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

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

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

reproduced below.   
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controlled trial: study protocol for a qualitative research study 
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VERSION 1 - REVIEW 

REVIEWER Brenda Morrow 
University of Cape Town, South Africa 

REVIEW RETURNED 21-Jun-2016 

 

GENERAL COMMENTS I look forward to seeing the results of this qualitative study, which will 
provide much-needed evidence in the field of consent in paediatric 
critical illness research. The protocol is, in my opinion, worthy of 
publication.  
 
The recognition of potential harm by triggering emotional distress is 
important, and the investigators are to be congratulated for making 
strategic provisions for addressing this issue.  
 
I have a few minor points for the authors to consider, and would 
appreciate some more detail in the manuscript regarding the 
informed consent process specifically:  
 
1. In the main study, what was the process for children who died 
during or soon after resuscitation? Was consent still obtained to use 
data already collected, or was consent waived for some of these 
children? If deferred consent was required for this group, I would be 
interested to know the relative number of consent refusals between 
parents of children who survived and those who died – is there 
possible introduction of bias here?  
2. It is stated on P13 that, for parents/guardians of children no longer 
in hospital (and presumably this includes parents of children who did 
not survive), “Interested participants will be sent a formal information 
and consent sheet mailed with a postage-paid return envelope, and 
they will be asked to sign and return it” - Is this appropriate given the 
sensitive nature of the study? I feel it would be better to have a face-
to face informed consent process, or at least re-consent face-to face 
when parents come in for their interviews. This is particularly 
important as it is probably more likely that bereaved parents would 
be contacted through mail (parents of surviving children would be 
more likely to remain at the hospital and be available for direct 
consent). Furthermore, how will questions be managed if information 
is not given face- to face, and how will the parents’ capacity to 
provide consent be determined from a distance? I refer to here to 
the issue of emotional distress, which could constitute temporary 
incapacity precluding the ability to provide properly informed 
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consent, which is a real issue for recently bereaved parents as well 
as parents of critically ill children [Morrow BM, Kling S, Argent AC 
(2015) Informed consent in paediatric critical care research – a 
South African perspective. BMC Medical Ethics 16:62; 
[http://www.biomedcentral.com/1472-6939/16/62]. Clearly some 
provision is made for parents of surviving children, in that they will 
only be approached once their child is medically stable, but I am not 
clear whether similar provisions or considerations are being made 
with bereaved parents, who will potentially be approached within one 
month after the event.  
3. On page 12 it is stated that parents will be informed of the nature 
of the study, but I do think more information about the informed 
consent process would be helpful.  
4. Generally speaking, I have a problem with parents simply being 
“provided the information sheet for the ethics study”. Informed 
consent is a two-way process, requiring sharing of information and 
the opportunity to explain/elaborate on some issues, answer any 
questions, and assess participant understanding. So, they could be 
given the form to read, but there then needs to be an opportunity for 
further discussion to address any issues arising.  
5. I know this protocol has already been approved by an IRB, but I 
do think a separate transcript (verbal and mail) is needed when 
inviting bereaved parents to participate in the study, to acknowledge 
their loss at the outset. 

 

REVIEWER Jill M Baren 
Perelman School of Medicine at the University of Pennsylvania  
Philadelphia Pennsylvania  
United States 
 
General interest in the topic and researcher in the application of the 
federal regulations which govern emergency research in the US 

REVIEW RETURNED 27-Jun-2016 

 

GENERAL COMMENTS The authors describe a proposed qualitative study in which they plan 
to conduct interviews of parents whose children were enrolled 
without consent into a pilot pediatric resuscitation trial. Since the 
larger planned RCT trial qualifies under the Exception to Informed 
Consent regulations in Canada, the goal of the current study is to 
better understand the process of post-enrollment informed consent 
from substitute decision makers in the pilot in order to plan for 
implementation in the RCT. This is an unusual submission in that it 
is a study protcol and not a manuscript with data/results from a study 
protocol; thus it reads more like a grant proposal or IRB/REB 
proposal. I assume that this fits within the Research Methods 
category for submissions to BMJ. The level of detail presented is 
very useful for others who may wish to design an ethics study within 
an RCT that operates under the Exception to Informed Consent 
regulations.  
 
Importance: The proposed study has the potential to add to the 
scare literature on this topic. Although the numbers of RCTs being 
conducted under the Exception to Informed Consent (Canada) and 
the Exception From Informed Consent (US) are growing, there is still 
a paucity of information on the perceptions of family members and 
other SDMs that are the recipients of the information that their loved 
one was enrolled without prospective informed consent. There is a 
good amount of literature on the acceptibility of performing research 
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under these regulations but very little on the timing of the disclosure 
of enrollment without consent, the reactions of the SDMs, whether or 
not permission is granted to continue in the trial and why, or 
suggestions on how to improve the process overall. This study has 
the potential to contribute more to this topic in those respects. 
Authors should look at the following two studies which have been 
published on this topic as one of them did include interviews of 
parents of children who had been enrolled in an Exception from 
Informed Consent study:  
1. Dickert NW, Scicluna VM, Baren JM, Biros MH, Fleischman RJ, 
Govindarajan PR, Jones EB, Pancioli AM, Wright DW, Pentz RD.  
Crit Care Med. 2015 Mar;43(3):603-12. doi: 
10.1097/CCM.0000000000000747.  
PMID: 25574795  
2. Dickert NW, Mah VA, Baren JM, Biros MH, Govindarajan P, 
Pancioli A, Silbergleit R, Wright DW, Pentz RD.  
Resuscitation. 2013 Oct;84(10):1416-21. doi: 
10.1016/j.resuscitation.2013.04.006. Epub 2013 Apr 16.  
PMID: 23603291  
 
Major strenths and limitations of the manuscript are outlined by the 
author on page 3 and I agree with their assessment.  
 
Specific comments:  
Background is quite lengthy and does not add very much to the 
study. I believe the reader will be lost. I recommend removing the 
first several pages and starting the section at the top of page 7. That 
gives the reader enough context to understand the premise of the 
study.  
 
Methods: The authors are using very robust qualitative methodology 
and their rationale for using individual interviews is sound. The 
interview materials and the consent forms for participation in the 
ethics study are very well constructed. The proposed training and 
standardization of the interviews is excellent. Planned audiotaping is 
critical and standard for this type of study. The plans for data 
integrity and security are excellent.  
 
I am concerned about the one month upper limit of time for 
conducting the interview. I recommend that they consider shortening 
this to 2 weeks in order to capture the best information without recall 
bias. The information gained from an interview immediately following 
the event is likely to be much more about the event (informed 
consent process) rather than about the child's outcome and it will be 
important to teast that out. I suggest that the majority of interviews 
be done within 1 day as propsed (while the child is still in the 
hospital) with the exception of the interview of parents whose 
children die within that time frame and those could be postponed out 
of respect.  
 
I am not sure of the value of second interviews. There may be some 
study participants who are willing to spend more time than others or 
who are more passionate about sharing their views but getting 1/3 of 
the group back for a second interview is overly optimistic given the 
study population. The authors could consider contacting this sub-
sample with a very brief phone call instead asking if any of their 
thoughts have materially changed. If not, I would cease at this point.  
 
Discussion: The concept of a "virtuous learning loop" is an important 
one as our understanding of the implentation of these very unique 
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research regulations requires an iterative process that is embedded 
withint he context of an ongoing trial. However, experience in this 
area has shown me that every Exception from/to Informed Consent 
trial is completely and utterly unique and therefore the development 
"evidence based research ethics guidelines" may be a stretch! 

 

VERSION 1 – AUTHOR RESPONSE 

Response to Reviewer 1  

 

Reviewer 1, Point 1: In the main study, what was the process for children who died during or soon 

after resuscitation? Was consent still obtained to use data already collected, or was consent waived 

for some of these children? If deferred consent was required for this group, I would be interested to 

know the relative number of consent refusals between parents of children who survived and those 

who died – is there possible introduction of bias here?  

Authors' Response: We agree with the reviewer that these issues are important and relevant to 

experiences of SDMs with the trial consent process. Because detailed information regarding 

operationalization of the exception to consent process falls under the methodology section of the 

parent RCT we have not included detailed information on this in the qualitative study protocol 

manuscript. It is perhaps of interest to note that the parent RCT protocol manuscript is currently under 

peer review. Data concerning consent approvals and refusals are in fact feasibility results for the 

parent pilot trial and so we are unable to publish this information at present.  

 

Reviewer 1, Point 2: It is stated on P13 that, for parents/guardians of children no longer in hospital 

(and presumably this includes parents of children who did not survive), “Interested participants will be 

sent a formal information and consent sheet mailed with a postage-paid return envelope, and they will 

be asked to sign and return it” - Is this appropriate given the sensitive nature of the study? I feel it 

would be better to have a face-to face informed consent process, or at least re-consent face-to face 

when parents come in for their interviews. This is particularly important as it is probably more likely 

that bereaved parents would be contacted through mail (parents of surviving children would be more 

likely to remain at the hospital and be available for direct consent). Furthermore, how will questions be 

managed if information is not given face- to face, and how will the parents’ capacity to provide 

consent be determined from a distance? I refer to here to the issue of emotional distress, which could 

constitute temporary incapacity precluding the ability to provide properly informed consent, which is a 

real issue for recently bereaved parents as well as parents of critically ill children [Morrow BM, Kling 

S, Argent AC (2015) Informed consent in paediatric critical care research – a South African 

perspective. BMC Medical Ethics 16:62; [http://www.biomedcentral.com/1472-6939/16/62]. Clearly 

some provision is made for parents of surviving children, in that they will only be approached once 

their child is medically stable, but I am not clear whether similar provisions or considerations are being 

made with bereaved parents, who will potentially be approached within one month after the event.  

Authors' Response: Where permission to contact has been provided by a potential participant, the 

qualitative research assistant (QRA) attempts to make initial contact with the SDM either face-to-face 

or by telephone to provide preliminary information about the study.  

From Pg 12, Version 1 of the manuscript:  

“Given the severity of illness of children with septic shock, we expect that most parents/guardians will 

be invited in person, but where not possible we will contact them by telephone or if required by letter 

mail (See Supplementary Files 1 and 2 for contact transcripts). Eligible parents/guardians will be 

informed of the nature of the current ethics study and asked if they would be willing to participate in an 

interview about their experience with the exception to consent process.”  

Where a SDM cannot be contacted in person or by phone, the transcript for contact by letter mail 

(Supplementary File 2) is sent providing preliminary information about the qualitative study in writing 

and inviting the SDM to contact the research team for further information. In our experience, where 
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such individuals have been recruited, this has occurred following further discussion about the study by 

phone leading to subsequent mailing of the information and consent sheet. If necessary, further 

discussions regarding the nature of the study can occur and consent is reviewed again at the time of 

the interview. The reason the information and consent sheet is mailed to participants (if their child has 

been discharged from hospital) is to avoid the situation where potential participants are scheduled to 

participate in an interview, and forced to read and digest the information and consent form ‘on the 

spot’, which could create a coercive situation (they are there and scheduled to be interviewed, why 

not participate?) and lead to provision of consent which is not truly fully informed. We believe our 

process allows time for reflection and contemplation over time of the risks and benefits of participation 

in the study.  

Thank-you also for drawing our attention to the citation noted.  

 

Reviewer 1, Point 3. On page 12 it is stated that parents will be informed of the nature of the study, 

but I do think more information about the informed consent process would be helpful.  

Authors' Response. We have reviewed the manuscript for clarity on this issue.  

 

Reviewer 1, Point 4. Generally speaking, I have a problem with parents simply being “provided the 

information sheet for the ethics study”. Informed consent is a two-way process, requiring sharing of 

information and the opportunity to explain/elaborate on some issues, answer any questions, and 

assess participant understanding. So, they could be given the form to read, but there then needs to 

be an opportunity for further discussion to address any issues arising.  

Authors' Response. Please see our response to Point 2. Discussions between the QRA and SDM 

occur face-to-face or by phone based on the expressed needs and preferences of the potential study 

participant.  

 

Reviewer 1, Point 5. I know this protocol has already been approved by an IRB, but I do think a 

separate transcript (verbal and mail) is needed when inviting bereaved parents to participate in the 

study, to acknowledge their loss at the outset.  

Authors' Response. We agree that all potential participants for the qualitative study need to be 

approached in a respectful and sensitive manner, and that it is important for the QRA to know if it is a 

bereaved SDM they are contacting. Our protocol includes both the transcript for telephone contact 

(Supplementary File 1), as well as a copy of the letter used for letter mail contact where this is 

required (Supplementary File 2). We also sought and received permission to share limited information 

between the parent trial study team and the qualitative research team (Supplemental File 4), including 

the last known vital status of the parent trial participant so that the QRA would know if they are 

contacting a bereaved SDM. We have hired a QRA experienced and skilled in dealing with research 

participants who have experienced trauma.  

 

Response to Reviewer 2.  

 

Thank-you to the reviewer for your comments regarding the importance of this topic, and for drawing 

our attention to the citations noted.  

 

Reviewer 2: Background is quite lengthy and does not add very much to the study. I believe the 

reader will be lost. I recommend removing the first several pages and starting the section at the top of 

page 7. That gives the reader enough context to understand the premise of the study.  

Authors' Response. We agree with the reviewer that the introduction can be shortened and we have 

edited it down.  

 

Reviewer 2: Methods: The authors are using very robust qualitative methodology and their rationale 

for using individual interviews is sound. The interview materials and the consent forms for 

participation in the ethics study are very well constructed. The proposed training and standardization 
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of the interviews is excellent. Planned audiotaping is critical and standard for this type of study. The 

plans for data integrity and security are excellent.  

Authors' Response. Thank-you.  

 

Reviewer 2, (Methods Cont'd): I am concerned about the one month upper limit of time for conducting 

the interview. I recommend that they consider shortening this to 2 weeks in order to capture the best 

information without recall bias. The information gained from an interview immediately following the 

event is likely to be much more about the event (informed consent process) rather than about the 

child's outcome and it will be important to teast that out. I suggest that the majority of interviews be 

done within 1 day as propsed (while the child is still in the hospital) with the exception of the interview 

of parents whose children die within that time frame and those could be postponed out of respect.  

Authors' Response: We had significant discussion regarding the most appropriate time window within 

which the interviews should be conducted. There are arguments for and against conducting interviews 

more proximally to the consent encounter e.g. closer to the event may enhance recall whereas later 

interviews may enhance recruitment rate and be more participant-centred e.g. for grieving parents. 

Existing literature on qualitative methodology does not provide evidence-based guidance in regard to 

the most appropriate timing of interviews. As such, our decision on timing was pragmatic with the 

intent to be flexible to suit the needs and preferences of SDMs. We will report on our experiences in 

this regard to contribute to existing literature.  

 

Reviewer 2, (Methods Cont'd): I am not sure of the value of second interviews. There may be some 

study participants who are willing to spend more time than others or who are more passionate about 

sharing their views but getting 1/3 of the group back for a second interview is overly optimistic given 

the study population. The authors could consider contacting this sub-sample with a very brief phone 

call instead asking if any of their thoughts have materially changed. If not, I would cease at this point.  

Authors' Response: Thank-you for this suggestion. We will report on our success with this aspect of 

the protocol to share our experience.  

 

Reviewer 2: Discussion: The concept of a "virtuous learning loop" is an important one as our 

understanding of the implementation of these very unique research regulations requires an iterative 

process that is embedded within the context of an ongoing trial. However, experience in this area has 

shown me that every Exception from/to Informed Consent trial is completely and utterly unique and 

therefore the development "evidence based research ethics guidelines" may be a stretch!  

Authors' Response: Thank-you. We have reviewed the discussion with respect to these comments to 

ensure that we are not over-reaching. We hope that our findings will contribute to the eventual 

development of such guidelines and we encourage others interested in this important topic to contact 

us with their thoughts and ideas. 

VERSION 2 – REVIEW 

REVIEWER Brenda Morrow 
University of Cape Town, South Africa 

REVIEW RETURNED 22-Aug-2016 

 

GENERAL COMMENTS Thanks to the reviewers for submitting their amendments - I believe 
the paper is now much improved, and am happy for it to be 
published.  
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