar-2015 

 

GENERAL COMMENTS My comments and concerns have been addressed. There are still 
some typos and grammar issues but these will probably be 
corrected by the publication team.  
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