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VERSION 1 - REVIEW 

REVIEWER Kohei Kaku 
Department of Medicine, Kawasaki Medical School 
Japan 

REVIEW RETURNED 17-Feb-2015 

 

GENERAL COMMENTS The article describes a significance of the combination treatment 
with GLP-1RA, liraglutide, and insulin inpatients with T1DM by 
showing a protocol of Lira-1 study. The study, per se, is of interest 
and a disclosure of the protocol is worth publishing. As the authors 
mentioned, treatment risks associated with insulin therapy are 
hypoglycemia and weight gain. The more clear description for 
mechanistic rationale of the combination therapy may be 
recommended. Thereby the readers would well understand the 
benefit of additional use of liraglutide in T1DM patients.  

 

REVIEWER Nitesh D Kuhadiya, MD,MPH 
University at Buffalo, USA  
Assistant Professor of Medicine 

REVIEW RETURNED 19-Feb-2015 

 

GENERAL COMMENTS Living with type 1 diabetes is extremely challenging and in this 
context the investigators are studying the role of GlP-1 agents in 
type 1 diabetes in a randomized fashion while proof of concept 
studies are already published. While there is ongoing work to find 
cure for type 1 diabetes we have to explore additional therapeutic 
modalities to effectively control and treat this condition.  
 
I would like to congratulate the authors for conducting this very 
important clinical trial.  
 
Specific comments:  
 
Native English speaker should review the entire paper for correct 
spelling and grammar.  
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Line 23 and 24: Authors state that role of GLP-1 agents have never 
been investigated in a randomized fashion but the results of the first 
randomized trial investigating the role of liraglutide in type 1 diabetes 
have been presented at AACE meeting 2014 and so this conference 
abstract should be cited and suggest modifying this sentence 
accordingly.  
 
Authors can find more information as per below:  
 
American Association of Clinical Endocrinologists  
Source Reference: Kuhadiya N, et al "Liraglutide as additional 
treatment to insulin in patients with type 1 diabetes mellitus: a 
randomized clinical trial" AACE 2014; Abstract 1995119.  
 
http://www.medscape.com/viewarticle/825713  
 
http://ete.healio.com/i/328230/35  
 
Line 13,34 and other sections of the paper which uses word 
glycemia: “glycaemia” be changed to “glycemia”  
 
Line 51-56: Rapid acting bolus should match the blood glucose also 
at the time of meal and if already higher at the time of meal then 
correctional dose of insulin is also added in addition to matching 
carbohydrate intake and physical activity  
 
Page 6; Line 4: Please add, “ hypoglycemic or hyperglycemic 
excursions concomitant with emotional excursions resulting in poor 
glycemic control and also overall quality of life”  
 
 
Line 29-35: The first randomized study findings needs to be 
summarized and added here. Also the key difference between the 
current study and this first randomized study should be discussed. 
For e.g the first randomized study investigated the dose response 
relationship with 0.6 mg, 1.2 mg and 1.8 mg of liraglutide vs placebo  
 
Page 11; Line 54: grammar and sentence formation needs to be 
corrected. I would suggest to state instead,”Large multi-centered 
randomized clinical trials will be needed to establish it’s efficacy and 
safety in type 1 diabetes”  
 
Page 14; Line 7: This protocol is not the first randomized study as 
stated earlier. Please change this sentence accordingly.  
 
Page 14; Line 49: Another limitation is that dose response 
relationship is not tested in comparison to the first randomized 
clinical trial.  
 
Strength of the current study is that visual analog scales, DEXA 
scan, CIMT, PWV and 24 hour BP that was not studied in the first 
randomized study is being studied here.  
 
Table 3: Correct spelling of “Hemoglobin” 
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VERSION 1 – AUTHOR RESPONSE 

Kohei Kaku: A more detailed description about the mechanistic rationale for the study has been given.  

 

Nitesh D Kuhadiya: First of all I would like to thank you for the information about your trial, which is 

very important. We had the opportunity to see your poster at the late breaking poster session at ADA 

2014, but we couldn´t find anything on the trial afterwards. Thank you for the abstract. We have 

removed the statement that our trial is the first randomised trial and cited your study. We also had a 

native english speaker to review the manuscript.  

You mentioned that we should state the missing dose-respons investigation as a limitation on the 

study. This is a treat-to-target design and we didn´t put it as a limitation. Instead we refered to your 

study about the dose-respons relationship. We hope that you can aggree on this? 
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