
xPEER REVIEW HISTORY 

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.   

ARTICLE DETAILS 

TITLE (PROVISIONAL) Outcomes After Kidney injury in Surgery (OAKS): Protocol for a 
multi-centre, observational cohort study of acute kidney injury 
following major gastrointestinal and liver surgery 

AUTHORS Collaborative, STARSurg; Nepogodiev, Dmitri 

 

VERSION 1 - REVIEW 

REVIEWER Jeremiah Brown 
The Dartmouth Institute for Health Policy and Clinical Practice, USA 

REVIEW RETURNED 14-Sep-2015 

 

GENERAL COMMENTS The authors should be congratulated in compiling a well written 
manuscript on the design of a national study to evaluate the impact 
of AKI after GI and liver surgery. In a national UK/Ireland) 
multicentered observational study, the authors will enroll patients 
from over 114 centers and more than 6500 total patients. I would 
recommend the authors consider the following revisions:  
 
Design. It was unclear if serum creatinines would be captured or if 
AKI would be fined by data collectors at each site. Be sure to collect 
the two most recent baseline serum creatinines, the last pre, the 
highest pre, and ideally a historical creatinine from 3+ months ago (if 
available). If being done prospectively, attempt to collect creatinines 
at time of clinical consultation and then immediately prior to surgery. 
Similarly, ensure there are daily measurements of creatinine post-
operatively to adhere to the definition guidelines (do not limit to in-
hospital only).  
 
Exclusion criteria: should these data elements be captured and 
patients dropped in the analysis rather than determining 
inclusion/exclusion criteria for the entire cohort? By requiring 
inclusion/exclusion criteria may be too laborous for sites, instead 
include all procedures and exclude in the analysis. THis also will 
allow for other studies to be conducted on all-patients.  
 
Risk factors: ensure HCT or HgB for anemia and transfusion are 
also captured in the data collection.  
 
Validation / Data collection. Consider requiring certain data fields to 
be mandatory while other as optional. Still try to capture everything 
but make sure key risk factors are required for data submission (if 
not, returned for completion).  
 
Data management. Will there be the option for a database manager 
to have access to PHI for long-term follow-up such as re-
hospitalization, mortality, ESRD?  
 
Statistics. More detail on model development. What risk factors will 
go into the final model(s) for AKI? How will this model be developed, 
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validated, etc?  
 
Great work and best of luck to all of you  

 

REVIEWER Giovanni Mariscalco 
Department of Cardiovascular Sciences, University of Leicester, 
Glenfield Hospital. Leicester, UK 

REVIEW RETURNED 29-Nov-2015 

 

GENERAL COMMENTS The present study aims at analysing (incidence/outcomes) AKI 
following gastrointestinal resection, liver resection, or reversal of 
ileostomy or colostomy. It is planned as prospective cohort 
observational study.  
 
Although the topic is really interesting, some criticisms are 
advisable.  
1. Title.  
The term “Major” surgery is vague. The Authors have specifically 
identified the gastrointestinal resection, liver resection, or reversal of 
ileostomy or colostomy as targeted operations. Therefore, the title 
should change accordingly. “Major” is misleading, meaning the 
possible inclusion of other surgeries such as cardiothoracic, vascular 
and neurosurgery.  
2. Methods.  
1) Inclusion criteria. It is not clear to me why some other surgeries 
(i.e. pancreas resection, oesophageal interventions…) are not 
included in the present study, or if they are, it is not clearly stated.  
2) Statistics. I suppose that Cox-regression will be adopted for 
identify the association between risk factors and AKI in the late 
period. In addition, for non-normally distributed continuous variables 
do the authors will adopt non-parametric tests of log transformation?  
3. Ethics. “A research ethics committee has advised that ethical 
approval is not required for OAKS in the UK” (page 13, lines 11-15) 
it is not clear to me which was the research ethics committee. Since 
the data are prospectively collected, a research ethic committee 
approval is required along with written informed consent. It also 
looks that the patients will be also contacted after discharge. Please 
clarify.  
4. Data collection. Some relevant variables are not included.  
Preop: history of peripheral vascular disease (yes/no); history of 
infections managed with antibiotic administration (within 7 days); 
infusion of crystalloid or colloid fluid (yes/no and amount)  
Intraop: infusion of crystalloid or colloid fluid (yes/no and amount); 
duration of the operation (hours); transfusion of blood products and 
correspondent units (fresh frozen plasma, platelets…); unit of RBC  
Postop: infusion of crystalloid or colloid fluid (yes/no and amount); 
transfusion of blood products and correspondent units (fresh frozen 
plasma, platelets…); unit of RBC; administration of antibiotics 
(yes/no)  
 
Minor criticisms.  
a) Please correct “Long-term” with “mid-term” or “1-year”.  
b) Please correct “predict” with “are associated with”. 
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VERSION 1 – AUTHOR RESPONSE 

/////Design. It was unclear if serum creatinines would be captured or if AKI would be fined by data 

collectors at each site. Be sure to collect the two most recent baseline serum creatinines, the last pre, 

the highest pre, and ideally a historical creatinine from 3+ months ago (if available). If being done 

prospectively, attempt to collect creatinines at time of clinical consultation and then immediately prior 

to surgery. Similarly, ensure there are daily measurements of creatinine post-operatively to adhere to 

the definition guidelines (do not limit to in-hospital only)./////  

 

The data points relating to creatinine that will be collected are described in the Supplementary File 

(data points 11, 29). We have clarified this in the main protocol text. Collaborators will be required to 

collect raw creatinine values, including a pre-admission baseline creatinine, creatinine measured on 

admission, and the last pre-operative creatinine. As this is an observational study only, no extra blood 

tests will be performed in hospital or in the community, other than those ordered by the clinical teams 

looking after the patient.  

 

/////Exclusion criteria: should these data elements be captured and patients dropped in the analysis 

rather than determining inclusion/exclusion criteria for the entire cohort? By requiring 

inclusion/exclusion criteria may be too laborous for sites, instead include all procedures and exclude 

in the analysis. THis also will allow for other studies to be conducted on all-patients./////  

/////Inclusion criteria. It is not clear to me why some other surgeries (i.e. pancreas resection, 

oesophageal interventions…) are not included in the present study, or if they are, it is not clearly 

stated./////  

 

This student-led project will be registered as clinical audit at individual centres by students on their 

general surgical placements. It was felt that it would be impractical to require students to approach 

consultants across the full range of specialties that perform abdominal surgery (e.g. vascular surgery, 

urology and gynaecology) to register the audit with each individual specialty. Moreover, the difficulty in 

collecting data across such a heterogeneous group of patients and procedures would result in lower 

case ascertainment and lower data accuracy. Therefore we chose to focus on two high volume 

surgical groups (gastrointestinal resection/reversal of stoma and liver resection) likely to have a high 

incidence of postoperative AKI, in order to ensure we collect the highest quality data possible.  

 

/////Risk factors: ensure HCT or HgB for anemia and transfusion are also captured in the data 

collection./////  

 

We have planned to collect this data. Pre-operative haemoglobin and transfusions are included in 

Table 1 as disease related explanatory variables that will be collected. The data points relating to 

haemoglobin and transfusion that will be collected are described in the Supplementary File (data 

points 11,22,30).  

 

/////Validation / Data collection. Consider requiring certain data fields to be mandatory while other as 

optional. Still try to capture everything but make sure key risk factors are required for data submission 

(if not, returned for completion)./////  

 

Thank you for the suggestion. Our research network’s previous experience of running multi-centre 

studies suggests that if we carefully limit the overall number and complexity of data fields, we can 

collect data with >97% accuracy and completeness. Consequently we feel confident to make all data 

fields mandatory, with a stipulation that centres must aim for >95% data completeness.  

 

/////Data collection. Some relevant variables are not included.Preop: history of peripheral vascular 

disease (yes/no); history of infections managed with antibiotic administration (within 7 days); infusion 

of crystalloid or colloid fluid (yes/no and amount)Intraop: infusion of crystalloid or colloid fluid (yes/no 

 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-2015-009812 on 14 January 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/


and amount); duration of the operation (hours); transfusion of blood products and correspondent units 

(fresh frozen plasma, platelets…); unit of RBCPostop: infusion of crystalloid or colloid fluid (yes/no 

and amount); transfusion of blood products and correspondent units (fresh frozen plasma, 

platelets…); unit of RBC; administration of antibiotics (yes/no)/////  

 

Thank you for your suggestions. We have not included peripheral vascular disease as we felt that the 

Revised Cardiac Risk Index would be sufficient to estimate cardiovascular risk.  

 

We plan to collect simple data on pre-operative baseline haemoglobin and requirement for blood 

transfusion, in order to identify pre-operative anaemia and intra-operative blood loss.  

 

We recognise that infection and fluid management are likely to play important roles in determining 

which patients develop AKI following surgery. We have carefully considered the feasibility of collecting 

these variables. It was felt that the complexity of retrospectively (after the patient has returned to the 

ward) determining the type of fluid infused intra-operatively and volume and rate of infusion for each 

patient would result in large amounts of missing or inaccurate data. We hope in future to collaborate 

with our anaesthetic colleagues in a follow-on study and have a detailed case report form to be 

completed intra-operatively.  

 

We felt that practices on post-operative antibiotic prescribing amongst surgeons are heterogeneous 

and antibiotics are sometimes commenced inappropriately by junior staff. Furthermore, it would be 

difficult for students to distinguish between antibiotics prescribed prophylactically post-operatively to 

reduce risk of wound infection, and antibiotics prescribed to treat established infection. Therefore, we 

decided to use degree of intra-operative contamination as an objective, reproducible surrogate for risk 

of intra-abdominal sepsis.  

 

/////Data management. Will there be the option for a database manager to have access to PHI for 

long-term follow-up such as re-hospitalization, mortality, ESRD?/////  

 

Thank you for your very interesting suggestion to use national databases to link patient records to 

long-term outcomes. Unfortunately at the present time we do not have funding to support this.  

 

/////Statistics. More detail on model development. What risk factors will go into the final model(s) for 

AKI? How will this model be developed, validated, etc?/////  

 

We have expanded our explanation of our planned statistical analysis in the manuscript.  

 

/////Statistics. I suppose that Cox-regression will be adopted for identify the association between risk 

factors and AKI in the late period. In addition, for non-normally distributed continuous variables do the 

authors will adopt non-parametric tests of log transformation?/////  

 

For non-normally distributed variables we will perform log transformed analyses.  

 

/////Please state in the manuscript the name of the ethics committee that has waived approval and 

briefly explain why ethics approval for the study was waived./////  

/////Ethics. “A research ethics committee has advised that ethical approval is not required for OAKS in 

the UK” (page 13, lines 11-15) it is not clear to me which was the research ethics committee. Since 

the data are prospectively collected, a research ethic committee approval is required along with 

written informed consent. It also looks that the patients will be also contacted after discharge. /////  

 

OAKS was designed as clinical audit. No changes will be made to patient care or treatment pathways. 

This is a purely observational audit so extra tests will be performed. There will be no follow-up beyond 

 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-2015-009812 on 14 January 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/


what is normal practice at each participating centre. No data will be submitted to the study database 

without consent from each trust’s Caldicott Guardian. Advice was sought from the South East 

Scotland Research Ethics Service (the protocol has been updated to state this). They confirmed that 

as we would be collecting data obtained as part of usual care formal ethical review is not necessary in 

the UK. In the Republic of Ireland collaborators are responsible for securing approval from their local 

research ethics service.  

 

/////Please correct “Long-term” with “mid-term” or “1-year”. Please correct “predict” with “are 

associated with”./////  

 

Thank you for highlighting these imprecise terms. We have made these changes. 

 

VERSION 2 – REVIEW 

REVIEWER Jeremiah R. Brown, PhD 
The Dartmouth Institute for Health Policy and Clinical Practice, 
Geisel School of Medicine at Dartmouth 

REVIEW RETURNED 10-Dec-2015 

 

GENERAL COMMENTS The authors have completed a thorough revision and have 
addressed all reviewer concerns. 

 

REVIEWER Giovanni Mariscalco 
Department of Cardiovascular Sciences, University of Leicester, 
Glenfield Hospital, Leicester, United Kingdom. 

REVIEW RETURNED 14-Dec-2015 

 

GENERAL COMMENTS I congratulate with the authors for their efforts in improving the 
quality of paper with this review. 
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