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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 Liang-Kung Chen 
Aging and Health Research Center, National Yang Ming University 

REVIEW RETURNED 18-Apr-2016 

 

GENERAL COMMENTS This study protocol described the intervention study design for older 
people with sarcopenic obesity. There are a few concerns that 
deserve further clarification.  
1. The clinical significance of sarcopenic obesity remained unclear. 
Due to the obesity paradox in the older people, and the previous 
literature supported the clinical benefits of sarcopenia intervention 
but not sarcopenic obesity. Authors need to strengthen the 
description about the main purpose for this study, especially when 
the clinical impact of sarcopenic obesity remained controversial.  
2. Authors should clearly describe the sample size estimation 
process and to consider the effect of loss of follow-up.  
3. Since the impact of sarcopenia is relatively clear, the design for 
control group in this study needs to be very careful to avoid violating 
research ethics. The "control" group should not be a "placebo" group 
because the benefits of exercise and nutrition on sarcopenia are 
clear. The whole study design should consider "active control" 
instead of simple control or placebo.  
4. The manuscript should be polished by native English-speaking 
professionals to improve the readability.  

 

REVIEWER André Bonadias Gadelha 
University of Brasília, Brazil 

REVIEW RETURNED 10-May-2016 

 

GENERAL COMMENTS This is a relevant study protocol, however, it needs some minor 
adjustments. There are some specific comments :  
 
Keywords - sarcopenia obesity is not a MeSH.  
 
Abstract:  
Methods: please, describe better the obesity classification proposed. 
Why 60th percentile?  
Ethics and dissemination: there is a spelling mistake. Please, correct 
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it: “populati14on”  
 
Introduction  
Authors should cite a recently study regarding this subject. Gadelha 
et al. Arch Gerontol Geriatr. 2016 Mar 31;65:168-173. doi: 
10.1016/j.archger.2016.03.017. [Epub ahead of print]. Effects of 
resistance training on sarcopenic obesity index in older women: A 
randomized controlled trial.  
It is necessary to explore studies that had used similar sample (i.e., 
hospitalized geriatric ward)  
Please, rewrite this sentence “For sarcopenic obese elders, it is of 
utmost importance after any intervention to maintain long-term of the 
decreased fat mass and the preserved muscle mass and function”.  
This is a protocol study, please add “protocol” in the objective  
 
Methods and Design  
Design  
In this sentence “(…)written informed consent was obtained from 
each study participant”. correct tense should be future  
Regarding flow chart, where is “Outcome assessments before 8-wks 
intervention”?  
 
Participants  
How many men and women?  
 
Please, rewrite this sentence “If patients are willing to participate, 
they will undergo a comprehensive medical screening procedure to 
confirm eligibility.”  
 
Please, quote the reference that subsidizes the obesity cutoffs 
applied  
 
Regarding table 1, please write AWGS in full and include caption for 
ASM. Additionally, when grip strength is expressed as kg, we add 
unit force (kgf).  
 
Interventions  
How often the control group will be instructed to maintain their usual 
habits? Which strategy will you apply to control these participants 
(control group) during the intervention program?  
 
Exercise intervention program  
Describe all exercises  
 
The following sentence should be rewritten “Blood pressure, heart 
rate, fear of falling and rating of perceived exertion (PRE) will be 
monitored during the exercise sessions.”. Which 
methods/equipments?  
 
Regarding aerobic training, 60 – 80% of age-predicted maximum 
heart rate represents moderate to high intensity. Please, rewrite the 
following sentence “Aerobic exercise will be performed at a 
moderate and low intensity of exercise using a cycle ergometer.”  
 
Is this an isoinertial training? Describe better the following sentence 
“Progress resistance training will comprise lower extremity exercise 
for stretching and strengthening and upper extremity exercise with 
the use of lifting dumbbells or elastic band”  
 
Which protocol will be used to test 1RM?  
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Physical function  
There are two spelling mistakes “semi-tandam stance and tandam“.  
 
“Grip strength is measured three times to assess muscle strength 
every 5 minutes by using a hand-dynamometer, when the 
participants sit straight with elbows at a 90° angle. The maximum of 
the repeated three trials will be used for final analysis” Is this 
protocol validated?  
 
Body composition  
Describe BIA´s procedures  
 
Please, change waist-hip ratio to waist-to-hip ratio (WHR)  
 
Blood examination  
Describe all methods  
 
Adherence assessment  
Which minimum frequency of training will be adopted?  
 
Discussion  
Regarding limitations, what kind of procedures will be conducted to 
minimize them? 

 

VERSION 1 – AUTHOR RESPONSE 

Replies to Reviewer 1 Prof. Chen:  

（1）The clinical significance of sarcopenic obesity remained unclear. Due to the obesity paradox in 

the older people, and the previous literature supported the clinical benefits of sarcopenia intervention 

but not sarcopenic obesity. Authors need to strengthen the description about the main purpose for this 

study, especially when the clinical impact of sarcopenic obesity remained controversial.  

Reply: Thank you very much for pointing us the shortages of this protocol. Although there is no clear 

definition about sarcopenic obesity or specialists have not reached a consensus on sarcopenic 

obesity, studies focusing on sarcopenic obesity have become one of current hotspot topics, and have 

extended to preliminary explore the effect of intervening sarcopenic obesity which have made 

significant achievements. Therefore, we decided to conduct this study.  

Reference:  

1 Atkins JL, Whincup PH, Morris RW, et al. Sarcopenic obesity and risk of cardiovascular disease and 

mortality: a population-based cohort study of older men. J Am Geriatr Soc 2014;62:253-60.  

2 Lim S, Kim JH, Yoon JW, et al. Sarcopenic obesity: prevalence and association with metabolic 

syndrome in the Korean Longitudinal Study on Health and Aging (KLoSHA). Diabetes care 

2010;33:1652-4.  

3 Gadelha AB, Paiva FM, Gauche R, et al. Effects of resistance training on sarcopenic obesity index 

in older women: A randomized controlled trial. Arch Gerontol Geriatr 2016;65:168-73.  

4 Goisser S, Kemmler W, Porzel S, et al. Sarcopenic obesity and complex interventions with nutrition 

and exercise in community-dwelling older persons--a narrative review. Clin Iinterv Aging 

2015;10:1267-82.  

5 Villareal DT, Chode S, Parimi N, et al. Weight loss, exercise, or both and physical function in obese 

older adults. N Engl J Med 2011;364:1218-29  

6 Balachandran A, Krawczyk SN, Potiaumpai M, et al. High-speed circuit training vs hypertrophy 

training to improve physical function in sarcopenic obese adults: a randomized controlled trial. Exp 

Gerontol 2014;60:64-71.  

 

（2）Authors should clearly describe the sample size estimation process and to consider the effect of 
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loss of follow-up.  

Reply: Thank you for this comment. As shown in “Sample size” part, based on a mean difference 

between groups in the score of 1.0 points, with a standard deviation of 1.2 in previous studies, we 

used PASS 11 software to estimate the sample size, the result showed that each group was 

consisted of 20 participants in order to obtain a statistical power of 80% at an alpha level of 5%. Then 

adding a possibility of 15% missing subjects, then we used the final sample size of each group was 

calculated as 23.  

 

（3）Since the impact of sarcopenia is relatively clear, the design for control group in this study 

needs to be very careful to avoid violating research ethics. The "control" group should not be a 

"placebo" group because the benefits of exercise and nutrition on sarcopenia are clear. The whole 

study design should consider "active control" instead of simple control or placebo.  

Reply: We are very grateful the reviewer for this comment about how to set the control group well and 

avoid violating research ethics. In this study protocol, participants in the control group will not receive 

any advice to change their usual diet or physical activity habits during the study period, and will be 

instructed not to participant in any nutrition or exercise program. They will receive telephone calls or 

face-to-face interviews once a week. During these weekly visits, health problems, functional problems 

and medication use will be recorded by a trained researcher. Moreover, we will pay more attention to 

this important notice in the following study to make the study designs better.  

 

（4）The manuscript should be polished by native English-speaking professionals to improve the 

readability.  

Reply: We have revised the paper to improve the readability.  

 

 

 

 

 

 

Replies to Reviewer 2 Prof. Gadelha:  

（1）Keywords - sarcopenia obesity is not a MeSH.  

Reply: Thank you for this suggestion. We have already checked “sarcopenic obesity” as a Mesh, as 

you said this phrase is not a Mesh. So, the keyword “sarcopenic obesity” is revised as “sarcopenia; 

obesity”.  

 

（2） Methods: please, describe better the obesity classification proposed. Why 60th percentile?  

Reply: Obesity is a term for excess body fat mass accumulation. As shown in previous studies, the 

obesity classifications varied, mainly including BMI, waist circumference and percentage of body fat 

mass. Given that BMI may fail to reflect the excess fat mass when some older people lose their height 

because of vertebral compression fractures, waist circumference is prone to reflect the abdominal 

obesity, and percentage of body fat mass can reflect visceral fat mass accumulation, so we chose 

“percentage of body fat mass” as reference parameter of obesity. Besides, according to the study 

from Baumgartner et al “Sarcopenic obesity predicts instrumental activities of daily living disability in 

the elderly”, we regarded 60th percentile of percentage of body fat mass as classification of obesity.  

 

（3）Ethics and dissemination: there is a spelling mistake. Please, correct it: “populati14on”  

Reply: The word “populati14on” has been corrected as “population”.  

 

（4）Authors should cite a recently study regarding this subject. Gadelha et al. Arch Gerontol Geriatr. 

2016 Mar 31;65:168-173. doi: 10.1016/j.archger.2016.03.017. [Epub ahead of print]. Effects of 

resistance training on sarcopenic obesity index in older women: A randomized controlled trial.  

It is necessary to explore studies that had used similar sample (i.e., hospitalized geriatric ward)  
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Reply: We would like to thank you for this information. We have carefully read this important study 

that you provided me, and it helped us a lot.  

 

（5）Please, rewrite this sentence “For sarcopenic obese elders, it is of utmost importance after any 

intervention to maintain long-term of the decreased fat mass and the preserved muscle mass and 

function”.  

This is a protocol study, please add “protocol” in the objective  

Reply: Thank you very much for this comment. For sarcopenic obese elders, it is of utmost 

importance to maintain the muscle mass and function as well as decrease excess fat mass after 

interventions. Moreover, we have added “protocol” in the objective.  

 

（6）In this sentence “(…)written informed consent was obtained from each study participant”. 

correct tense should be future  

Reply: We have corrected this sentence “(…) written informed consent will be obtained from each 

study participant.”  

 

（7）Regarding flow chart, where is “Outcome assessments before 8-wks intervention”?  

Reply: In this protocol, the primary outcome assessments include week 0, 8 and 20. Hence, we just 

showed these three observation points in the flow chart and other intervention outcome assessment 

were detailed in the “interventions” part.  

 

（8） How many men and women?  

Reply: Thank you for this comment. We have to admit the fact that we did not consider sex difference 

in the prevalence of sarcopenic obesity, and this study haven’t been performed yet, so we could not 

tell you the number of men or women. Besides, according to some systematic reviews, the 

prevalence of sarcopenic obesity ranges from 4% to 84% in men and from 4% to 94% in women. By 

the way, we will consider the sex difference in the following statistical analysis.  

 

（9）Please, rewrite this sentence “If patients are willing to participate, they will undergo a 

comprehensive medical screening procedure to confirm eligibility.”  

Reply: Thank you for this comment. All the potential participants will undergo a comprehensive 

medical screen to confirm eligibility based on the following inclusion and exclusion criteria.  

 

(10) Please, quote the reference that subsidizes the obesity cutoffs applied  

Reply: As shown in the third inclusion criteria, the reference was already listed.  

 

(11) Regarding table 1, please write AWGS in full and include caption for ASM. Additionally, when 

grip strength is expressed as kg, we add unit force (kgf).  

Reply: Thank you for these suggestions. We added the full caption for the abbreviation words in the 

paper. Besides, we did review the original article wrote by LK Chen et al “Sarcopenia in Asia: 

Consensus Report of the Asian Working Group for Sarcopenia” and European consensus on 

sarcopenia diagnosis, they both regarded “kg” as unit of grip strength.  

 

(12) How often the control group will be instructed to maintain their usual habits? Which strategy will 

you apply to control these participants (control group) during the intervention program?  

Reply: Thank you very much for this comment. Participants in the control group will not receive any 

advice to change their usual diet or physical activity habits during the study period, and will be 

instructed not to participant in any nutrition or exercise program. They will receive telephone calls or 

face-to-face interviews once a week. During these weekly visits, health problems, functional problems 

and medication use will be recorded by a trained researcher. Meanwhile, the researcher will reinforce 

the obligation to maintain their usual diet and activity habits. Besides, the information of study protocol 

covering the objectives, procedures, possible benefits and risks will be informed at the beginning of 
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the study and written informed consent will be obtained from each study participant.  

 

(13) Describe all exercises  

Reply: Flexibility exercise will be performed at a moderate intensity of stretching activities for the 

neck, shoulder, elbow, wrist, hip, knee and ankle. Aerobic exercise will be performed at a moderate 

and high intensity of exercise using a cycle ergometer. PT will prescribe cycle ergometer at 60-80% of 

age-predicted maximum heart rate as recommended by American College of Sports Medicine (200-

age) ×(60%-80%) as exercise therapy for cardiovascular diseases. Balance exercise will include side-

by-side stance, semi-tandem stance, tandem stance, tandem walk, backward walking, standing from 

a sitting position and standing with eyes closed. Progress resistance training (PRT) will comprise 

lower extremity exercise with elastic band for stretching and squatting and upper extremity exercise 

with the use of lifting dumbbells. One repetition maximum (1-RM) for each participant will be 

evaluated prior to the PRT session, and will be performed every 4 weeks. Exercises will be performed 

with 1 or 2 sets of 8 to 12 repetitions using 65% of their 1-RM in the preliminary stage of training, and 

then gradually increasing the intensity to 2 to 3 sets of 6 to 8 repetitions at 80% of 1-RM. A minimum 

frequency of 75% of exercise intervention will be adopted and finally analyzed the effect. If participant 

has any uncomfortable symptoms or adverse events during the exercise session, PT will immediately 

stop this session and take action accordingly, then reevaluate the overall health and determine 

whether to continue the program. At the same time, PT will give the researchers and ethics committee 

feedback about related information.  

 

(14) The following sentence should be rewritten “Blood pressure, heart rate, fear of falling and rating 

of perceived exertion (PRE) will be monitored during the exercise sessions.”. Which 

methods/equipments?  

Reply: During the exercise sessions, blood pressure and heart rate will be measured by a portable 

ambulatory electrocardiograph monitor, and fear of falling and rating of perceived exertion (PRE) will 

be self-reported.  

 

(15) Regarding aerobic training, 60 – 80% of age-predicted maximum heart rate represents moderate 

to high intensity. Please, rewrite the following sentence “Aerobic exercise will be performed at a 

moderate and low intensity of exercise using a cycle ergometer.”  

Reply: Thank you for your suggestion. We rewrote this sentence as “Aerobic exercise will be 

performed at a moderate and high intensity of exercise using a cycle ergometer.”  

 

(16) Is this an isoinertial training? Describe better the following sentence “Progress resistance training 

will comprise lower extremity exercise for stretching and strengthening and upper extremity exercise 

with the use of lifting dumbbells or elastic band”  

Reply: Thank you very much for this comment. We reorganized this sentence as follows: Progress 

resistance training (PRT) will comprise lower extremity exercise with elastic band for stretching and 

squatting and upper extremity exercise with the use of lifting dumbbells.  

 

(17) Which protocol will be used to test 1RM?  

Reply: One repetition maximum (1-RM) for each participant will be evaluated prior to the PRT session, 

and will be performed every 4 weeks.  

 

(18) There are two spelling mistakes “semi-tandam stance and tandam”.  

Reply: “semi-tandam stance and tandam” has been revised as “semi-tandem stance and tandem”.  

 

(19) “Grip strength is measured three times to assess muscle strength every 5 minutes by using a 

hand-dynamometer, when the participants sit straight with elbows at a 90° angle. The maximum of the 

repeated three trials will be used for final analysis” Is this protocol validated?  

Reply: We would like to thank you for this comment. The references of the measurement method of 
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grip strength as follows:  

Zhao D, Li B, Yu K, et al. Digit ratio (2D:4D) and handgrip strength in subjects of Han ethnicity: impact 

of sex and age. American journal of physical anthropology 2012;149(2):266-71;  

 

 

(20) Describe BIA´s procedures  

Reply: Thank you for your comment. We described the BIA’s procedures in detail as follows: Body 

composition is measured to evaluate segmental body fat mass and muscle mass by bioelectrical 

impedance analysis (BIA) method (Inbody 230, Biospace, Seoul, Korea). First, all participants will be 

asked to be fasted for at least 2 hours, urinate, defecate, and then stand about 5 minutes before 

measurement. Second, all participants will remove their shoes and socks, and wear light clothing, 

then stand on the device while measuring body weight. Third, the participants' age, sex and height will 

be entered into the BIA device. Finally, impedance will be measured when the participant keeps 

standing still and holding the handles that are slightly abducted. Thereafter, total and segmental 

(arms, legs and trunk) body fat mass (kg), total body fat percentage (%), total and segmental muscle 

mass (kg) and fat free mass (kg) will be outputted.  

 

(21) Please, change waist-hip ratio to waist-to-hip ratio (WHR)  

Reply: We have corrected the misspelled word.  

 

(22) Blood examination-Describe all methods  

Reply: Hemoglobin (Hb) will be determined by a spectrophotometric method. Fasting blood glucose 

(FBG) will be assessed using the glucose oxidase method. Bromocresol green method will be used to 

measure albumin level. Total cholesterol (TC), triglyceride (TG), low density lipoprotein cholesterol 

(LDL-C) and high density lipoprotein cholesterol (HDL-C) will be measured in serum samples 

quantitatively by the cyclophorase method by using Olympus AU 5400 auto biochemistry analyzer. 

Serum 25-hydroxyvitamin D (25-(OH) D) will be tested by the electro-chemiluminescence method 

using a Roche6000 device. Serum transferrin will be determined using immunonephelometry. Serum 

hypersensitive C-reactive protein (hs-CRP) will be measured by a turbidimetric latex agglutination 

method.  

 

(23) Adherence assessment  

Which minimum frequency of training will be adopted?  

Reply: Thank you for this comment. After reviewing some similar studies and consulting the 

rehabilitation physician, a minimum frequency of 75% of exercise intervention will be adopted and 

finally analyzed the effect.  

 

(24) Discussion  

Regarding limitations, what kind of procedures will be conducted to minimize them?  

Reply: Thank you for this question. We should do some measures to minimize the limitations. First, 

we should comprehensively assess the eligibility of the potential participants. Second, we should fully 

inform the information of study protocol covering the objectives, procedures, possible benefits and 

risks will be informed at the beginning of the study, and written informed consent will be obtained from 

each study participant. Third, all the researchers should pass the special train to assure the quality of 

the study. Fourth, all the researchers should follow the protocol strictly and carefully observe the 

symptoms of the participants. If they have some uncomfortable symptoms or adverse events, the 

researchers should immediately discontinue the intervention program and make effective measures to 

treat the adverse event. Besides, in the following study, we will try to design a multi-center 

randomized controlled study focusing on community-dwelling elders with sarcopenic obesity. 
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VERSION 2 – REVIEW 

REVIEWER Liang-Kung Chen 
Aging and Health Research Center, National Yang Ming University, 
Taipei, Taiwan 

REVIEW RETURNED 11-Jul-2016 

 

GENERAL COMMENTS Authors have replied all my comments  

 

REVIEWER André Bonadias Gadelha 
University of Brasília, Brazil 

REVIEW RETURNED 05-Aug-2016 

 

GENERAL COMMENTS I believe that it has achieved satisfactory level of the relevance an 
applicability of the protocol study. 
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