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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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VERSION 1 - REVIEW 

REVIEWER Robert-Paul Juster 
McGill University, Canada 

REVIEW RETURNED 10-Jan-2015 

 

GENERAL COMMENTS The goal of this Phase IV clinical trial is to determine whether 
alprazolam treatment ameliorates symptoms of anxiety, allostatic 
load measured using various stress-related biomarker, and cognitive 
performance in anxiety patients with high neuroticism. While the 
study design is well conceived and clearly described in the methods 
section, the introduction of this manuscript is disorganized and 
rather difficult to follow. The authors are attempting to bring together 
stress pathophysiology, neural substrates of anxiety, cognitive, and 
anxiolytic medication literatures together. The outcome unfortunately 
makes for a disjointed read and I would urge the authors to 
restructure the Introduction entirely to focus on (1) anxiety disorders, 
(2) remediation, (3) the need for objective measures (e.g., allostatic 
load, cognitive functioning), and (4) emphasize more the importance 
of studying allostatic load in psychiatric patients. I believe finding a 
way to join concepts together will also help improve this manuscript.  
 
The following a sequential comments meant to help improve the 
quality of this manuscript.  
 
Title: the title is far too long and slightly disorganized. The authors 
should consider finding core constructs that summarize the lists 
presented in the title and throughout the manuscript. It is also no 
clear what GEMA represents.  
 
Introduction:  
 
-Caution must be used when discussing “resilience” as definitions 
vary. For example, terms like “native resilience mechanisms” are 
jargon that do not inform the reader. Bear in mind that many schools 
of thought define resilience as the ability to bounce back from 
adversity, trauma, and stress.  
 
-Sub-section 1.1 on allostatic load is written differently than the first 
part and jumps right into neural substrates. This is fine; however, the 
transitions of ideas from this section and previous sections is not 
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smooth. The authors should consider linking sections more 
succinctly in order to promote flow. Moreover, if allostatic load is a 
central theme of this manuscript, it must be defined more concretely. 
Also note that allostatic load is singular and not plural (allostatic 
“loads”).  
 
-The clumping of chronic stress, anxiety, neuroticism, and allostatic 
load is done in the title and throughout the manuscript. This is 
problematic as each overlap with each other, but are nevertheless 
distinct constructs.  
 
-Jargon terms like “allostatic charge accumulation” are redundant 
and poorly defined and should be avoided throughout the 
manuscript.  
 
Protocol Design: This ongoing study is well designed and described 
clearly. It is not clear why the authors have predetermined cut-offs 
for anxiety, neuroticism, and allostatic load. Greater justification as 
to why neuroticism was selected in particular is needed.  
 
For the NEO, kindness is usually referred to as agreeableness and 
responsibility as conscientiousness.  
 
-The Discussion should emphasize more the importance of assess 
clinical trials using objective measures of stress pathophysiology. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name   Robert-Paul Juster 

Institution and Country McGill University, Canada 

  

1-The goal of this Phase IV clinical trial is to determine whether alprazolam treatment ameliorates 

symptoms of anxiety, allostatic load measured using various stress-related biomarker, and cognitive 

performance in anxiety patients with high neuroticism. While the study design is well conceived and 

clearly described in the methods section, the introduction of this manuscript is disorganized and rather 

difficult to follow. The authors are attempting to bring together stress pathophysiology, neural 

substrates of anxiety, cognitive, and anxiolytic medication literatures together. The outcome 

unfortunately makes for a disjointed read and I would urge the authors to restructure the Introduction 

entirely to focus on (1) anxiety disorders, (2) remediation, (3) the need for objective measures (e.g., 

allostatic load, cognitive functioning), and (4) emphasize more the importance of studying allostatic 

load in psychiatric patients. I believe finding a way to join concepts together will also help improve this 

manuscript. 

 

1-Response 

The introduction was restructured according the Reviewer’s comments. 

 
2-The following a sequential comments meant to help improve the quality of this manuscript. 
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Title: the title is far too long and slightly disorganized. The authors should consider finding core 

constructs that summarize the lists presented in the title and throughout the manuscript. It is also no 

clear what GEMA represents. 

 

2- responser: It was modified  

 

3-Introduction: 

-Caution must be used when discussing “resilience” as definitions vary. For example, terms like 

“native resilience mechanisms” are jargon that do not inform the reader. Bear in mind that many 

schools of thought define resilience as the ability to bounce back from adversity, trauma, and stress. 

 

3- Response  

It was changed  

 

4-Sub-section 1.1 on allostatic load is written differently than the first part and jumps right into neural 

substrates. This is fine; however, the transitions of ideas from this section and previous sections is not 

smooth. The authors should consider linking sections more succinctly in order to promote flow. 

Moreover, if allostatic load is a central theme of this manuscript, it must be defined more concretely. 

Also note that allostatic load is singular and not plural (allostatic “loads”). 

 

4- Response 

The ideas of this section were linked, with more concretely description, in the introduction paragraph 

5. Allostatic load was modified to the singular. 

 

 

5-The clumping of chronic stress, anxiety, neuroticism, and allostatic load is done in the title and 

throughout the manuscript. This is problematic as each overlap with each other, but are nevertheless 

distinct constructs. 

 

5- Response 

 

In the present study we aim to investigate biochemical and neurocognitive variables in patients with 

high anxiety levels associated to chronic stress, and neuroticism (a clinical condition that indicate an 

exaggeratedly response to the stressors that require more time to recover from them) and the impact 

of intermediate term treatment (12 weeks) with low doses of alprazolam. 

In clinical practice high symptomatic anxiety disorders are frequently associated with chronic stress 

and neuroticism (a well-known stress vulnerability factor) and overall all of these factors increase the 
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vulnerability to diseases and reduce resilience. In these high symptomatic patients the use of 

benzodiazepines is required for longer periods of time. 

This explanation was added in Hipothesis section parargraph 1 

 

6-Jargon terms like “allostatic charge accumulation” are redundant and poorly defined and should be 

avoided throughout the manuscript. 

 

6- response: It was changed 

 

7-Protocol Design: This ongoing study is well designed and described clearly.  It is not clear why the 

authors have predetermined cut-offs for anxiety, neuroticism, and allostatic load. Greater justification 

as to why neuroticism was selected in particular is needed. 

 

7- This explanation was included in the response of the comment 5 of this review. (see response  to 

comment 5) 

 

8- For the NEO, kindness is usually referred to as agreeableness and responsibility as 

conscientiousness. 

 

8- It was modified 

9-The Discussion should emphasize more the importance of assess clinical trials using objective 

measures of stress pathophysiology. 

9- It was completed according reviewer comments. 
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Correction

Soria CA, Remedi C, Núñez DA, et al. Impact of alprazolam in allostatic load and
neurocognition of patients with anxiety disorders and chronic stress (GEMA): obser-
vational study protocol. BMJ Open 2015;5:e007231. There is an error in figure 2
legend of this manuscript. The correct figure legend is:
Figure 2 Upper panel: Repeated stress (S-blue) conditions plus accumulation of

allostatic loads (AL-green) result in chronic stress, and with time loss of the individual
resilience (R-red) levels. Anxiety (A-yellow) emerges as a reaction of an excessive
stress applied to the body. Under chronic stress, cognitive resources are impaired and
with it the possibilities of the affected subject to maintain its quality of life.
Consequently, the affected live with a neurobiological environment poorly efficient to
solve the daily challenges of life. Middle panel: With a short-term anxiolytic use of
alprazolam, symptoms are reduced but demands of treatment persist, as well as the
impact of the AL, and the decay of R, are not being significantly modified. Lower
panel: With prolonged use of low-dose alprazolam anti-stress biochemical effects, plus
a consequent increase of cognitive functions, may allow the progressive recovering of
R, shorten S duration, and may further reduce the impact of AL. Under these new
biological conditions the subject increased its chances to seek for an improved
quality of life and may thereof shorten the demand of palliative medication.
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