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VERSION 1 - REVIEW 

REVIEWER Peter F. Buckley, MD, Dean, Medical College of Georgia 
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REVIEW RETURNED 25-Oct-2013 

 

GENERAL COMMENTS Recommend table summarizing results of other studies of anti-
obesity adjunction drugs in treatment of antipsychotic-related weight 
gain 

 

REVIEWER Marie Kunesova 
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Participation in commercially sponsored research for Novo Nordisk 
and Boehringer Ingelheim 

REVIEW RETURNED 05-Feb-2014 

 

GENERAL COMMENTS The manuscript describes design of a randomized, double blinded, 
placebo-controlled clinical trial evaluating effect of GLP-1 agonist 
liraglutide on glucose tolerance in patients treated by antipsychotic 
drugs. Objectives, design, intervention and outcomes of the study 
are described. Antipsychotic-induced weight gain with related 
cardiometabolic consequences is a major clinical problem which 
may be associated with reduced life expectancy. GLP 1 analogues 
which have effect on glucoregulation and weight loss are highly 
recommended for influencing negative effects of antipsychotics. 
 
The endpoints of the study cover the most relevant parameters. 
Longer term period of treatment would be useful in future. The non-
pharmacological treatment is not mentioned in the protocol. Nutrition 
and physical activity counselling would help to increase the effect of 
the treatment and also to decrease drop out of patients participating 
in the study. 
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VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Peter F. Buckley, MD, Dean, Medical College of Georgia  

Institution and Country Georgia Regents University  

Please state any competing interests or state ‘None declared’: None declared  

1) Recommend table summarizing results of other studies of anti-obesity adjunction drugs in 

treatment of antipsychotic-related weight gain  

 

On page 5 in the initial manuscript we had cited a recent meta-analysis from 2010 by Maayan et al., 

regarding the results of anti-obesity adjunction drug treatment of antipsychotic-related weigth gain. 

We suggest that the text is changed to the following in order to summarize the results from the meta-

analysis more clearly (see also revised manuscript):  

 

In a recent meta-analysis of 32 studies on anti-obesity adjunction drug treatment, 13 different drug 

treatments were investigated for a total of 1,482 patients with antipsychotic-related weigth gain: 

Metformin, nizatidine, topiramate, amantadine, fluoxetine, reboxetine, sibutramine, rosiglitazone, 

dextroamphetamine, d-fenfluramine, famotidine, orlistat, and metformin + sibutramine. Only 5 of these 

agents were found to be superior to placebo, i.e. metformin, topiramate, fenfluramine, sibutramine 

and reboxetine.(15) Three of these compounds, fenfluramine, sibutramine and reboxetine, have since 

been removed from the market due to adverse effects leaving only two evidence-based augmentation 

agents for clinical use, i.e. metformin and topiramate. Both compounds cause an approximately 2.5-

3.0 kg weight loss compared to placebo (15).  

 

Reviewer: 2  

Reviewer Name Marie Kunesova  

Institution and Country Institute of Endocrinology, Prague, Czech Rep.  

1) Please state any competing interests or state ‘None declared’: Participation in commercially 

sponsored research for Novo Nordisk and Boehringer Ingelheim  

This has been done  

 

2) The manuscript describes design of a randomized, double blinded, placebo-controlled clinical trial 

evaluating effect of GLP-1 agonist liraglutide on glucose tolerance in patients treated by antipsychotic 

drugs. Objectives, design, intervention and outcomes of the study are described. Antipsychotic-

induced weight gain with related cardiometabolic consequences is a major clinical problem which may 

be associated with reduced life expectancy. GLP 1 analogues which have effect on glucoregulation 

and weight loss are highly recommended for influencing negative effects of antipsychotics.  

 

3) The endpoints of the study cover the most relevant parameters. Longer term period of treatment 

would be useful in future. The non-pharmacological treatment is not mentioned in the protocol. 

Nutrition and physical activity counselling would help to increase the effect of the treatment and also 

to decrease drop out of patients participating in the study.  

 

The following has been added on page 10 regarding non-pharmacological treatment:  

 

Non-pharmacological treatment:  

Throughout the trial, patients will receive oral and written counselling about diet and exercise in 

accordance with the recommendations and guidelines from The Danish National Board of Health 

(https://www.sundhed.dk/borger/sundhed-og-livsstil/). Furthermore, changes in diet and exercise will 

be recorded every 4 week during the trial. 
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Correction

Larsen JR, Vedtofte L, Holst JJ, et al. Does a GLP-1 receptor agonist change glucose
tolerance in patients treated with antipsychotic medications? Design of a randomised,
double-blinded, placebo-controlled clinical trial. BMJ Open 2014;4:e004227. The
name of the sixth author of this paper is misspelt. His last name should be
spelled Correll instead of Corell.
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