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REVIEW RETURNED 04-Oct-2015 

 

GENERAL COMMENTS This study is in line with recommendations from STROBE 2007, and 
is a very interesting and meaningful work!  
However, there are two questions to the authors about STROBE 16 
(b)  
1) Age, a continuous variable have been categorized and women 
were divided in two groups according to the median age: 1) age ≤ 61 
years (young) and 2) age > 61years (old) at the time of surgery. For 
this study, the median age was 61 years, but could your results be 
compared with results from any other study in the field with some 
other definition of age for an old women? Why not use age as a 
continuous variable in this study?  
 
2) BMI is also a continuous variable have been categorized in the 
present study, but only in three groups, but not four groups 
according WHO. According to the World Health Organization (WHO) 
obesity is defined as a body mass index (BMI) greater than 30 
kg/m2 and severe obesity as a BMI greater than 40 kg/m2.  
(BMI < 18.5, BMI 18.5-24.9, BMI 25-29.9, BMI ≥ 30).  
Therefore, this study could not answer some questions specific 
about the women with a severe obesity as complications after 
surgery, optimal surgery and survival.  
 
ABSTRACT  
Conclusions: The most important predictors of mortality within one 
year after surgery were residual tumour tissue, advanced FIGO 
stage, and being underweight.  
The strongest predictor should first in the text as: “advanced FIGO 
stage, residual tumour tissue, and being underweight.  
 
Strengths and limitations of this study  
· A population-based study with prospective registered data with 
totally 2,654 women included and high quality of data sources and 
no loss to follow-up. Out of there adjustment for several factors: age, 
preoperative health score, body mass index, FIGO stage, residual 
tumour tissue after surgery, perioperative blood transfusion. 
However, missing data on smoking and alcohol and no access to 
laboratory data.  
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The strength of this population-based study is prospective registered 
data and many patients (2.654 women)  
However, it was not possible to perform analyses regarding 
neoadjuvant chemotherapy prior to surgery and this is a serious 
limitation for this study. This fact could disturb results (bias) for ASA 
score, BMI, residual tumor after surgery and not least if blood 
transfusion were given post-operatively to a patient, who were 
treated with chemotherapy usually 3 weeks before surgery. 
However, it is unlikely that it could be any bias for “advanced FIGO 
stage” the strongest predictor for survival within one year after 
surgery as neo-adjuvant chemotherapy is limited to the advanced 
FIGO stags (III-IV). Therefore, the main conclusion of this study 
would be unchanged.  
Discussion  
Lines 13 - 27: Our study has several strengths; I agree! However, in  
Lines 28-40: We observed that residual tumour tissue (both less and 
more than 2cm) left at surgery…………..Here the authors could 
discuss the problem of given neo-adjuvant treatment to some 
unknown patients in advanced stages.  
Lines 12-56: Perioperative blood transfusion was observed to be a 
predictor of mortality 0-180 days after surgery. It is too much focus 
on perioperative blood transfusion, especially if we are thinking 
about possible bias for the unknown patients, who have received 
neo-adjuvant chemotherapy.  
Lines 22-26: Our results suggest that that the surgeon should not 
only aim for radical surgery, but also pay special attention to 
comorbidity, nutritional state, old age, and the need for perioperative 
blood transfusion.  
I find that this summary of the study are very important for the future 
and is shown also in conclusions in the abstract 

 

REVIEWER Gerda Engholm 
Department of Documentation & Quality, Danish Cancer Society, 
Denmark 

REVIEW RETURNED 04-Oct-2015 

 

GENERAL COMMENTS Ørskov M et al: Predictors of mortality within one year after primary 
ovarian cancer surgery, a nationwide cohort study  
Interesting study with a nice discussion of the factors investigated, 
but with some minor flaws.  
The cohort consists of the operated ovarian cancer patients. How 
does this compare to all the incident cancer patients? How many of 
those are operated and has this changed over the time period?  
Smoking is not included in the Cox regression analysis. Besides the 
comment on missing data for smoking not being random at page 6 – 
and how is this seen and investigated? I suppose it also is to avoid 
the problems with the 11% with missing information in the analysis 
(complete case analysis), but this is not explicitly stated, but what 
would the expected effect be? – and what could have been done to 
illustrate or estimate the effect?  
BMI and residual tumour mass left are factors with three levels. This 
should be more clearly described in Table 2 and in the abstract. 
Tests of the effect of each of these factors would have been a nice 
complement. In Table 2, I suppose that in the analysis, the effects of 
each factor is adjusted for the other factors in the table? It would 
also have been nice to see the marginal effects of each factor. In the 
heading for the last column, it should be explicit that it is a test for 
homogeneity of the factor between the two time periods. I miss tests 
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or at least a discussion of the possible interaction between the 
factors.  
Outcome is death of any cause. In cancer registry survival, relative 
survival is used adjusting for competing causes of death since other 
causes of death increase with age. There might be some residual 
confounding here, especially when only including age as +/- 62 
years.  
Smaller points:  
Why age 62 as the dividing point for age? – it is not the median.  
Survival should not be described as a rate. If anything, it is a 
proportion.  
On page 7 in Results, last two lines before survival: “…were all 
characterized …” This is not correct. You could write: “On average 
these women could be characterized by older age etc.”  
I see the point in using the Strobe check list when finishing the 
manuscript, but I do not think it should be included. Unless it is the 
policy of the journal. 

 

REVIEWER Penelope Webb 
QIMR Berghofer Medical Research Institute 

REVIEW RETURNED 16-Oct-2015 

 

GENERAL COMMENTS This paper reports an analysis of national Danish cancer data to 
evaluate factors associated with mortality within the first 6 months 
and 7-12 months after diagnosis. As would be expected, the authors 
conclude that stage of disease and amount of residual tumour after 
surgery were major predictors. They also report associations for 
being underweight and, to a lesser extent, comorbidity and the need 
for perioperative blood transfusion and conclude that attention 
should be paid to these factors.  
The relatively large size and completeness of follow-up make this a 
valuable dataset for evaluating predictors of mortality and it could 
generate some useful results but I have a number of questions and 
suggestions regarding the current analysis.  
 
1. My first and fundamental concern is that the overall 1-year 
survival rate of 51% seems very low and inconsistent with the KM 
curves in Figure 1 which suggest much higher survival rates 
(although the Figures are a bit hard to read). In a national cohort in 
Australia we observed overall survival of 47% at *3* years after 
diagnosis (Anuradha et al., MJA 2014) and SEER report 1-year 
relative survival of >75%. Although overall survival would be lower 
than relative survival, I would not expect such a large difference. 
[Note – the Introduction states that median survival is ~two years but 
this is based on a trial of women with Stage IV disease].  
 
2. Was any attempt made to separate deaths due to complications 
of treatment, especially surgical complications, from those due to 
rapidly progressing disease during the first 6 months of follow-up? 
Would it make sense to exclude deaths within 30 days from the early 
time-period?  
 
3. It appears data were also available regarding histological subtype 
of the cancer (histopathology), complications of treatment and 
receipt of chemotherapy which could also impact survival 
(particularly major complications) but these variables were not 
considered. Why not?  
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4. 4. The factors assessed were only considered in very broad 
categories which appear to have been selected for pragmatic 
reasons rather than because they separate women at clearly 
different levels of risk. For example, age was dichotomised at the 
median (61) but it wold be nice to know more about how the risk of 
death increased with age and whether 61 was really the most 
appropriate cut-point vs. an alternative age or a larger number of 
age-groups. [NB the term ‘old’ to describe women aged >61 is not 
optimal, it would be better to describe them in terms of their age (i.e. 
>61).] Similarly, all overweight and obese women were considered 
together but this combines women who are only slightly overweight 
with the morbidly obese and their risks might be very different. 
Likewise all women with an ASA score >1 (61% of the population) 
are combined.  
 
5. Many of the factors studied will be inter-related but it is unclear 
what, if anything, the HRs presented in Table 2 have been adjusted 
for.  
 
6. The reference cited in support of the use of an ‘extended Cox 
model’ to compare the HR during the 2 time-periods is to a paper 
that describes methods for assessing time-dependent covariates 
and not whether the HR differ by time period. From the information 
provided it is hard to assess whether this method has been used 
appropriately.  
 
Minor comments:  
7. The authors note problems with non-random missing data for 
smoking but still present crude results for this variable. If these data 
are not trustworthy it might be better to omit smoking completely or 
at least provide a bit more information about the potential bias so the 
reader can judge the likely consequences of this for themselves.  
8. It is not clear from the abstract what comparisons the HR 
represent, the reference group should also be noted.  
 
The paper is generally clearly written but would benefit from some 
minor editing for language.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1 Reviewer Name: Ingiridur Skirnisdottir  

Institution and Country: Department of Women’s and Children’s Health, Uppsala University, Uppsala, 

Sweden.  

Please leave your comments for the authors below  

BMJ Open  

This study is in line with recommendations from STROBE 2007, and is a very interesting and 

meaningful work!  

However, there are two questions to the authors about STROBE 16 (b)  

1) Age, a continuous variable have been categorized and women were divided in two groups 

according to the median age: 1) age ≤ 61 years (young) and 2) age > 61years (old) at the time of 

surgery. For this study, the median age was 61 years, but could your results be compared with results 

from any other study in the field with some other definition of age for an old women? Why not use age 

as a continuous variable in this study?  

Thank you for your questions. We have used categories of age to show the effect of “young” vs. 

“older” patients, therefore age was not used as a continuous variable in this study.  

2) BMI is also a continuous variable have been categorized in the present study, but only in three 

groups, but not four groups according WHO. According to the World Health Organization (WHO) 
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obesity is defined as a body mass index (BMI) greater than 30 kg/m2 and severe obesity as a BMI 

greater than 40 kg/m2.  

(BMI < 18.5, BMI 18.5-24.9, BMI 25-29.9, BMI ≥ 30).  

Therefore, this study could not answer some questions specific about the women with a severe 

obesity as complications after surgery, optimal surgery and survival.  

We thank you for your comments. In the original analyses we had categorized BMI into the suggested 

four groups. The group of women with BMI ≥ 30 was small and no difference in survival was observed 

among the two groups (BMI 25-29.9 and BMI ≥30). We therefore decided to categorize BMI into only 

three groups - and not four. This has not previously been written in the manuscript – but we have now 

added a sentence about the small group and our decision to report on only three BMI groups in the 

Method section, page 6 (please see red font text).  

ABSTRACT  

Conclusions: The most important predictors of mortality within one year after surgery were residual 

tumour tissue, advanced FIGO stage, and being underweight.  

The strongest predictor should first in the text as: “advanced FIGO stage, residual tumour tissue, and 

being underweight.  

We have decided only to mention the strongest predictor in each time period – the manuscript has 

been changed in the Abstract section, page 2 and in the Conclusion section, page 10.  

Strengths and limitations of this study  

A population-based study with prospective registered data with totally 2,654 women included and high 

quality of data sources and no loss to follow-up. Out of there adjustment for several factors: age, 

preoperative health score, body mass index, FIGO stage, residual tumour tissue after surgery, 

perioperative blood transfusion. However, missing data on smoking and alcohol and no access to 

laboratory data.  

The strength of this population-based study is prospective registered data and many patients (2.654 

women)  

However, it was not possible to perform analyses regarding neoadjuvant chemotherapy prior to 

surgery and this is a serious limitation for this study. This fact could disturb results (bias) for ASA 

score, BMI, residual tumor after surgery and not least if blood transfusion were given post-operatively 

to a patient, who were treated with chemotherapy usually 3 weeks before surgery. However, it is 

unlikely that it could be any bias for “advanced FIGO stage” the strongest predictor for survival within 

one year after surgery as neo-adjuvant chemotherapy is limited to the advanced FIGO stags (III-IV). 

Therefore, the main conclusion of this study would be unchanged. We agree with you and the 

discussion regarding neoadjuvant chemotherapy is now improved on page 11 (please see red font 

text).  

Discussion  

Lines 13 - 27: Our study has several strengths; I agree! However, in  

Lines 28-40: We observed that residual tumour tissue (both less and more than 2cm) left at 

surgery…………..Here the authors could discuss the problem of given neo-adjuvant treatment to 

some unknown patients in advanced stages.  

We agree and as mentioned before the discussion regarding neoadjuvant chemotherapy is improved 

(please see page 11).  

Lines 12-56: Perioperative blood transfusion was observed to be a predictor of mortality 0-180 days 

after surgery. It is too much focus on perioperative blood transfusion, especially if we are thinking 

about possible bias for the unknown patients, who have received neo-adjuvant chemotherapy.  

The focus on perioperative blood transfusion is reduced; please see red font text on page 13.  

Lines 22-26: Our results suggest that that the surgeon should not only aim for radical surgery, but 

also pay special attention to comorbidity, nutritional state, old age, and the need for perioperative 

blood transfusion.  

I find that this summary of the study are very important for the future and is shown also in conclusions 

in the abstract.  

We agree and this is also mentioned in the conclusion of the abstract.  
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Reviewer: 2. Reviewer Name: Gerda Engholm  

Institution and Country: Department of Documentation & Quality, Danish Cancer Society, Denmark  

Please leave your comments for the authors below  

Ørskov M et al: Predictors of mortality within one year after primary ovarian cancer surgery, a 

nationwide cohort study  

Interesting study with a nice discussion of the factors investigated, but with some minor flaws.  

The cohort consists of the operated ovarian cancer patients. How does this compare to all the incident 

cancer patients? How many of those are operated and has this changed over the time period?  

Thank you for your questions. From 2005-2008, a total of 2,280 women were diagnosed with ovarian 

cancer, that is 570 new cases per year. In the following years a total of 586 women (2009), 560 

women (2010), 563 women (2011), and 551 women (2012) were diagnosed with ovarian cancer (that 

is from 2005-2012 = 5,110 women and from 2005-2011 = 4,559 women, The National Cancer 

Registry, 2012, www.ssi.dk). However, there is a potential risk that some Borderline tumours might be 

included in these data.  

From 2005-2008, a total of 2,050 women had primary ovarian cancer surgery, that is 513 primary 

ovarian cancer operations performed per year. In the subsequent years a total of 539 women (2009), 

506 women (2010), and 482 women (2011) had primary ovarian cancer surgery (The DGCD 

Årsrapport (Annual Report) 2011, www.dgcd.dk). Data from The DGCD Årsrapport 2012 should be 

read with reservation according to the preface, and 2012 data are therefore not included. From 2005-

2011 a total of 3,577 women with a primary ovarian cancer surgery were registered in the DGCD. All 

borderline tumours were excluded.  

From 2005-2008 a total of 90% of the women diagnosed with ovarian cancer also had a primary 

ovarian cancer operation, followed by 92% in 2009, 90% in 2010, and 86% in 2011. Thus, the 

proportion of operated women seems to be constant during the years 2005-2010, but seems to 

decline slightly in 2011.  

In our study, 382 women were operated every year in 2005 and 2006, 358 women were operated 

every year in 2007-2009, and 268 women were operated every year in 2010-2011 (Borderline tumors 

are excluded). Again the number of operated women seems to be constant over the years 2005-2009, 

with a slight decline in 2010-2011.  

According to the DGCD a total of 3,577 women were operated from 2005-2011 and during the same 

period 2,381 women (67%) were eligible for evaluation in our study.  

These considerations of the number of patients and the number of those having surgery are, 

however, beyond the aim of this study and are not further discussed in the paper.  

Smoking is not included in the Cox regression analysis. Besides the comment on missing data for 

smoking not being random at page 6 – and how is this seen and investigated? I suppose it also is to 

avoid the problems with the 11% with missing information in the analysis (complete case analysis), 

but this is not explicitly stated, but what would the expected effect be? – and what could have been 

done to illustrate or estimate the effect?  

A chi2 test on smoking and survival groups according to Table 1, showed that there is a statistically 

significant association (p=0.003). Due to the risk of bias based on missing data on smoking not being 

random, we will not estimate the smoking effect in this study. We have performed complete cases 

analyses, and the estimates of the other variables are almost unaffected of smoking being included or 

not. So not to lose statistical power we decided to exclude smoking from the final model.  

BMI and residual tumour mass left are factors with three levels. This should be more clearly described 

in Table 2 and in the abstract. Tests of the effect of each of these factors would have been a nice 

complement. In Table 2, I suppose that in the analysis, the effect of each factor is adjusted for the 

other factors in the table?  

It would also have been nice to see the marginal effects of each factor.  

For all factors a univariate analysis was performed and all variables had a statistically significant 

association on survival groups. There is interaction between some of the variables; therefore we 
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believe that showing the univariate result may be confusing and therefore these are not shown. E.g. 

calendar year showed a significant result in the univariate analyses, but in the final model the 

calendar year had no effect when adjusted for all the other variables. In Table 2, the effect of each 

factor is adjusted for the other factors mentioned in the Table. We have added the word multivariable 

in the legend to Table 2 to clarify this and furthermore stated in the legend that variables were 

mutually adjusted. This is also now clarified on page 9.  

 

In the heading for the last column, it should be explicit that it is a test for homogeneity of the factor 

between the two time periods.  

Thank you very much for the relevant comment. This has been changed in the heading to the Table 2.  

I miss tests or at least a discussion of the possible interaction between the factors.  

As pointed out earlier there is an interaction, e.g. between residual tumour and FIGO-stage, but this 

does not affect the overall conclusion. One of the purposes of this study was to investigate the effect 

of calendar year, to do this we need to adjust for all available variables. This has been added to the 

result section in the top of page 10.  

Outcome is death of any cause. In cancer registry survival, relative survival is used adjusting for 

competing causes of death since other causes of death increase with age. There might be some 

residual confounding here, especially when only including age as +/- 62 years.  

We agree and this is now included as a limitation in the discussion section, page 13 (please see red 

font text).  

Smaller points:  

Why age 62 as the dividing point for age? – it is not the median.  

Thank you very much for this comment! Based on your comment we found an error in our analyses, 

and we are very sorry about that. During our analyses we updated our dataset at some point and we 

forgot to change the age according to the median. We have corrected this mistake and changed all 

tables and graphs according to the new median age. The results according to age have changed a 

bit, but the overall conclusions in the study are unaffected.  

Survival should not be described as a rate. If anything, it is a proportion.  

You are of course right. We have deleted the term “rate” in our manuscript.  

On page 7 in Results, last two lines before survival: “…were all characterized …” This is not correct. 

You could write: “On average these women could be characterized by older age etc.”  

Thank you. The correction has now been made on page 8 (please see red font text)  

I see the point in using the Strobe check list when finishing the manuscript, but I do not think it should 

be included. Unless it is the policy of the journal.  

BMJ Open has a policy to include the Strobe check list.  

 

Reviewer: 3. Reviewer Name: Penelope Webb  

Institution and Country: QIMR Berghofer Medical Research Institute, Australia.  

Please leave your comments for the authors below  

This paper reports an analysis of national Danish cancer data to evaluate factors associated with 

mortality within the first 6 months and 7-12 months after diagnosis. As would be expected, the authors 

conclude that stage of disease and amount of residual tumour after surgery were major predictors. 

They also report associations for being underweight and, to a lesser extent, comorbidity and the need 

for perioperative blood transfusion and conclude that attention should be paid to these factors.  

The relatively large size and completeness of follow-up make this a valuable dataset for evaluating 

predictors of mortality and it could generate some useful results but I have a number of questions and 

suggestions regarding the current analysis.  

1. My first and fundamental concern is that the overall 1-year survival rate of 51% seems very low and 

inconsistent with the KM curves in Figure 1 which suggest much higher survival rates (although the 

Figures are a bit hard to read). In a national cohort in Australia we observed overall survival of 47% at 

*3* years after diagnosis (Anuradha et al., MJA 2014) and SEER report 1-year relative survival of 

>75%. Although overall survival would be lower than relative survival, I would not expect such a large 
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difference. [Note – the Introduction states that median survival is ~two years but this is based on a 

trial of women with Stage IV disease].  

Thank you so much for this comment. You are absolutely right. This is embarrassing for us and we do 

apologize for that. We included the numbers of survivors in some of the columns in Table 1 instead of 

numbers of dead women. We have of course now changed Table 1. We are very grateful for finding 

this error. The percentages of 1 year survivors are now much more similar to international 

expectations, and these figures are now corrected throughout the manuscript.  

2. Was any attempt made to separate deaths due to complications of treatment, especially surgical 

complications, from those due to rapidly progressing disease during the first 6 months of follow-up? 

Would it make sense to exclude deaths within 30 days from the early time-period?  

Our purpose was to assess the overall survival and not specify any cause of death. A comment 

regarding this limitation is already included in the discussion section, page 13.  

3. It appears data were also available regarding histological subtype of the cancer (histopathology), 

complications of treatment and receipt of chemotherapy which could also impact survival (particularly 

major complications) but these variables were not considered. Why not?  

Histology was used to identify a correct study population. However, data regarding complications, and 

administration of neoadjuvant chemotherapy was unfortunately incompletely registered during the 

entire study period and all three parameters had to be omitted from analyses.  

4. 4. The factors assessed were only considered in very broad categories which appear to have been 

selected for pragmatic reasons rather than because they separate women at clearly different levels of 

risk. For example, age was dichotomised at the median (61) but it wold be nice to know more about 

how the risk of death increased with age and whether 61 was really the most appropriate cut-point vs. 

an alternative age or a larger number of age-groups. [NB the term ‘old’ to describe women aged >61 

is not optimal, it would be better to describe them in terms of their age (i.e. >61).] Similarly, all 

overweight and obese women were considered together but this combines women who are only 

slightly overweight with the morbidly obese and their risks might be very different. Likewise all women 

with an ASA score >1 (61% of the population) are combined.  

The terms “old” and “young” have now been changed in the manuscript.  

Please see comments to reviewer 1 regarding our categorization of age and BMI.  

Number of patients with an ASA score of 2, 3 etc is too small to make a separate groups, so we 

decided to include all patients with ASA score greater than 1 in one group.  

5. Many of the factors studied will be inter-related but it is unclear what, if anything, the HRs 

presented in Table 2 have been adjusted for.  

Please see the answer to reviewer two. In Table 2, the effect of each factor is adjusted for the other 

factors mentioned in the Table.  

6. The reference cited in support of the use of an ‘extended Cox model’ to compare the HR during the 

2 time-periods is to a paper that describes methods for assessing time-dependent covariates and not 

whether the HR differ by time period. From the information provided it is hard to assess whether this 

method has been used appropriately.  

We used time-depending cox regression model (which is an extension of the cox-model) to estimate 

the effect of covariates in two-different time periods. Whether this hazard ration differed between time 

periods we tested by Walds-test after estimating the cox-model.  

In our opinion the details about the appropriate use of this is too detailed for a clinical journal and 

were thus left out. We have a statistician in our author group with experience of this model.  

Minor comments:  

7. The authors note problems with non-random missing data for smoking but still present crude 

results for this variable. If these data are not trustworthy it might be better to omit smoking completely 

or at least provide a bit more information about the potential bias so the reader can judge the likely 

consequences of this for themselves.  

Please see the answer to reviewer two.  

8. It is not clear from the abstract what comparisons the HR represent, the reference group should 

also be noted.  

 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-2015-010123 on 21 A

pril 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


We agree and the comparisons have now been clarified in the abstract.  

The paper is generally clearly written but would benefit from some minor editing for language.  

The manuscript has now been edited for language. 

 

VERSION 2 – REVIEW 

REVIEWER Ingiridur Skirnisdottir MD, PhD 
1Department of Women’s and Children’s Health, Uppsala University, 
Uppsala, Sweden 

REVIEW RETURNED 22-Nov-2015 

 

GENERAL COMMENTS This work has been changed according most of the comments from 
the reviewers and I find, that it is time for publication!  

 

REVIEWER Gerda Engholm 
Danish Cancer Society  
Denmark 

REVIEW RETURNED 22-Nov-2015 

 

GENERAL COMMENTS Table 1: In the heading it says “… death up to 361 days …” I 
suppose you mean 360? For calendar year 3 intervals are shown 
and they are with overlap. I suppose you mean 2005-6, 2007-9, 
2010-12?  
Table 2 and results: BMI and Residual tumour tissue are factors with 
3 levels. Indicate this as you have done in table 1, ie only with one 
heading. I asked for a test of the effect of the factor (a p- value) but 
you still only show confidence intervals for each estimate. In the 
interpretation of the results you seem to use the point estimates as a 
measure of the highest impact. You could also have used the 
difference in deviance between the models with or without the factor 
for evaluation of the overall effect.  
Figure 1: I miss a heading for the figure and some explanation of the 
axis. X-axis – days since surgery and y-axis survival proportion in %.  
In the first review I asked for a comparison with the incident number 
of ovarian cancer patients. I still miss a remark in the manuscript on 
at least just a guestimate of the proportion being operated on. You 
write in the answer that 86 to 92% are operated on, but later you 
write that only 67% of the operated patients were eligible for 
inclusion? You write that it is beyond the aim of the study and 
therefore not included, but I think it is of value to describe the use of 
operations in Denmark for ovarian cancer patients.  
Page 5 line 33: I would replace “due to” with “based on”.  
Page 5 line 51: You could include “at birth or” before when residence 
permit are obtained  
Page 9 line 46 The impact of residual tumour tissue> 2 cm was still 
elevated after ½ year.  
Page 9 line 51: Calendar year did not have a significant effect, but it 
was close in the first ½ year.  
Page 11 line 17: You only write biased but would it induce under-
estimation of the effect?  
Page 12 line 46 “… may indicate that reduction of any pre-existing 
comorbidity could be important …” How? By waiting with the 
operation until the co-morbidity is treated or how?  
Page 13 lines 28-33: You describe that other causes of death than 
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ovarian cancer increase with age, that use of overall survival may 
cause confounding and that causes of death were not available. 
Causes of death could have been obtained from the Cause of Death 
Register, but the quality of registration is not as high as other 
registers. That is the reason why other registers use relative survival 
to partly adjust for the age-specific population mortality. This could 
also (and maybe better) have been analysed with Poisson analysis 
of the excess mortality.  
Strobe Statement: page numbers should be revised. 

 

REVIEWER Penelope Webb 
QIMR Berghofer Medical Research Institute, Australia 

REVIEW RETURNED 01-Dec-2015 

 

GENERAL COMMENTS The authors have satisfactorily addressed most of the questions 
raised, however I have a couple of outstanding concerns and the 
response raises an additional question regarding the study 
population (#3 below).  
1. There is still a statement in the Introduction that “median survival 
is ~two years” but, as mentioned previously, this figure comes from 
a trial of women with Stage IV disease and so does not apply to all 
women with ovarian cancer. This should be corrected.  
2. A number of questions were raised regarding the decision to 
analyse age as a dichotomous variable split at the median. While I 
understand that the aim was to show the effect of ‘older’ vs. 
‘younger’ age, it is still not clear to me that defining ‘older’ as >64 
years based purely on the median in the cohort is necessarily 
appropriate. E.g. In our experience it is only above ~70 years that 
survival drops markedly. I think the authors have missed a valuable 
opportunity to investigate the effects of age further and do not think 
they can conclude that >64 is the critical age that surgeons should 
pay attention to (as suggested in the conclusions).  
3. The authors’ response suggests that 3,577 women underwent 
primary ovarian cancer surgery and were registered in the DGCD 
from 2005-2011 but only N=2,831 (67%) were eligible for evaluation 
in this study. If this is correct I am confused by the statement in the 
methods that all women who had undergone surgery for primary 
ovarian were included.  
4. The paper is generally clear, however there are still some minor 
editorial issues e.g. in the abstract the objective should read ‘surgery 
for ovarian cancer’ and the participants are women who underwent 
surgery after a diagnosis of primary ovarian cancer (it is not a 
diagnosis of surgery).  
 
[NB. It is still not clear to me how the analysis has been conducted 
and so I cannot comment re the appropriateness of this.]   

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Ingiridur Skirnisdottir MD, PhD Institution and Country: Department of Women’s and 

Children’s Health, Uppsala University, Uppsala, Sweden  

Please leave your comments for the authors below  

This work has been changed according most of the comments from the reviewers and I find, that it is 

time for publication!  
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Reviewer: 2  

Reviewer Name: Gerda Engholm. Institution and Country: Danish Cancer Society, Denmark  

Please leave your comments for the authors below  

Ørskov M et al: Predictors of mortality within one year after primary ovarian cancer surgery, a 

nationwide cohort study, second review  

Table 1: In the heading it says “… death up to 361 days …” I suppose you mean 360? For calendar 

year 3 intervals are shown and they are with overlap. I suppose you mean 2005-6, 2007-9, 2010-12?  

Thank you for your comments – the corrections are noted in the manuscript.  

Table 2 and results: BMI and Residual tumour tissue are factors with 3 levels. Indicate this as you 

have done in table 1, ie only with one heading. I asked for a test of the effect of the factor (a p- value) 

but you still only show confidence intervals for each estimate. In the interpretation of the results you 

seem to use the point estimates as a measure of the highest impact. You could also have used the 

difference in deviance between the models with or without the factor for evaluation of the overall effect  

 

Thank you for your comments. We have not included p-values in table 2 as the statistical precision is 

explained by the confidence interval and from the confidence interval it is also concluded whether the 

estimate is significant or not. Therefore, we believe including p-values is superfluously.  

Figure 1: I miss a heading for the figure and some explanation of the axis. X-axis – days since surgery 

and y-axis survival proportion in %.  

Thank you for your comment – the corrections are noted in the manuscript.  

In the first review I asked for a comparison with the incident number of ovarian cancer patients. I still 

miss a remark in the manuscript on at least just a guestimate of the proportion being operated on. 

You write in the answer that 86 to 92% are operated on, but later you write that only 67% of the 

operated patients were eligible for inclusion? You write that it is beyond the aim of the study and 

therefore not included, but I think it is of value to describe the use of operations in Denmark for 

ovarian cancer patients.  

Thank you for your comment – the use of ovarian cancer surgery in Denmark is now included in the 

manuscript. Please see page 13-14.  

Page 5 line 33: I would replace “due to” with “based on”.  

Thank you for your comment – your suggestion is included in the manuscript.  

Page 5 line 51: You could include “at birth or” before when residence permit are obtained Page 9 line 

46 The impact of residual tumour tissue> 2 cm was still elevated after ½ year.  

Thank you for your comments – your suggestions are included in the manuscript.  

Page 9 line 51: Calendar year did not have a significant effect, but it was close in the first ½ year.  

Thank you for your comment – your suggestion is included in the manuscript.  

Page 11 line 17: You only write biased but would it induce under-estimation of the effect?  

Thank you for your comment – you are right – there might be a possible residual tumour tissue 

underestimation due to the blend of patients. Your comment is now included in the manuscript.  

Page 12 line 46 “… may indicate that reduction of any pre-existing comorbidity could be important …” 

How? By waiting with the operation until the co-morbidity is treated or how?  

Thank you for your comments. From the initial cancer suspicion till the final diagnose there is a time 

interval with preoperative planning (Pet-CT, MRI, and a multidisciplinary team evaluation) before 

surgery is performed. Within this interval any co-morbidity could very well be optimized without any 

lack of time to surgery.  

Page 13 lines 28-33: You describe that other causes of death than ovarian cancer increase with age, 

that use of overall survival may cause confounding and that causes of death were not available. 

Causes of death could have been obtained from the Cause of Death Register, but the quality of 

registration is not as high as other registers. That is the reason why other registers use relative 

survival to partly adjust for the age-specific population mortality. This could also (and maybe better) 

have been analysed with Poisson analysis of the excess mortality.  

Thank you for your comments. It is true that we did not want to use data from the Cause of Death 

Register because of the quality of the registrations. The analysis of excess mortality is indeed a very 
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useful approach in survival analysis of population registry based data. However, we believe that the 

age-specific mortality pattern of the patients included in the present study might deviate significantly 

from the respective population mortality due to selection. In this case the population mortality is not 

appropriate for the age-adjustment of mortality and we have chosen to focus on the differences in 

mortality between the early and late follow-up periods in the selected patient population using Cox 

regression.  

 

As correctly noted by the reviewer, the analysis of aggregated population mortality data is usually 

based on Poisson regression techniques, as individual level population survival data are harder to 

obtain. Such aggregation is not always beneficial from a statistical point of view, as the results 

become dependent on the selection of aggregation intervals and the constant hazard assumption 

within each interval. While no sensible alternative exists if the data are aggregated, our study allows 

for a more advantageous approach based on time-dependent Cox regression model where no 

additional assumptions about the shape or form of the baseline hazard function are required.  

 

Strobe Statement: page numbers should be revised.  

Thank you for the comment. The page numbers are now revised according to the re-revised 

manuscript without corrections.  

 

Reviewer: 3  

Reviewer Name: Penelope Webb. Institution and Country: QIMR Berghofer Medical Research 

Institute, Australia  

Please leave your comments for the authors below  

The authors have satisfactorily addressed most of the questions raised, however I have a couple of 

outstanding concerns and the response raises an additional question regarding the study population 

(#3 below).  

1. There is still a statement in the Introduction that “median survival is ~two years” but, as mentioned 

previously, this figure comes from a trial of women with Stage IV disease and so does not apply to all 

women with ovarian cancer. This should be corrected.  

Thank you for your comment – the abovementioned has now been specified in the manuscript.  

2. A number of questions were raised regarding the decision to analyse age as a dichotomous 

variable split at the median. While I understand that the aim was to show the effect of ‘older’ vs. 

‘younger’ age, it is still not clear to me that defining ‘older’ as >64 years based purely on the median in 

the cohort is necessarily appropriate. E.g. In our experience it is only above ~70 years that survival 

drops markedly. I think the authors have missed a valuable opportunity to investigate the effects of 

age further and do not think they can conclude that >64 is the critical age that surgeons should pay 

attention to (as suggested in the conclusions).  

Thank you for your comments regarding age. We decided to split the median age, but it is true that 

some could argue for other ways of dividing the age variable. As suggested by the reviewer, we have 

now deleted the wording about age in the end of the conclusion (please see page 14).  

3. The authors’ response suggests that 3,577 women underwent primary ovarian cancer surgery and 

were registered in the DGCD from 2005-2011 but only N=2,831 (67%) were eligible for evaluation in 

this study. If this is correct I am confused by the statement in the methods that all women who had 

undergone surgery for primary ovarian were included.  

Thank you for your comment – there is a potential risk that some of the early operated patients in the 

DGCD (before centralizing) are falsely registered as being operated only with a simple staging 

procedure performed. Prior to data delivery, the DGCD evaluated the accuracy in our specific dataset.  

The paper is generally clear, however there are still some minor editorial issues e.g. in the abstract 

the objective should read ‘surgery for ovarian cancer’ and the participants are women who underwent 

surgery after a diagnosis of primary ovarian cancer (it is not a diagnosis of surgery).  

Thank you for your comments – the abstract has now been corrected according to the 

abovementioned suggestions.  
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[NB. It is still not clear to me how the analysis has been conducted and so I cannot comment re the 

appropriateness of this.] 

VERSION 3 - REVIEW 

REVIEWER Gerda Engholm 
Danish Cancer Society  
Denmark 

REVIEW RETURNED 30-Dec-2015 

 

GENERAL COMMENTS Ørskov et al, rev 3. Prediction of mortality within one year after 
primary ovarian cancer surgery, a nationwide cohort study  
Most reviewer comments have been answered, but on two to three 
points I still disagree.  
Concerning my wish of a test for the effect of factors with more than 
one level, which was not fulfilled with the comment that level-specific 
confidence intervals are sufficient. I still think an overall test of the 
variation with the factor is of value and possible to calculate.  
In the answer to reviewer comments about discussion of analysis 
method, you advocate for an extended Cox-model to be able to 
study a variation in effect between the first and second half of the 
first year with the argument that this would not be possible with a 
Poisson regression approach on excess mortality – this is not true. 
Besides, you still have a problem with the competing risk from other 
causes of death that Cox modeling of total death does not 
compensate for. The division of the age-variable into only two 
categories, above and below 64 years does not make this better. I 
agree with the third reviewer that you miss an opportunity to 
investigate the effect of higher ages. 

 

VERSION 3 – AUTHOR RESPONSE 

Ørskov et al, rev 3. Prediction of mortality within one year after primary ovarian cancer surgery, a 

nationwide cohort study Most reviewer comments have been answered, but on two to three points I 

still disagree.  

Concerning my wish of a test for the effect of factors with more than one level, which was not fulfilled 

with the comment that level-specific confidence intervals are sufficient. I still think an overall test of the 

variation with the factor is of value and possible to calculate.  

We test whether the effect of factors in the period of 1-180 days is statistically significant and similar 

for the other period of 181-360 days. We do not test whether the estimates of the two time periods 

(and the same factors) simultaneously are statistical significant. Therefore, our conclusions are made 

based correctly on the present results.  

In the answer to reviewer comments about discussion of analysis method, you advocate for an 

extended Cox-model to be able to study a variation in effect between the first and second half of the 

first year with the argument that this would not be possible with a Poisson regression approach on 

excess mortality – this is not true.  

 

Our answer:  

Poisson regression approach is a parametric method that requires more assumptions than a Cox 

approach (a semi-parametric method). In our opinion it would not be reasonable to accept such 

Poisson-related assumptions for our dataset.  

 

Besides, you still have a problem with the competing risk from other causes of death that Cox 

modeling of total death does not compensate for.  
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We do not believe that this is a critical issue as we only examine overall mortality. Even if we looked a 

case-specific mortality we would only expect few deaths of other causes than cancer as we only 

examine one year mortality in patients healthy enough to undergo surgery.  

 

The division of the age-variable into only two categories, above and below 64 years does not make 

this better. I agree with the third reviewer that you miss an opportunity to investigate the effect of 

higher ages.  

 

Our answer: We have performed a new analysis with age as a continuous factor. Using age as a 

continuously variable did not chance the results of the effect of the other variables. This last sentence 

has been added to the result section, page 10. 
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