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VERSION 1 - REVIEW 

REVIEWER Mulubrhan F. Mogos 
Indiana University, School of Nursing, Department of Community 
and Health Systems, USA 

REVIEW RETURNED 03-Sep-2014 

 

GENERAL COMMENTS The study described in this present protocol aims to assess the 
effectiveness of a preconception care recruitment strategy and 
effectiveness of individual preconception care consultation 
 
The study described in the present protocol aims to assess the 
effectiveness of a preconception care recruitment strategy and 
effectiveness of individual preconception care consultation. This 
protocol provides a valuable background information that can be 
used by researchers to evaluate the merits of findings of the study in 
the future. Overall, the protocol is well designed and upon 
completion of the study, this work will have a valuable contribution to 
the science of preconception care. However, there are minor issues 
that need to be addressed and I will highlight these issues below:  
 
ABSTRACT:  
1. The target population is described as 18-42years in the abstract 
and 18-41years elsewhere in the protocol.  
2. Your description of the primary outcome to for the effectiveness of 
your recruitment strategy is not clearly described in the abstract and 
within the manuscript (page 9 line 280). perhaps you may assess 
this by providing (eligible cases), numbers approached, and 
numbers successful recruited.  
 
STRENGTHS AND LIMITATIONS OF THIS STUDY:  
1. I am not sure if this section current placement in the protocol is 
something required by the journal. If that is not the case, most 
contents under this section should be moved to the discussion 
section.  
2. Include citation (page 3 line 71) after the bracket.  
3. Page 3 line 73, what does in "light of a total population" mean? 
line 74, "the enrolled study" what does this mean.....the whole 
sentence is confusing.  
4. Page 3 line 76. I don't agree with the first sentence and the 
subsequent sentence is not necessary too. The whole paragraph is 
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not clear. Rewrite the paragraph if there is a story that you are trying 
to tell. I am skeptical about your last sentence too (line 82). You 
need to be sure about the accuracy of statements like that.  
5. Line 85, the word novel is used extravagantly here.  
6. Line 88, I am not sure if the authors are claiming that this is the 
first ever preconception cohort to be recruited in the Netherlands. If 
that is the case you need to be very specific. Line 89, give citation of 
other studies.  
 
BACKGROUND:  
1. Line 117, remove extra bracket. 'were' instead of was.  
2. Line 120, add reference at the end of "....before conception...."  
3. Page 5 line 132, delete "seems" and replace "an" with "a".  
4. page 5, Line 142, add couples or partners. i.e. ".....PCC to 
women/couples upon....."  
5. page 5 Line 148, spell out GP on your first use of the 
abbreviation.  
6. page 6, line 167. use (selection described elsewhere). (citation)  
7. Page 7, line 181. delete the full stop after population, add "and" 
then delete "the target population knows their own GP or local 
midwife"  
 
THEORETICAL FRAMEWORK OF THE HP4ALL PCC SUB-STUDY  
1. All figures (1 to 3) are hazy and very difficult to read. Please 
improve the quality of all the figures.  
2. Page 7 line 209, remove the extra apostrophe sign and add 
"...model of health care utilization" after Anderson's  
3. Page 7 line 212 -215, remove the sentence that begins 
"Factors........care professional" and leave reference number 16 
there if is represents the preceding sentence.  
4. Page 7 line 225, which model are you referring? Anderson's 
model or the modified model that you created in figure 1? please be 
specific.  
 
STUDY POPULATION  
1. Do you try to reach out to women who didn't show up on 
appointment day or you just omit them from the study?  
 
RECRUITMENT AND ENROLLMENT  
1. PAGE 9, LINE 265, modify the sentence. for example 
"participants who agreed to take part in the study signed an 
informed consent"  
 
DATA COLLECTION AND MEASUREMENT  
1. Page 10, line 299, omit the phrases in bracket.  
2. Page 10, line 301, replace "in" with "after" , delete "later" & "and" 
add "to" replaces assesses with "assess"  
3. Page 10, line 302. Will you conduct separate analyses of data 
collected via internet and paper to see if data collection method 
matters?  
 
DATA ANALYSIS AND SAMPLE SIZE  
1. use "." instead of "," with decimal numbers, Unless the later is 
preferred by the journal. 

 

REVIEWER Geordan Shannon 
University College London  
United Kingdom 
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My research article was referenced in this paper (Reference number 
14: Shannon GD, Alberg C, Nacul L, Pashayan N: Preconception 
Healthcare Delivery at a Population Level: Construction of Public 
Health Models of Preconception Care. Matern Child Health J 2013.)  
Otherwise no competing interests. 

REVIEW RETURNED 06-Sep-2014 

 

GENERAL COMMENTS Thank you for the opportunity to review your extremely interesting 
article. There is a great need for well-designed, prospective research 
in the field of Preconception Care. Please find my comments below:  
 
ABSTRACT  
- Well written  
- Introduction: fifth and final sentence contains “objective…is” 
whereas there are two objectives so should read “objectives…are.”  
- You introduce the terms “high risk” and “Anderson‟s model of 
healthcare utilisation here, however it is not until reading the body of 
text that these are actually defined  
 
STRENGTHS/LIMITATIONS  
- Fantastic coverage of strengths of the study, and I agree with the 
innovative and proactive way to recruit women for preconception 
care, the use of biomarkers, and the cohort design.  
- Point three (Studies often do not see their study population in light 
of a total population. Methodology of our study includes thorough 
reflection upon the enrolled study with municipal data registries). 
This does not read well. Are you trying to demonstrate here how 
your study is broad and inclusive? Is it representative of an entire 
population? I would recommend clarifying this point.  
 
BACKGROUND  
- Third sentence in paragraph one: I would consider revising your 
use of the word “justly” at the beginning of this sentence as it doesn‟t 
read well. Do you mean from a justice perspective?  
- Excellent justification of the importance of preconception care 
programs. However, you mention “low Apgars” as a risk for poor 
perinatal outcomes, as well as SGA, premature birth and congenital 
abnormalities. You subsequently state that these risks can be 
prevented by preconception care. I agree that SGA, congenital 
abnormalities and at times premature birth may be prevented by 
PCC, but to my knowledge I‟m not so sure that low Apgar scores 
can be. Perhaps revise this point?  
- Recruitment section is very thorough, however it may be 
worthwhile recognising other “barriers” to accessing PCC (and not 
just reluctance to discuss wish for a child). For example, young 
women who don‟t plan pregnancy may assume they are healthy and 
that a visit to the doctor is unnecessary, some women may have 
poor contact with healthcare services, and some may be poorly 
educated about PCC.  
 
METHODS  
- Key attributes of the study: You mention “high risk populations” as 
measured by perinatal mortality alone. Is there any information on 
the exposure to other risk factors at a population level such as 
average dietary folate intake, rates of smoking, and chronic diseases 
such as Diabetes?  
- Framework: Excellent theoretical model. The use of a population 
between 18 and 41 may restrict from including the higher risk 
women at either end of the age spectrum. For example, younger or 
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older women (less than 18 years or over 40) may be more at risk for 
poor pregnancy outcomes.  
- Population: you include women with a future pregnancy wish, 
understandably. However, a large proportion of all pregnancies are 
unplanned. How will you capture women with unintended 
pregnancies? Also, you exclude women who fail to show up at the 
appointment. Does this introduce participation bias? How will you 
follow-up women who don‟t show but who may be at highest risk?  
- Outcomes: Excellent and clear use of outcome measures  
- Data collection: Excellent structure. Would the readership benefit 
from the sensitivity and specificity of the laboratory tests you utilise 
as biomarkers?  
 
DISCUSSION  
- Quite brief and reads a little like a conclusion  
- You have designed the study well and hence reduced bias through 
your methodology. However, it would be interesting to hear an 
evaluation of anticipated bias that can‟t be controlled for and how 
you will address this. For example, participation bias?  
- I would also be interested in hearing of the anticipated barriers to 
your study such as recruitment, sustainability and ultimately the cost 
of the intervention (in anticipation of cost-effective analysis in the 
future). 
 
I look forwards to reading the outcome of this research. Best of luck. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1 

Name Mulubrhan F. Mogos  

Institution and Country Indiana University, School of Nursing, Department of Community and Health 

Systems, USA  

Competing interests: None declared  

The study described in this present protocol aims to assess the effectiveness of a preconception care 

recruitment strategy and effectiveness of individual preconception care consultation  

The study described in the present protocol aims to assess the effectiveness of a preconception care 

recruitment strategy and effectiveness of individual preconception care consultation. This protocol 

provides valuable background information that can be used by researchers to evaluate the merits of 

findings of the study in the future. Overall, the protocol is well designed and upon completion of the 

study, this work will have a valuable contribution to the science of preconception care. However, there 

are minor issues that need to be addressed and I will highlight these issues below: 

 

Abstract: 

1. The target population is described as 18-42 years in the abstract and 18-41 years elsewhere in the 

protocol.  
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Answer: Thank you for noticing this, as our target population includes all women up to and 

including 41; this was changed consistently where applicable. Please find the changes in lines 46, 

234, 275, 320. 

 

2. Your description of the primary outcome for the effectiveness of your recruitment strategy is not 

clearly described in the abstract and within the manuscript (page 9 line 280). Perhaps you may 

assess this by providing (eligible cases), numbers approached, and numbers successful recruited.  

Answer: Thank you for pointing this out. To clarify our outcomes and which comparisons we will 

make in the analyses we introduced the terms „number approached‟ and „successfully recruited‟ 

throughout the manuscript. Please find these terms (underlined) in the revised sections below: 

o Abstract section lines 49-58: 

„Primary outcome regarding the effectiveness of the recruitment strategy is the number of women 

successfully recruited  and the outreach in terms of which population is reached in comparison to 

the approached population. Data collection consists of registration in the database of women that 

enroll for a visit to the individual PCC consultations (women successfully recruited), and pre- and 

post-consultation measurements amongst the included study population (by questionnaires, 

anthropometric measurements and biomarkers).‟ 

o Manuscript lines 312-319: 

„The primary outcome regarding the effectiveness of the recruitment strategy is the utilization of 

the preconception care services of the program. This is measured quantitatively by the number of 

women that utilized the preconception care program (women successfully recruited) in relation to 

the number of women approached by the recruitment strategy. Secondly, the effectiveness of the 

recruitment strategy is assessed in terms of outreach: by assessing characteristics of women 

reached. This includes basic demographics of women that were successfully recruited and 

identification of predisposing factors, need, and enabling factors according to Andersen‟s‟ model of 

health care utilization amongst women included in study.‟ 

o Table 1 (the overview of outcome measures and data sources per research aim). 

RESEARCH 

AIM 

 Outcome measure Data Source 

EFFECTIVENESS OF INDIVIDUAL PCC CONSULTATIONS 

Primary 

Outcomes 

Folic acid 

suppletion 

Self-reported folic acid use 

Biomarker (Erythrocyte folate) 

confirmed folic acid suppletion 

Questionnaire and blood 

analysis at first consultation 

and 3 months after first 

consultation 

 Smoking  Self-reported smoking 

cessation  

Biomarker (Serum cotinine) 

confirmed smoking cessation 

Questionnaire and blood 

analysis at first consultation 

and 3 months after first 

consultation 

 Alcohol Self-reported cessation of 

alcohol consumption 

Self-reported reduction of 

Questionnaire and blood / 

urine analysis at first 

consultation and 3 months 
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alcohol consumption 

Biomarker (serum %CDT; 

urinary EtG or PeTH) 

confirmed reduction or 

cessation of alcohol 

consumption 

after first consultation 

 Illicit substance 

use 

Self-reported cessation of illicit 

substance use 

Biomarker (Drug assessment 

in urine) confirmed cessation 

of illicit substance use. 

Questionnaire and urine 

analysis at first consultation 

and 3 months after first 

consultation 

EFFECTIVENESS OF RECRUITMENT STRATEGY 

Primary 

Outcomes  

Characteristics 

of the cohort 

measured by 

Andersen‟s‟ 

model 

Characteristics of women that 

utilized the PCC health service 

according to the framework of 

the sub-study (figure 1)  

Questionnaire at first 

consultation 

 Outreach of the 

municipal letter 

 

Proportion of women 

successfully recruited through 

the letter from the municipality 

in relation to the number of 

women approached with a  

letter from the municipal 

health service/ municipality. 

Characteristics of women 

successfully recruited after 

receiving the letter from the 

municipality in relation to 

characteristics of women 

residing in the selected 

neighborhood(s). 

Data on women successfully 

recruited (the Gemstracker 

database)and  data from 

women included in the study 

(questionnaire 1).  

(Anonymous) Municipal 

administrative records 

provide characteristics of the 

target population: all women 

aged 18-42 residing in the 

high risk neighborhood. 

 Outreach of the 

GP letter 

 

Proportion of  women 

successfully recruited  in 

relation to the number of 

women approached by a letter 

from their general practice.  

Characteristics of these 

women in relation to 

characteristics of women 

residing in the selected 

neighborhood(s). 

Data on women successfully 

recruited (the Gemstracker 

database) and  data from 

women included in the study 

(questionnaire 1).  

(Anonymous) register of 

women who were sent a 

letter by general practices. 

(Anonymous)Municipal 

administrative records 

provide characteristics of the 

target population: all women 

aged 18-42 residing in the 

high risk neighborhood. 

 Outreach of the 

Preconception 

health educators 

Proportion of women 

successfully recruited after 

being approached about the 

service during a a peer health 

education session.  

Characteristics of these 

women in relation to 

Data on women successfully 

recruited (the Gemstracker 

database) and data from 

women included in the study 

(questionnaire 1).  

Questionnaires of 

participants of preconception 
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Strengths and limitations section:  

3. I am not sure if this section current placement in the protocol is something required by the journal. 

If that is not the case, most contents under this section should be moved to the discussion section.  

Answer: We shortened this section and reduced the number of points to the key points of the 

manuscript as we were unaware that this section would be included in the publication. 

 

4. Include citation (page 3 line 71) after the bracket.  

Answer: As the strengths and limitations section should not include citations, we did not add this 

citation. This point was moved to the end of this section to set the points in order of importance.  

 

5. Page 3 line 73, what does in "light of a total population" mean? line 74, "the enrolled study" what 

does this mean.....the whole sentence is confusing.  

Answer: We deleted this sentence. What is most important about the recruitment strategy is that a 

predefined recruitment strategy is applied of which the effectiveness is a study outcome. This can 

be read in the article rather than in this section.  

Please find changes in lines 83-86: „It is acknowledged to be a true challenge to reach prospective 

parents in the preconception period. In this study a pre-defined strategy with active and passive 

recruitment components is employed to promote uptake of PCC consultations. Its effectiveness is 

seen as one of the primary study outcomes‟ 

 

6. Page 3 line 76. I don't agree with the first sentence and the subsequent sentence is not necessary 

too. 

characteristics of women 

residing in the selected 

neighborhood(s). 

health education sessions 

(Anonymous) Municipal 

administrative records 

provide characteristics of the 

target population: all women 

aged 18-42 residing in the 

high risk neighborhood. 

 Outreach of the 

Child welfare 

service 

Proportion of women  

successfully recruited after 

being approached about the 

service during a visit at the 

through information from Child 

Welfare services.  

Characteristics of these 

women in relation to 

characteristics of women 

residing in the selected 

neighborhood(s). 

Data on women successfully 

recruited (Gemstracker 

database) and data from 

women included in the study 

(questionnaire 1).  

 (Anonymous) Municipal 

administrative records 

provide characteristics of the 

target population: all women 

aged 18-42 residing in the 

high risk neighborhood. 
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The whole paragraph is not clear. Rewrite the paragraph if there is a story that you are trying to 

tell. I am skeptical about your last sentence too (line 82). You need to be sure about the accuracy 

of statements like that.   

Answer: We deleted this fragment and revised this point to one statement about the recruitment 

strategy. We consisted our point regarding recruitment to: „It is acknowledged to be a true 

challenge to reach prospective parents in the preconception period. In this study a pre-defined 

strategy with active and passive recruitment components is employed to promote uptake of PCC 

consultations. Its effectiveness is seen as one of the primary study outcomes‟ (lines 83-86). 

  

7. Line 85, the word novel is used extravagantly here.  

Answer: This point was deleted to shorten this section.  

 

8. Line 88, I am not sure if the authors are claiming that this is the first ever preconception cohort to 

be recruited in the Netherlands. If that is the case you need to be very specific. Line 89, give 

citation of other studies.  

Answer: We deleted this point in this section, the discussion section in future publications would be 

a more suitable place to reflect upon existing literature. 

  

Background:  

9. Line 117, remove extra bracket. 'were' instead of was.  

Answer: The bracket was removed (line 130). Were‟ was added to line 131: „In the Netherlands, 

85% of the perinatal mortality cases were preceded by small for gestational age (SGA), premature 

birth, congenital anomalies[11, 12]‟ 

 

10. Line 120, add reference at the end of "....before conception...."  

Answer: A reference was added in line 134; this reference was already present in the reference 

list. 

 

11. Page 5 line 132, delete "seems" and replace "an" with "a".  

Answer: This change was made in line 146: Individual PCC is a unique opportunity for professional 

lead PCC‟. 

 

12. Page 5, Line 142, add couples or partners.  
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Answer: We now refer to couples here. Line 161: „For instance a woman‟s or couples willingness 

to disclose their pregnancy wish to a professional is a known barrier.[18]‟ 

 

13. Page 5 Line 142 i.e. ".....PCC to women/couples upon....."  

Answer: “or couples” was added. Line 163: „Simply delivering PCC to women or couples upon 

request does not seem to be sufficient to provide PCC at a scale to improve perinatal health.‟ 

 

14. Page 5 Line 148, spell out GP on your first use of the abbreviation.  

Answer: This change was made where GP is used first (line 169); GP was abbreviated where it 

had incorrectly been spelled out for the first time (line 208). 

 

15. Page 6, line 167. use (selection described elsewhere). (citation)  

Answer: This change was made in line 188: „After ranking the municipalities with the highest 

perinatal mortality and morbidity in the country, 14 municipalities were selected as candidates for 

participation (selection described elsewhere).[5]‟ 

 

16. Page 7, line 181. delete the full stop after population, add "and" then delete "the target population 

knows their own GP or local midwife"  

Answer: This change was made in line 211: „They were selected because they can deliver the 

intervention in a responsive fashion, because they are familiar with the target population and by 

arranging them to provide the PCC consultations accessibility of PCC is ensured.‟ 

 

Theoretical framework:  

17.  All figures (1 to 3) are hazy and very difficult to read. Please improve the quality of all the figures. 

Answer: Thank you for pointing this out. Please find the improved figures submitted in the 

submission system.  

 

18. Page 7 line 209, remove the extra apostrophe sign and add "...model of health care utilization" 

after Anderson's.  

Answer: This change was made in line 239: „Predisposing factors:  In accordance to Andersen‟s 

model of health care utilization we contemplate that a women‟s decision to utilize PCC will depend 

on a function of her health beliefs and attitude towards the preconception health service and a 

healthy pregnancy, social influences and demographic factors.‟ 
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19. Page 7 line 212 -215, remove the sentence that begins "Factors........care professional" and leave 

reference number 16 there if is represents the preceding sentence.  

Answer: These sentences were deleted including removal of the reference (as it represented the 

example that was made).  

 

20. Page 7 line 225, which model are you referring? Anderson's model or the modified model that you 

created in figure 1? please be specific.  

Answer: We refer to our model here. To clarify this we replaced „the model‟ with „figure 1‟. Please 

find the changes in lines 254-255: „Factors from the literature or of which we hypothesized to 

influence objective and/or perceived need for a PCC consultation are mentioned in figure 1.‟  

 

 

Study population  

21. Do you try to reach out to women who didn't show up on appointment day or you just omit them 

from the study?  

Answer: Please find the response to this point under revision point 35c and the addition to the 

manuscript in lines 365-371: „In case of no-show at either consultation, PCC providers are 

encouraged to provide a new appointment for the consultation. If the woman does not attend the 

first PCC consultation she will be included for the analysis of the recruitment strategy. However, 

she will be excluded from the PCC cohort. If a woman does not attend the second PCC 

consultation she will be asked to complete her second questionnaire and where it is logistically 

opportune she will be asked to undergo a second laboratory assessment. She will be included in 

outcome assessment of the effectiveness trial in that case.‟ 

 

Recruitment and enrollment  

22.  PAGE 9, LINE 265, modify the sentence. for example "participants who agreed to take part in the 

study signed an informed consent"  

Answer: Thank you for this suggestion, we made the alteration in line 296: „Participants who 

agreed to take part in the study signed an informed consent.‟ 

 

Data collection and measurement  

23.  Page 10, line 299, omit the phrases in bracket.  
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Answer: The phrases were omitted (see line 335). 

 

24.  Page 10, line 301, replace "in" with "after" , delete "later" & "and" add "to" replaces assesses with 

"assess"  

Answer: This change was made in line 337: Questionnaire 2 is filled in after three months to 

assess changes in health behavior regarding preconception risk factors. 

 

25.  Page 10, line 302. Will you conduct separate analyses of data collected via internet and paper to 

see if data collection method matters?  

Answer: Thank you for this suggestion. We will keep this in mind if we see large discrepancies 

between the data collection methods. 

 

Data analysis and sample size  

26.  use "." instead of "," with decimal numbers, Unless the later is preferred by the journal.  

Answer: Decimals are now shown with "." rather than comma‟s. This change was made 

consistently throughout the manuscript. 

 

 

Comments reviewer 2 

Reviewer 2 

Name Geordan Shannon  

Institution and Country University College London  

United Kingdom  

Please state any competing interests or state „None declared‟: My research article was referenced in 

this paper (Reference number 14: Shannon GD, Alberg C, Nacul L, Pashayan N: Preconception 

Healthcare Delivery at a Population Level: Construction of Public Health Models of Preconception 

Care. Matern Child Health J 2013.)  

Otherwise no competing interests.  

 

Thank you for the opportunity to review your extremely interesting article. There is a great need for 

well-designed, prospective research in the field of Preconception Care. Please find my comments 

below:  
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Abstract  

Well written  

27. Introduction: fifth and final sentence contains “objective…is” whereas there are two objectives so 

should read “objectives…are.”  

Answer: This change was made in line 39: „The main objectives of the preconception care sub-

study are (1) to assess the effectiveness of a recruitment strategy for the PCC health services and 

(2) to assess the effectiveness of individual PCC consultations.‟ 

 

28. You introduce the terms “high risk” and “Anderson‟s model of healthcare utilisation here, however 

it is not until reading the body of text that these are actually defined  

Answer: We agree that the term high-risk is a bit vague here. What is of importance here is that we 

are conducting the study in neighborhood in municipalities with perinatal mortality and morbidity 

rates which exceed the nation‟s averages. We made changes to specify this in the abstract in lines 

42-43: „Design: Prospective cohort study in neighborhoods of 14 municipalities with perinatal 

mortality and morbidity rates exceeding the nations average.‟ 

We added a brief explanation about Andersen‟s model where the model is first mentioned in the 

abstract in lines 45-46: „The theoretical framework of the PCC sub-study is based on Andersen‟s 

model of Health Care utilization (a model that evaluates the utilization of health care services from 

a sociological perspective).‟  

 

Strengths/ limitations  

Fantastic coverage of strengths of the study, and I agree with the innovative and proactive way to 

recruit women for preconception care, the use of biomarkers, and the cohort design.  

29. Point three (Studies often do not see their study population in light of a total population. 

Methodology of our study includes thorough reflection upon the enrolled study with municipal data 

registries). This does not read well. Are you trying to demonstrate here how your study is broad 

and inclusive? Is it representative of an entire population? I would recommend clarifying this point.  

Answer: Thank you for pointing this out. We removed this point so this section presents the key 

points of our study in a more brief way. 

  

Background 

30. Third sentence in paragraph one: I would consider revising your use of the word “justly” at the 

beginning of this sentence as it doesn‟t read well. Do you mean from a justice perspective?  

Answer: Thank you for this suggestion, we removed the word „justly‟ (line 112). 
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31.  Excellent justification of the importance of preconception care programs. However, you mention 

“low Apgars” as a risk for poor perinatal outcomes, as well as SGA, premature birth and congenital 

abnormalities. You subsequently state that these risks can be prevented by preconception care. I 

agree that SGA, congenital abnormalities and at times premature birth may be prevented by PCC, 

but to my knowledge I‟m not so sure that low Apgar scores can be. Perhaps revise this point?  

Answer: Low Apgar was always associated with one of the other three conditions. Therefore we 

removed low apgar (line 131).  

 

32. Recruitment section is very thorough, however it may be worthwhile recognizing other “barriers” to 

accessing PCC (and not just reluctance to discuss wish for a child). For example, young women 

who don‟t plan pregnancy may assume they are healthy and that a visit to the doctor is 

unnecessary, some women may have poor contact with healthcare services, and some may be 

poorly educated about PCC.  

Answer: We added a few suggested components: 

o that planning of pregnancy is a prerequisite for uptake of PCC in line 155: „Firstly, the uptake of 

PCC requires that a pregnancy is planned.‟; 

o perception of benefits and needs (lines 156-160: „an explanation for low uptake of PCC can be 

sought in unfamiliarity of women or couples to the availability and the potential benefits of the 

health service.[16-18]  Women or couples could assume that they are healthy and that it is not 

necessary to discuss their pregnancy wish with a professional. Women that are aware of risks 

may believe that nothing can be done to influence the course of a pregnancy in the future.); 

o barriers (lines 160-163 „Besides beliefs, actual barriers to attend PCC could also play a role. 

For instance women‟s or couples willingness to disclose their pregnancy wish to a professional 

is a known barrier.[18]‟) 

Further thoughts with regards to factors that influence uptake of PCC are reflected on in the 

section about Andersens‟ model for health care utilization. Some factors are mentioned in figure 1. 

 

Methods  

33. Key attributes of the study: You mention “high risk populations” as measured by perinatal 

mortality alone. Is there any information on the exposure to other risk factors at a population level 

such as average dietary folate intake, rates of smoking, and chronic diseases such as Diabetes?  

Answer: A reflection on the prevalence‟s was added in Lines 192-201: „Prevalence of risky lifestyle 

behaviors in the preconception phase is not exactly known as there is no surveillance amongst 

women contemplating pregnancy and risky behaviours tend to be underreported during pregnancy. 

With regards to folic acid supplementation, a recent Dutch study conducted amongst a multiethnic 

population reported 40% of pregnant women to have used folic acid supplements. Before 
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conception.[22] A different study reported that of 7106 pregnant women, 8% smoked in the first 

trimester only and 17% continued smoking throughout pregnancy.[23] 35% - 50% of women are 

estimated to continue their alcohol consumption during pregnancy.[24] The HP4ALL study will 

provide more information regarding risk behaviours before and in pregnancy in these high risk 

neighborhoods.‟ 

 

34. Framework: Excellent theoretical model. The use of a population between 18 and 41 may restrict 

from including the higher risk women at either end of the age spectrum. For example, younger or 

older women (less than 18 years or over 40) may be more at risk for poor pregnancy outcomes. 

 We absolutely agree to the medical relevance of PCC for women <18 and >40. The upper 

age range of 42 and the lower age range of 18 is set mainly for feasibility and acceptability of 

the recruitment approach.  

o The upper age bound: Based on the presumption that the number of women with a 

completed family would increase as women are older, we presumed that the 

proportion of women that would utilize the PCC service in relation to the number of 

women approached with the recruitment strategy would decline as older groups of 

women are targeted. This would mean: higher costs of the recruitment strategy with 

lower presumed effectiveness. Furthermore we presumed that our recruitment 

strategy would be less acceptable amongst older women as it would not be 

applicable (women do not contemplate pregnancy anymore) or it could call confront a 

small proportion of women with their infertility or prior adverse perinatal outcomes. As 

we rely on readiness of municipalities and GP‟s to provide us with access to their 

reproductive population for recruitment, it was important to keep acceptability of our 

approaches in mind. From a clinical point of view, 42 is an acceptable upper age 

range as fertility centers in the Netherlands do not treat women older than 42.  

o The lower age bound: Recruiting amongst teenagers was thought to promote teenage 

pregnancy. Our medical ethical board would not have agreed with this, neither would 

collaborating municipal health departments have. 

We calculated that our approach would target 98,2% of the childbearing population as 1,2% 

of the Dutch women that gave birth in 2008 were either below 18 or above 42. Thus we 

believe that with our strategy we have large outreach with acceptable boundaries for our 

collaborating parties and ethic boards. 

 

35. Population: you include women with a future pregnancy wish, understandably. However, a large 

proportion of all pregnancies are unplanned.  

a)   How will you capture women with unintended pregnancies?  

Answer: That a pregnancy is somewhat planned is a precondition for the uptake of preconception 

care (we added a clarification in line 156 („Firstly, the uptake of PCC requires that a pregnancy is 

planned‟). We believe that our program is not designed to influence unplanned pregnancy but it 
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is designed to optimize the health of pregnancies that are planned. If this is effective, it would 

warrant further investigation of how preconception care and family planning (being adequate use 

of contraceptives) could be integrated optimally. Please find this thought added to the discussion 

as a potential limitation in lines 477-483 („A limitation in our approach to improve perinatal health 

outcome with preconception care is that we target the group that plans pregnancy, as this is a 

precondition for preconception care. Although the Netherlands has a high planned pregnancy 

rate and excellent access to contraceptives, this rate could be lower within a population with 

lower socio-economic status. [13, 43] Initially we aim to optimize outcomes of planned 

pregnancies. If this is effective, it would be the time to assess where preconception care and 

family planning could be integrated to increase further effectiveness.‟) 

b)    Also, you exclude women who fail to show up at the appointment. Does this introduce 

participation bias?  

Answer: This could potentially introduce participation bias. Please find our thoughts on this in 

lines 484-491 („A limitation in the assessment of the effectiveness of PCC consultations will be 

that the sampled population could be prone to a participation bias. Firstly because the eligible 

population will rely on the extent to which the recruitment strategy is able to recruit a study 

population that is representative of the community. Secondly because eligible high-risk women 

might be more difficult to include in the effectiveness study. However, we believe that we will 

have the data to explore the representativeness of the included population in relation to the 

population that did not want to participate in the cohort study and in relation to the targeted 

population in the community.‟)    

c)     How will you follow-up women who don‟t show but who may be at highest risk?  

Answer: There are two scenarios: 

- No show at first consultation: We encourage the PCC providers to contact the woman to plan 

a new consultation. If women do not attend the first consultation (either after being offered to 

come again or not), they have not undergone the intervention and therefore cannot be 

included in the analysis to assess the effectiveness of PCC. 

- No show at second consultation: Again we encourage the PCC providers to contact the 

woman to plan a new consultation. If this doesn‟t happen of if they fail to attend follow-up they 

are still offered the second questionnaire to assess their health behaviors three months after 

the intervention.  

Please find the fragments we added that explain the procedures when „no-show‟ occurs in lines 365-

371: „In case of no-show at either consultation, PCC providers are encouraged to provide a new 

appointment for the consultation. If the woman does not attend the first PCC consultation she will be 

included for the analysis of the recruitment strategy. However, she will be excluded from the PCC 

cohort. If a woman does not attend the second PCC consultation she will be asked to complete her 

second questionnaire and where it is logistically opportune she will be asked to undergo a second 

laboratory assessment. She will be included in outcome assessment of the effectiveness trial in that 

case.‟ 
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Perhaps women with high risks are more likely to not show up. As we have a few characteristics of 

these women, an analysis can be made to reflect upon the representativeness of the population. 

Please find this remark in the discussion in lines 488-491: „However, we believe that we will have the 

data to explore the representativeness of the included population in relation to the population that did 

not want to participate in the cohort study and in relation to the targeted population in the community.‟ 

 

36. Data collection: Excellent structure. Would the readership benefit from the sensitivity and 

specificity of the laboratory tests you utilize as biomarkers?  

Answer: We agree that it is important to report however we prefer to do so when results are 

published. We believe sensitivity and specificity to be dependent on the exact test which is applied 

and on the population that they are applied to. However in this phase of our study, tests have not 

been purchased.  

 

Discussion 

37. Quite brief and reads a little like a conclusion. 

 Thank you for providing us with the thoughts below to take up into the discussion. We 

elaborated in the discussion about strengths and limitations and some anticipated barriers in 

response to points 38 and 39. 

38. You have designed the study well and hence reduced bias through your methodology. However, it 

would be interesting to hear an evaluation of anticipated bias that can‟t be controlled for and how 

you will address this. For example, participation bias?  

 We added two limitations to our design:  

o First limitation: You pointed out that we rely on the planning of pregnancy in point 

35a. Please find the argumentation to do so and the text fragments of lines 477-483 

under point 35a.  

o Second limitation: We included the susceptibility to participation bias as a response to 

point 35b. Please see point 35b for the argumentation and the text fragment of lines 

484-491. 

  

39. I would also be interested in hearing of the anticipated barriers to your study such as recruitment, 

sustainability and ultimately the cost of the intervention (in anticipation of cost-effective analysis in 

the future).  

 We believe it to be a strength of our study is that different partners varying form municipal 

health care workers to midwifes and GP‟s are joined in the effectuation of our study. A the 

same time this is a potential barrier, which we added in lines 467-476:  

„Internationally PCC is implemented in various ways and within different settings. This study 

will place PCC in a cross-domain perspective in the Netherlands for the first time as 

multidisciplinary collaborations are initiated amongst municipalities, public health services and 
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the curative care setting. Although this can be a strength, it might also be challenging to 

motivate different partners with different points of departure in the health system. Prior to this 

program for instance the role of public health in fetal-maternal health care was very limited. 

Furthermore, PCC has been brought under attention within General Practice and Midwifery. 

However the experience seems to be that PCC is at best, only delivered at a small scale 

within these echelons. By implementing PCC in these echelons in the context of the current 

study, more can be learned about what is necessary to upscale delivery of PCC, if effective.‟ 

 Thank you for your interest in other outcomes of the study. The study will indeed provide 

more data. For instance we are exploring the opportunity to look at pregnancy outcomes, 

patient satisfaction and cost-effectiveness. This however depends on the size of our study 

population and the quality of the data collection, so we have to be modest about that in the 

paper at this moment. As we do hope to utilize the data to address more questions about 

preconception care we added line 495 „We have future aspirations to do further research 

within the context of the current study.‟ 

 

VERSION 2 – REVIEW 

REVIEWER Mulubrhan F. Mogos 
Indiana University, USA 

REVIEW RETURNED 20-Dec-2014 

 

GENERAL COMMENTS Congratulations on a job well done!  
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