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REVIEWER Yoshio Matsuda 
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REVIEW RETURNED 02-Dec-2014 

  

GENERAL COMMENTS Statistical review is needed for figures 1 and 2. 

  

REVIEWER Sari Räisänen 
 The National Archives 
 Finland 

REVIEW RETURNED 02-Dec-2014 

  

GENERAL COMMENTS Thank you for the possibility to review the present manuscript that I 
 read with interest. Please find below my comments. 

 The study period from 1967-2009 was quite large. Differences in 
 registration routines and changes in obstetric practices / in 
 population are likely to increase the misclassification of the cases. In 
 the present study an increasing trend in PA was detected but not 
 discussed by the authors. What was the validity and coverage of the 
 registration of outcome? It would have been better to gather 
 information on PA from hospital discharge register (diagnosis based 
 information). Did you use other registers not mentioned in the text 
 such as maternal schooling? In the MBR it was partially collected 
 from the narrative text that is likely to hamper the validity and 
 coverage of the data. In the present study information on placenta 
 previa was not presented; placenta previa cases with bleeding are 
 likely to be diagnosed as PA. Furthermore, it’s likely that placenta 
 previa cases with bleeding and PA cases might not be accurately 
 diagnosed during earlier periods with poorer ultrasound techniques. 
 The present study was cross-sectional and utilized the retrospective 
 register based data; study design was not prospective. It’s likely that 
 most of the information was collected during the labour that is likely 
 to explain higher proportion of missing cases in women with PA. It’s 
 more difficult to collect all the information in emergency situations. 

 In the introduction the style how you described women who change 
 their partner between pregnancies is not respectful and was based 
 on two, almost 15 years old papers from different context. Currently, 
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 almost 50% of couples divorce in western countries. 

 It was not clear how smoking during pregnancy was collected and 
 classified in the MBR. Information on smoking was available only for 
 less than 200,000 women. That should be mentioned in the 
 methods. Smoking during pregnancy is a well-known risk factor for 
 PA. Thus, proportion of missing cases was likely to bias the results. 
 Another very serious limitation was that the association between the 
 outcome and exposure was not adjusted by preeclampsia, prior 
 caesarean section delivery, and major congenital malformations. All 
 these variables are very important covariates. Information on birth 
 interval was biased by lacking information on spontaneous abortions 
 and terminations. Spontaneous abortions, stillbirth, preeclampsia, 
 and PA are suggested to share the same etiology, all associated 
 with placental dysfunction and are consequently essential in the 
 present study. 

 Odds ratio does not address differences in risk between groups. The 
 present study was not RCT and thus any assumption for causal 
 association could not be presented. 

 The discussion was too long and too much speculation on aspects 
 not studied in the present study was presented. 

  

REVIEWER Russell S. Kirby 
 University of South Florida, USA 

REVIEW RETURNED 13-Dec-2014 

  

GENERAL COMMENTS In this study, the Norwegian Medical Birth Registry data are used to 
 examine the hypothesis that change in paternity is associated with 
 risk for placental abruption, adjusting for birth interval. The study is 
 laid out well, with results presented appropriately in detail. The paper 
 concludes that change in paternity is not associated with increased 
 risk for abruption, and speculates on other factors that may be 
 associated with risk for abruption with longer inter-pregnancy 
 interval. 

 Figure 1 shows the study results well, but the authors should 
 consider utilizing a scheme that enables the three trends (now blue, 
 red, black) to be differentiated should a reader print this paper out in 
 black and white.  on M
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VERSION 1 – AUTHOR RESPONSE 

 

Reviewer 1 (Yoshio Matsuda) 

 

Please include the study design in the title 2.  
Response: We have incorporated the design in the title statement as requested. 

 

Abstract: Objectives: should read confounds not confound.  
Response: The change has been incorporated. 
 

 

Reviewer 2 (Sari Räisänen) 

 

The study period from 1967-2009 was quite large. Differences in registration routines and changes in 

obstetric practices / in population are likely to increase the misclassification of the cases. In the 

present study an increasing trend in PA was detected but not discussed by the authors. What was the 

validity and coverage of the registration of outcome? It would have been better to gather information 

on PA from hospital discharge register (diagnosis based information). Did you use other registers not 

mentioned in the text such as maternal schooling? In the MBR it was partially collected from the 

narrative text that is likely to hamper the validity and coverage of the data. In the present study 

information on placenta previa was not presented; placenta previa cases with bleeding are likely to be 

diagnosed as PA. Furthermore, it’s likely that placenta previa cases with bleeding and PA cases might 

not be accurately diagnosed during earlier periods with poorer ultrasound techniques. 

 

Response: The reviewer asks whether data from other registers not mentioned in the text were 

included, such as maternal education. This is quite correct, we had not mentioned that we included 

data from the National education database. This is now corrected in the Methods section (pages 8-

9). 

 

Misclassification of placental abruption: We agree with the reviewer that since the abruption data in 

the MBRN between 1967-1998 was ascertained from free-text format, this may have affected the 

validity of the diagnosis. Unfortunately no validation studies of placental abruption have yet been 

undertaken in the MBRN. We now discuss this as a potential limitation (pages 15-16). 

 

Unfortunately, there are no published studies on the validity of placental abruption registration in the 

MBRN. Also, in Norway, the hospital discharge register (the Norwegian Patient Register) has not 

been using ID numbers enabling linkage before 2008, so we were unable to use other data on 

placental abruption covering the whole country. However, based on experience from the registry, and 

also other validation studies from the MBRN, there is better ascertainment on more severe 

conditions. Thus, the more severe placental abruptions are likely quite well reported, both before and 

after 1999. This is also supported by the time trend in registered placental abruption from the MBRN 

(see figure below). The figure shows that the prevalence of placental abruption was stable between 5 

and 6 per 1000 during 1967-1979, then increased from 1980 to a higher level with a new stable figure 

around 8 per 1000 from 1985 to 1990, and then started to decrease. No particular change in 

prevalence can be seen in 1999, when the birth notification form was changed from free text to check 

boxes. However, it is likely that the smaller abruptions and partial abruptions are underreported to the 

Registry. The comment regarding an ultrasound diagnosis of abruption being of poor quality in the 

earlier periods is certainly plausible. 

 

We now discuss these aspects of diagnosis and reporting as a potential limitation (page 14). 
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 The reviewer raises the possibility that placenta previa associated with bleeding may be mistaken for  
an abruption. An abruption diagnosis is often made by a visual inspection of the delivered placenta 

for signs of retroplacental bleeding/clots or hemosiderin deposition or placental necrosis or 

infarctions; bleeding accompanied by painful uterine contractions; or more recently, by an ultrasound 

diagnosis (Elsasser DA, Ananth CV, et al. Eur J Obstet Gynecol Reprod Biol 2010;148:125-130). It is 

therefore less likely that a placenta previa with accompanying bleeding may be mistaken for placental 

abruption. 

 

The present study was cross-sectional and utilized the retrospective register based data; study 

design was not prospective. It’s likely that most of the information was collected during the labour that 

is likely to explain higher proportion of missing cases in women with PA. It’s more difficult to collect all 

the information in emergency situations. 

 

Response: In Norway, all pregnant women carry a standardized antenatal chart to every visit to the 

midwife and general practitioner during pregnancy. Information on health status during pregnancy, as 

well as on life style habits such as smoking, is noted on this antenatal chart, prospectively. The 

antenatal chart is brought to the delivery unit at the time of delivery, and the midwife responsible for 

the delivery, transfers information from the antenatal chart to the Medical birth registry notification 

form. Complications during delivery, as well as birth outcomes, are further included on the notification 

form after delivery, up to 1-2 week after delivery, in order to collect all available information. 

Therefore, although the data are registered in a registry, the information has been collected 

prospectively, and this is therefore not a cross sectional study. Although placental abruption may be 

an emergency situation, there is time after the delivery to collect needed information, and to complete 

the notification form. We do agree with the reviewer that in dramatic situations, the focus is on the 

health of the mother and the baby, and the completion of the birth notification form may be 

postponed. It may also be that the postponement could lead to more registration errors. However, it 

may also be that the most dramatic situations are better registered, since they are well remembered. 

 

In the introduction the style how you described women who change their partner between 

pregnancies is not respectful and was based on two, almost 15 years old papers from different 

context. Currently, almost 50% of couples divorce in western countries. 

 

Response: We are not entirely clear how our statements regarding change in partners “is not 

respectful” to the reviewer. Our statement reads “In comparison to women with the same partners, 

those that change partners between pregnancies are different as regards socio-demographic and 

behavioral factors and life-style characteristics. These women, in general, are older, less educated, 

and more likely to smoke in comparison to those that do not change partners.” We were factual in our 

statement, and no disrespect was/is intended. Perhaps if the reviewer is willing to clarify how and 

why she finds this statement not respectful, we will be happy to re-word the sentence. Also, in the 

present study, only 9.2% of the women changed partners between the first and second birth. 

 

It is indeed true that the 2 papers we cite (one published in 2000 and the other in 2003) are 10-14 

years old, but both papers provide support to our statements. Moreover, the paper by Vatten and 

Skjaerven (BMJ 2003) is based on data from the Norwegian Medical Birth Registry – the same data 

source as in the current study. 

 

It was not clear how smoking during pregnancy was collected and classified in the MBR. 

Information on smoking was available only for less than 200,000 women. That should be mentioned 

in the methods. Smoking during pregnancy is a well-known risk factor for PA. Thus, proportion of 

missing cases was likely to bias the results. 

 

Response: We concur with the reviewer that smoking is indeed a strong risk factor for abruption. We 
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now acknowledge that smoking data was ascertained since 1999 in 191,953 women (page 9). The  
reviewer may have misunderstood our analysis strategy. Through sensitivity analysis, restricted 

the women that delivered in 1999 or later, we examined the associations amongst abruption, 

paternity and interval between births. 

 

Another very serious limitation was that the association between the outcome and exposure was 

not adjusted by preeclampsia, prior caesarean section delivery, and major congenital 

malformations. All these variables are very important covariates. 

 

Response: We beg to differ with the suggestions of the reviewer that our analyses fail to adjust for 

preeclampsia (second pregnancy), prior cesarean delivery and major congenital malformations 

(second pregnancy). All of the aforementioned variables are either in the causal pathway between 

change in paternity and abruption (preeclampsia and congenital malformations), or do not qualify as 

potential confounders (previous cesarean delivery). An adjustment for variables in the causal 

pathway will introduce a collider stratification bias, and will render all the purported associations as 

being biased (please see references below). Further, we do not believe that prior cesarean section 

is, by itself, likely to be causally related to change of partner. For these reasons, we chose not to 

adjust for preeclampsia, prior cesarean and malformations. 

 

References 
 
1. Hernan MA, Robins JM. Causal inference, Chapman & Hall/CRC monographs on statistics 
& applied probability, CRC, 2010 pp 70.  
 
2. Greenland S, Pearl J, Robins JM. Causal Diagrams for Epidemiologic Research 
Epidemiology 1999;10(1):37-48.  
 
3. Greenland S. Quantifying biases in causal models: classical confounding vs collider-
stratification bias. Epidemiology. 2003 May;14(3):300-6.  
 
 
 
Information on birth interval was biased by lacking information on spontaneous abortions 
and terminations. 

 

Response: We do not have data on spontaneous abortions prior to 16 weeks, but the MBRN 

registers spontaneous abortions from 16 weeks gestation, and these are indeed included in the 

present study as “births”. Terminations are included only if they are carried out as late terminations 

(after 12 weeks) due to a congenital anomaly in the fetus; these late abortions are also included in 

the study as 
 
“births”. So the study only lacks the early terminations and spontaneous abortions before 12 

weeks, which would probably not be a very large bias in the estimation of birth intervals, at least 

not for the short (<1 year) and very long (>4 years) intervals, where we found the effects. 

 

Spontaneous abortions, stillbirth, preeclampsia, and PA are suggested to share the same etiology, 
all associated with placental dysfunction and are consequently essential in the present study. 

 

Response: We concur with the reviewer that abortions, stillbirth and preeclampsia may share 

overlapping etiology with abruption, but we remain unsure how these conditions are relevant to our 

study. Our definition of interval between births does capture data on late abortions, but we are 

hesitant to adjust the associations for preeclampsia and stillbirths. As noted above, an adjustment 

for these factors that are in the causal pathway may render the associations biased. 

 

Odds ratio does not address differences in risk between groups. The present study was not RCT 
and thus any assumption for causal association could not be presented. 
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Response: We agree that a causal inference cannot be inferred from our study. Accordingly, we 
have toned down causal interpretations and only refer to important findings as associations The 
discussion was too long and too much speculation on aspects not studied in the present study 
was presented. 

 

Response: We agree with the reviewer that the discussion section includes data not presented in the 

paper. We deem this discussion to be important to the manuscript since, being the first study to 

examine the relationship amongst abruption, change in paternity and birth interval, we need to be 

fairy comprehensive in the discussion. 

 

Reviewer 3 (Russell S. Kirby) 

 

In this study, the Norwegian Medical Birth Registry data are used to examine the hypothesis that 

change in paternity is associated with risk for placental abruption, adjusting for birth interval. The 

study is laid out well, with results presented appropriately in detail. The paper concludes that 

change in paternity is not associated with increased risk for abruption, and speculates on other 

factors that may be associated with risk for abruption with longer inter-pregnancy interval. 

 

Figure 1 shows the study results well, but the authors should consider utilizing a scheme that 

enables the three trends (now blue, red, black) to be differentiated should a reader print this paper 

out in black and white. 

 

Response: As suggested, we have modified the figure.
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