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VERSION 1 - REVIEW 

REVIEWER Jane Morrell 
University of Nottingham 

REVIEW RETURNED 25-Feb-2016 

 

GENERAL COMMENTS Thank you for inviting me to review the protocol for this very 
important study.  
There are some comments below to help the reader who is not so 
familiar with the study.  
 
Introduction  
Could the authors clarify on p. 4, the NSF to which the authors 
refer?  
Could the authors add some chronology, because the original NSC 
criticisms of the NSF were quite some time ago and there have been 
more recent criticisms.  
 
Could the authors emphasise on p. 5, that the criticisms of the EPDS 
(ethics of mass screening, concerns regarding the psychometric 
properties, acceptability of strategies to patients and healthcare 
professionals, absence of evidence that the process leads to 
effective management of women or improved mother and infant 
outcomes) also apply to the ‘Whooley’ questions.  
 
Could the authors emphasise on p. 5, that the validation study will 
be conducted alongside the other studies.  
Could the authors emphasise on p. 5, that the EPDS is commonly 
used to measure postnatal depression symptoms rather than 
postnatal depression.  
 
The natural course may not be well-described (p. 6) but data from 
the ALSPAC cohort study (n = 8323) were published in 2004, and 
indicated the proportions of women with symptoms of depression in 
pregnancy and postnatally : Jonathan Heron, Thomas G. O’Connor, 
Jonathan Evans, Jean Golding, Vivette Glover, the ALSPAC Study 
Team. The course of anxiety and depression through pregnancy and 
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the postpartum in a community sample Journal of Affective 
Disorders 80 (2004) 65–73.  
 
Methods  
It is not until page 8. that we learn which diagnostic gold standard, 
the Client Interview Schedule – Revised (CIS-R) will be used.  
 
Exclusion  
More detail would be helpful on who will read out the questionnaires, 
on p. 9.  
More detail would be helpful on how eligible women are identified?  
 
Index tests  
Please explain (p. 10) the reason for the order of the administration 
of the tests (random or sequential).  
Who will administer the index tests?  
Who will administer the reference standard?  
Some of the information about the Whooley questions is repeated 
from p. 5 and some of it could be removed to p. 5.  
Again, the EPDS identifies symptoms of postnatal depression rather 
than detect postnatal depression (p. 11).  
The EPDS is also the most widely used instrument in research in 
perinatal mental health.  
 
The reference (p. 7) to the ‘state of the art’ decision model could be 
reconsidered. Data from the BaBY PaNDA study could help to adapt 
the decision model and the decision model could also be updated 
from 2008 / 2009 and the assumptions revised to reflect the changes 
in the real world in this decade.  
 
Reference standard  
Will the CIS-R be used as an interview or as a self-report? It is not 
clear. Who will be trained to facilitate the CIS-R interviews and 
where will the interviews take place? It is not clear.  
 
Blinding  
It is not clear who will be blinded - the researchers, the women, the 
health care professionals?  
 
Outcome measurement  
The term ‘antenatal’ or ‘during pregnancy’ is used, then the term 
‘prenatal’ is introduced on p. 11.  
Should assessment of Health-related quality of life and health-state 
utility be included in objective 5 on p. 8?  
How will the acceptability to health care professionals be assessed? 
Could the survey designed to assess the acceptability of the EPDS 
(Gemmill et al., 2006) be used?  
What information is there about the time burden of the administration 
for pregnant and postnatal women?  
 
Sample size  
Please could the ‘cases’ be clarified? Would a ‘case’ be a woman 
with mild, moderate or severe depression? Please clarify if a ‘case’ 
is a pregnant woman? Will 50 cases be required in pregnancy and 
50 postnatally?  
What is the estimated attrition at 12 months postnatally?  
 
Qualitative interviews  
Please clarify the order of data collection: self-completion of 
outcome measures followed by a semi-structured interview on the 
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same occasion? Where will the interviews be conducted?  
 
It is not clear how and when the midwives and health visitors will be 
‘delivering the case-finding instruments’. Who will administer the 
CIS-R?  
 
Economic analysis  
Will the decision models be reviewed as realistic by health care 
professionals? Since the study began, health visitors conduct an 
antenatal visit and may identify women with postnatal depression 
and this could be incorporated into the model.  
What will be the purpose of the SF-12? It is not mentioned?  
 
Obtaining informed consent  
How will potential participants be identified and how will their contact 
details be released for them to receive an information pack?  
 
Minor comments  
To be consistent when referring to NICE within the text and 
references as ‘Care’ Excellence or ‘Clinical ‘ Excellence (p. 4)  
National Institute for Health and Clinical Excellence. Antenatal and 
Postnatal mental health:  
Clinical management and service guidance. NICE clinical guideline 
45. London: The British Psychological Society & The Royal College 
of Psychiatrists, 2007.  
National Institute for Health and Care Excellence. Antenatal and 
postnatal mental health: Clinical management and service guidance. 
NICE clinical guideline 192. London: The British Psychological 
Society & The Royal College of Psychiatrists, 2014.  
 
Add on p. 5, NIHR HTA ‘Programme’ 

 

REVIEWER Benicio N. Frey 
McMaster University, Canada 
 
Dr. Frey has received grant/research support from Alternative 
Funding Plan Innovations Award, Brain and Behavior Research 
Foundation, Canadian Institutes of Health Research, Hamilton 
Health Sciences Foundation, J.P. Bickell Foundation, Ontario Brain 
Institute, Ontario Mental Health Foundation, Society for Women’s 
Health Research, Eli Lilly and Pfizer, and has received consulting 
and/or speaker fees from AstraZeneca, Bristol-Myers Squibb, 
Canadian Psychiatric Association, CANMAT, Lundbeck, Pfizer, 
Servier and Sunovion. 

REVIEW RETURNED 26-Feb-2016 

 

GENERAL COMMENTS This is a well-written protocol. Some concerns raised during my 
review include:  
 
Major Concerns  
 
1. My major concern is that a self-report interview (CIS-R) is called 
"gold-standard". This is a problem. In mental health, the gold 
standard is the clinical interview. I suggest the term is changed from 
"gold-standard" to "reference standard". In addition, it is critical for 
the authors to provide in the manuscript the full psychometric results 
from the original validation of the CIS-R, including its limitations.  
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2. Another issue is that the way it is written, it sounds like all 
"psychological comorbidities" will be assessed, when, in reality, only 
the severity of depressive, anxiety and somatic symptoms will be 
evaluated (yet again) with the use of short, non-diagnostic self-
reported questionnaires such as PHQ9, GAD7 and PHQ15. This 
needs to be clear in the manuscript.  
 
3. Sample size: The estimated prevalence of 20% of postpartum 
depression is inflated, because this higher prevalence was based on 
non-diagnostic, self-report screening questionnaires. The true 
prevalence of postpartum depression from studies using clinical 
interviews is between 7.5-12.5% (Bennett HA et al. Obstet Gynecol 
2004; Gavin NI et al. Obstet Gynecol 2005).  
 
4. The presumption that this study will identify "optimum times" for 
screening in the perinatal period is not supported by the study 
design. This study will only assess women at two time points: 20 
weeks of pregnancy, and then 3-4 months postpartum. In order to 
really identify "optimum times" these assessments should have been 
done a lot more often, e.g. 1st, 2nd, 3rd trimester + 2, 6, 12 weeks 
postpartum.  
 
Minor Points  
 
5. Page 6, 1st paragraph: Please provide the sample size, negative 
and positive predictive values of the original study of the validation of 
the Whooley questions.  
 
6. Page 14, last paragraph: It is not clear if all women, or how many 
women who participated in in-depth interviews with a positive screen 
on the Whooley question will provide information about their "care 
pathway". If only selected women will provide this information, then 
ideally, they should be selected "at-random". Otherwise, these 
findings will be potentially biased and not reflect the reality of the 
majority of cases.  

 

REVIEWER John Eastwood 
School of Women's and Children's Health  
University of New South Wales  
Sydney  
Australia 

REVIEW RETURNED 27-Feb-2016 

 

GENERAL COMMENTS This is a very welcome study and will contribute greatly to the 
development of efficient perinatal systems for parents and their 
infants.  
 
The design is well thought through and the manuscript well written.  
 
The longitudinal approach is especially important to the answering of 
many study questions. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer #1  

 

Comment: Introduction - Could the authors clarify on p. 4, the NSF to which the authors refer?  
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Response: We have now added reference to the National Service Framework (1999) on p. 4. 

“Screening or case-finding strategies such as those advocated by the NSF [13] have since come…”  

 

Comment: Could the authors add some chronology, because the original NSC criticisms of the NSF 

were quite some time ago and there have been more recent criticisms.  

Response: We have made reference to more recent NSC criticisms of screening for postnatal 

depression (Hill, 2010) on p. 4: “Screening or case-finding strategies such as those advocated by the 

NSF [13] have since come under scrutiny[15, 16]” and “Criticisms of the proposed strategies are 

based on the ethics of mass screening, concerns regarding the psychometric properties of available 

screening or case-finding instruments (such as variations in diagnostic accuracy estimates and choice 

of recommended cut-off points for such instruments), the acceptability of such screening or case-

finding strategies to patients and healthcare professionals, the paucity of evidence for the cost-

effectiveness of screening or case-finding strategies (particularly the costs associated with the 

management of incorrectly identified cases of perinatal depression), and the absence of any evidence 

that the process of screening leads to effective management of women with perinatal depression and 

improved mother and infant outcomes[16-18]. “  

 

Comment: Could the authors emphasise on p. 5, that the criticisms of the EPDS (ethics of mass 

screening, concerns regarding the psychometric properties, acceptability of strategies to patients and 

healthcare professionals, absence of evidence that the process leads to effective management of 

women or improved mother and infant outcomes) also apply to the ‘Whooley’ questions.  

Response: We agree that some of the criticisms of screening or case-finding strategies described on 

p. 4 may also apply to the ‘Whooley’ questions. Given the chronology of the introduction, we have 

removed specific reference to the EPDS when describing these criticisms (see previous comment 

also).  

 

Comment: Could the authors emphasise on p. 5, that the validation study will be conducted alongside 

the other studies.  

Response: We have emphasised that validation of the Whooley questions will be conducted 

alongside validation of the EPDS: “Given that the EPDS is the measure most commonly used to 

detect symptoms of postnatal depression in maternity and child services[18], the study will also 

include a comparative examination of the diagnostic validity of the EPDS.” We have emphasised that 

the acceptability evaluation will be conducted alongside the validation studies: “The current validation 

study will therefore also include an assessment of the acceptability to women and healthcare 

professionals…” (p. 6)  

 

Comment: Could the authors emphasise on p. 5, that the EPDS is commonly used to measure 

postnatal depression symptoms rather than postnatal depression.  

Response: We have now re-worded this to read: “…the EPDS is the measure most commonly used to 

detect symptoms of postnatal depression in maternity and child services.” (p. 5)  

 

Comment: The natural course may not be well-described (p. 6) but data from the ALSPAC cohort 

study (n = 8323) were published in 2004, and indicated the proportions of women with symptoms of 

depression in pregnancy and postnatally : Jonathan Heron, Thomas G. O’Connor, Jonathan Evans, 

Jean Golding, Vivette Glover, the ALSPAC Study Team. The course of anxiety and depression 

through pregnancy and the postpartum in a community sample Journal of Affective Disorders 80 

(2004) 65–73.  

Response: We thank the reviewer for highlighting this. We have now incorporated information from 

Heron et al. (2004) on p. 6/7: “Research investigating the natural course of perinatal depression is 

somewhat limited. Findings from a large longitudinal community sample (the Avon Longitudinal Study 

of Parents and Children; ALSPAC) suggest higher rates of depressive symptoms in women (as 

measured by the EPDS) during pregnancy than during the postnatal period (up to eight months)[27]”  
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Comment: Methods - It is not until page 8. that we learn which diagnostic gold standard, the Client 

Interview Schedule – Revised (CIS-R) will be used.  

Response: We now refer to the CIS-R on p. 5 (which is the first reference to the reference standard in 

the manuscript): “…a validation study of the Whooley questions against a reference standard (the 

Client Interview Schedule – Revised; CIS-R) [20] both during pregnancy and the postnatal period.” 

We now also refer specifically to the CIS-R in the abstract: “The diagnostic accuracy of the Whooley 

questions and the EPDS will be determined against a reference standard (the Client Interview 

Scheduled – Revised)…”  

 

Comment: Exclusion - More detail would be helpful on who will read out the questionnaires, on p. 9.  

Response: We have added this information to p. 9: “all study information and questionnaires will be 

read out to them by the study researchers.”  

 

Comment: More detail would be helpful on how eligible women are identified?  

Response: Further detail has been added to p. 9: “Eligible women will be identified from the 

population of women taking part in the wider BaBY cohort study (described above). Pregnant women 

will be invited to take part in the study if they have consented to take part in the wider BaBY cohort 

and have consented to be contacted again as part of that consent; are less than 20 weeks pregnant; 

are aged 16 years or over; and currently live in an area covered by one of the four hospital research 

sites.”  

 

Comment: Index tests - Please explain (p. 10) the reason for the order of the administration of the 

tests (random or sequential).  

Response: The index tests were administered sequentially, with the Whooley questions administered 

before the EPDS. The Whooley questions were our key measure (the funder requested we conduct a 

concurrent validation of the EPDS) and so we wanted to ensure that responses to these questions 

were not affected by responses to the EPDS.  

 

Comment: Who will administer the index tests?  

Response: We have added further information to p.10: “The index texts and reference standard will 

be administered within the same session by one researcher,…”  

 

Comment: Who will administer the reference standard?  

Response: We have added further information to p.10: “The index texts and reference standard will 

be administered within the same session by one researcher,…”  

 

Comment: Some of the information about the Whooley questions is repeated from p. 5 and some of it 

could be removed to p. 5.  

Response: We have removed the text describing the Whooley questions from p. 10 to avoid repetition 

from p. 5 as highlighted. We have also moved some information from p. 10 to p. 5 (Box 1) (e.g. 

‘Yes/No’ responses).  

 

 

Comment: Again, the EPDS identifies symptoms of postnatal depression rather than detect postnatal 

depression (p. 11).  

Response: We have amended the description on p. 11 to read: “commonly used measure to detect 

symptoms of postnatal depression in maternity and child services…”  

 

Comment: The EPDS is also the most widely used instrument in research in perinatal mental health.  

Response: We have added this information to the text on p. 11: “The EPDS was chosen as one of the 

index tests as it is a commonly used measure to detect symptoms of postnatal depression in 
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maternity and child services[21] and is widely used in research in perinatal mental health.”  

 

Comment: The reference (p. 7) to the ‘state of the art’ decision model could be reconsidered. Data 

from the BaBY PaNDA study could help to adapt the decision model and the decision model could 

also be updated from 2008 / 2009 and the assumptions revised to reflect the changes in the real 

world in this decade.  

Response: We have removed reference to a ‘state of the art’ decision model on p. 7:  

“…a decision model has been previously developed.” We have also amended the text on p. 11: “The 

BaBY PaNDA study will provide rich data to help adapt and update this existing decision model for the 

perinatal period and will enable us to produce robust real-world estimates of the cost-effectiveness of 

a routine screening and case-finding strategy for perinatal depression.”  

 

Comment: Reference standard - Will the CIS-R be used as an interview or as a self-report? It is not 

clear.  

Response: We have clarified this information on p. 11: “Women will be asked to self-complete the 

computer-based version of the CIS-R[20]”  

 

Comment: Who will be trained to facilitate the CIS-R interviews and where will the interviews take 

place? It is not clear.  

Response: Information about who will be trained to use the CIS-R has been added to the description 

of the reference standard on p. 11: “Study researchers will be trained in the use and delivery of the 

CIS-R.” We have also added information about where the interviews will take place at the beginning 

of the ‘index tests and reference standard’ section on p. 10: “The index tests and reference standard 

will be administered during face-to-face interviews or over the telephone and will be conducted at a 

time and location according to the woman’s preference (e.g. antenatal clinic, the woman’s home).”  

Further information was also provided on p. 13: “Outcome measures will be obtained during face-to-

face interviews at stages 1 and 2. At stage 3, and for those women unable to attend a face-to-face 

interview at stage 2, data will be collected by telephone or a combination of telephone (CIS-R) and 

post (self-report questionnaires). Face-to-face interviews will be arranged for those women who 

specifically request this method of data collection at stage 3. Face-to-face interviews will be 

conducted at a time and place of the women’s choosing (e.g. antenatal clinic, the women’s home).”  

 

Comment: Blinding - It is not clear who will be blinded - the researchers, the women, the health care 

professionals?  

Response: We hope to have clarified this on p. 12 by amending the subheading from ‘Blinding’ to 

‘Blinding of outcome results across index tests and reference standard’ and by adding text to p. 12: 

“The index tests and reference standard will be administered in the same session by one researcher. 

Within a session, the level of potential bias…” and “Blinding of outcome results of the index tests and 

reference standard will be maintained across the two time-points (20 weeks pregnancy and 3-4 

months post-birth) with different researchers conducting these sessions for each participant…”  

 

Comment: Outcome measurement - The term ‘antenatal’ or ‘during pregnancy’ is used, then the term 

‘prenatal’ is introduced on p. 11.  

Response: We have removed reference to the term ‘antenatal depression’ and refer to this as 

prenatal depression or depression during pregnancy with the first indication of this as follows on p. 4: 

“Evidence suggests an association between depression experienced during pregnancy (prenatal 

depression)…”  

 

Comment: Should assessment of Health-related quality of life and health-state utility be included in 

objective 5 on p. 8?  

Response: We would prefer not to add this more detailed information to objective 5 (p. 8). We feel this 

is adequately described in the ‘economic analysis’ section on p. 16.  
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Comment: How will the acceptability to health care professionals be assessed? Could the survey 

designed to assess the acceptability of the EPDS (Gemmill et al., 2006) be used?  

Response: The acceptability of the Whooley questions and the EPDS will be assessed via in-depth 

qualitative interviews with midwives and health visitors (detailed on p. 14-15). We have added the 

following text to the ‘Outcome measures and data collection’ section: “Acceptability of the depression 

screening instruments (to both women and healthcare professionals) will also be determined via in-

depth qualitative interviews (see qualitative interviews section for further detail on the assessment of 

acceptability).” We thank the reviewer for the suggestion of adapting the acceptability survey to 

assess acceptability of these case-finding instruments to health professionals. However, as we have 

now conducted all the health professional interviews and the study is due to end in June 2016, we feel 

we are unable to utilise this measure in this way for the current study. The suggestion is worth 

considering for future studies.  

 

Comment: What information is there about the time burden of the administration for pregnant and 

postnatal women?  

Response: We have added this information to the section on ‘Outcome measures and data collection’ 

on p. 13: “Women are advised via the participant information leaflet and during initial discussions with 

the study researchers that each session will last approximately 30-40 minutes.”  

 

Comment: Sample size - Please could the ‘cases’ be clarified? Would a ‘case’ be a woman with mild, 

moderate or severe depression? Please clarify if a ‘case’ is a pregnant woman? Will 50 cases be 

required in pregnancy and 50 postnatally?  

Response: We have included a definition of cases on p. 13: “a total number of 50 cases of women 

with depression in the perinatal period is required.” As the primary aim of this study is the validation of 

the Whooley questions and the EPDS at 20 weeks pregnancy and 3-4 months postnatally, attrition for 

sample size purposes was estimated for this time frame only. We expect further attrition at the 

extended follow-up of 12 months, and analyses for this time point will be exploratory. Expected 

attrition at 12 months was therefore not incorporated into the sample size.  

 

Comment: Qualitative interviews - Please clarify the order of data collection: self-completion of 

outcome measures followed by a semi-structured interview on the same occasion? Where will the 

interviews be conducted?  

Response: We have clarified this information under the existing heading ‘Participant interviews’ on p. 

14: “Interviews will be conducted on a subsequent and separate occasion to completion of the BaBY 

PaNDA outcome measures and will be conducted at a time and location according to the woman’s 

preference.”  

 

Comment: It is not clear how and when the midwives and health visitors will be ‘delivering the case-

finding instruments’. Who will administer the CIS-R?  

Response: We apologise if this is unclear. The midwives and health visitors will not be delivering the 

case-finding instruments as part of the current study and will therefore not be administering the CIS-

R. We have clarified this in the text on p. 14: “Interviews will explore health professionals’ views and 

experience of using the depression case-finding instruments as part of routine clinical practice within 

their NHS trust and their associated training needs…”  

 

Comment: Economic analysis - Will the decision models be reviewed as realistic by health care 

professionals? Since the study began, health visitors conduct an antenatal visit and may identify 

women with postnatal depression and this could be incorporated into the model.  

Response: The adapted decision model will be developed in consultation with maternity services staff 

(e.g. midwives and health visitors) and based on NICE guidelines for perinatal depression (2007; 

2014) to reflect recommended clinical practice and to ensure that the decision model is realistic and 
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relevant to the clinical context'. We have added the following text to the ‘Economic analysis’ section 

on p. 16: “The decision model will be developed with reference to NICE guidelines for antenatal and 

postnatal mental health [2, 3] to reflect recommended clinical practice and to ensure that the decision 

model is realistic and relevant to clinical context.”  

 

Comment: What will be the purpose of the SF-12? It is not mentioned?  

Response: The SF-12 will be used to assess women’s quality of life (p. 13). We will also consider a 

variety of sensitivity analyses as part of the economic analysis, including using utility values from SF-

12 instrument instead of EQ-5D. However, our primary analysis will be based on EQ-5D which is in 

line with NICE's reference case.  

 

Comment: Obtaining informed consent - How will potential participants be identified and how will their 

contact details be released for them to receive an information pack?  

Response: This is detailed under the ‘recruitment’ heading on p. 9 (which has been amended in light 

of the previous comment above). We have added text on p. 10 to clarify that potential participants 

provide their consent to be contacted again as part of their consent to the wider BaBY cohort (from 

which the BaBY PaNDA study recruits): “All women who consent to participate in the BaBY cohort 

and who meet all the BaBY PaNDA inclusion criteria (including having provided consent to be 

contacted again) will be invited to take part in the study.”  

 

Comment: Minor comments - To be consistent when referring to NICE within the text and references 

as ‘Care’ Excellence or ‘Clinical ‘ Excellence (p. 4)  

National Institute for Health and Clinical Excellence. Antenatal and Postnatal mental health:  

Clinical management and service guidance. NICE clinical guideline 45. London: The British 

Psychological Society & The Royal College of Psychiatrists, 2007.  

National Institute for Health and Care Excellence. Antenatal and postnatal mental health: Clinical 

management and service guidance. NICE clinical guideline 192. London: The British Psychological 

Society & The Royal College of Psychiatrists, 2014.  

Response: We have amended our references so as to be consistent when referring to NICE (National 

Institute for Health and Care Excellence).  

 

Comment: Add on p. 5, NIHR HTA ‘Programme’  

Response: We have added the word ‘Programme’ on p. 5: “Health Research Health Technology 

Assessment Programme (NIHR HTA)…”  

 

 

Reviewer #2  

 

Comment: Major Concerns - 1. My major concern is that a self-report interview (CIS-R) is called "gold-

standard". This is a problem. In mental health, the gold standard is the clinical interview. I suggest the 

term is changed from "gold-standard" to "reference standard". In addition, it is critical for the authors 

to provide in the manuscript the full psychometric results from the original validation of the CIS-R, 

including its limitations.  

Response: We have revised the text so that we now refer to the CIS-R as the ‘reference standard’ 

rather than the ‘gold standard’ throughout the manuscript. We are satisfied in our use of the CIS-R as 

the reference standard in our study. The CIS-R is used to identify various common mental health 

disorders and their severity according to ICD-10 diagnostic criteria. We note that existing reviews, 

such as the review on case identification and assessment undertaken by NICE in their guidelines on 

antenatal and postnatal mental health (2014), adopt inclusion criteria whereby included studies 

compare case identification tools with gold standard diagnoses according to DSM-IV or ICD-10 

criteria. The review conducted by NICE (2014) included studies which used the CIS-R as the gold 

standard diagnosis. With this in mind, we do not feel a description of the full psychometric results from 
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the original validation of the CIS-R, and its limitations, is necessary for this study protocol.  

 

Comment: 2. Another issue is that the way it is written, it sounds like all "psychological comorbidities" 

will be assessed, when, in reality, only the severity of depressive, anxiety and somatic symptoms will 

be evaluated (yet again) with the use of short, non-diagnostic self-reported questionnaires such as 

PHQ9, GAD7 and PHQ15. This needs to be clear in the manuscript.  

Response: We have re-worded the text on p. 13 to clarify that the outcome measures used with 

assess a range of (rather than all) psychological comorbidities: “Further outcome measures will 

assess a range of psychological comorbidities with a number of self-report questionnaires 

administered at stages 1, 2 and 3. These will assess symptoms of depression (Patient Health 

Questionnaire; PHQ-9[38]); anxiety (GAD-7[39]) and somatic symptom severity (PHQ-15[40]). The 

CIS-R diagnostic interview will also be used to identify other common mental health disorders, 

including panic disorder, obsessive-compulsive disorder and phobias.”  

 

Comment: 3. Sample size: The estimated prevalence of 20% of postpartum depression is inflated, 

because this higher prevalence was based on non-diagnostic, self-report screening questionnaires. 

The true prevalence of postpartum depression from studies using clinical interviews is between 7.5-

12.5% (Bennett HA et al. Obstet Gynecol 2004; Gavin NI et al. Obstet Gynecol 2005).  

Response: Our original estimate of prevalence was based on the Gavin et al. (2005) review, and we 

acknowledge that our anticipated prevalence was overestimated. Indeed, we found actual prevalence 

rates to be 10.3% at 20 weeks pregnancy and 10.5% at 3-4 months post-natal in our sample. As a 

result, the power of our analysis will drop from 95% to 80%, which we will make explicit in the 

publication of results.  

 

Comment: 4. The presumption that this study will identify "optimum times" for screening in the 

perinatal period is not supported by the study design. This study will only assess women at two time 

points: 20 weeks of pregnancy, and then 3-4 months postpartum. In order to really identify "optimum 

times" these assessments should have been done a lot more often, e.g. 1st, 2nd, 3rd trimester + 2, 6, 

12 weeks postpartum.  

Response: We have amended this text (p. 15) to read: “Based on the predictive values of the 

Whooley questions and the EPDS, we will establish which of the two time-points (20 weeks 

pregnancy or 3-4 months postnatal) is better to establish perinatal mental health.”  

 

 

Comment: Minor Points - 5. Page 6, 1st paragraph: Please provide the sample size, negative and 

positive predictive values of the original study of the validation of the Whooley questions.  

Response: We have now added this information on p. 6: “Similar positive likelihood ratios were found 

during pregnancy (3.03) and the early postnatal period (2.73), as was the case for the negative 

likelihood ratios (0.041 during pregnancy, 0.042 postnatally).”  

 

Comment: 6. Page 14, last paragraph: It is not clear if all women, or how many women who 

participated in in-depth interviews with a positive screen on the Whooley question will provide 

information about their "care pathway". If only selected women will provide this information, then 

ideally, they should be selected "at-random". Otherwise, these findings will be potentially biased and 

not reflect the reality of the majority of cases.  

Responses: All women who participant in in-depth qualitative interviews will be asked to provide 

information on their associated care-pathway. We hope to have clarified this within the text on p. 14: 

“discuss their views of the depression case-finding instruments and, where appropriate, their 

associated experience of the care pathway.”  
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Comment: The design is well thought through and the manuscript well written. The longitudinal 

approach is especially important to the answering of many study questions.  

Response: We thank the reviewer for these comments. 
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GENERAL COMMENTS Please clarify on page 4., that it is the NSF for Mental Health.  

 

REVIEWER Benicio N. Frey 
Department of Psychiatry and Behavioural Neurosciences, 
McMaster University, Canada 
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REVIEW RETURNED 16-Apr-2016 

 

GENERAL COMMENTS The authors did an excellent job answering almost all of the 
reviewers' comments. The only exception in my opinion was not 
including at least one sentence with at least the basic psychometrics 
of the CIS-R, given that the CIS-R is the reference standard of this 
study.  
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