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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.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) The effects of Hospital Outreach Intervention on Decreasing 
Hospitalizations and Medical Cost of Patients with Chronic 
Obstructive Pulmonary Disease in China: Protocol of a randomized 
controlled trial 

AUTHORS Yan, Jin; Wang, hong; Chun, Liu; Hong, Yuan; Wang, xiao; Yu, Bao; 
Qian, Luo 

 

VERSION 1 - REVIEW 

REVIEWER Ian M. Breunig, PhD 
Abt Associates, Inc., Unites States of America 

REVIEW RETURNED 04-Nov-2015 

 

GENERAL COMMENTS 1) One limitation of this study is noted by the authors: Recruitment of 
participants from a single clinic will limit the generalizability of this 
study.  
 
2) To promote the ability of others to repeat this RCT in other 
populations, the authors will need to clarify the exclusion criteria 
applied to recruitment (as they described on page 6 of the review 
manuscript). They currently state, "Exclusion criteria are: female 
participants who are currently pregnant, patients with characteristics 
that can confound the analysis of the primary outcome, patients with 
an inability to provide good data or follow commands, and patients 
with an inability to walk when their COPD is stable."  
 
The quoted sentence is too vague to allow for reproducability of this 
study. For instance, what characteristics exactly are considered to 
confound the analysis on the primary outcome? First, RCTs through 
appropriate design should mitigate the issue of non random 
differences between the treatment and control groups, hence, why is 
there any need to exclude individuals with specific "confounding 
characteristics?" Would this not limit generalizability of the results at 
best or bias them at worst? Second, they describe their approach to 
control for "confounders" using a regression based difference-in-
difference approach. What "confounders" require exclusion from the 
study rather than controlling for them during their analysis? In 
another instance, how would the authors describe "good data?" This 
needs to be described in more detail, unless "good data" is linked to 
the patients ability to "follow commands" or communicate. In the 
latter case, limit the sentence to "follow commands and 
communicate" and eliminate the redundant use of "good data." 
Lastly, are patients excluded if they are not able to walk without 
assistive devices (an unnecessary exclusion), or unable to walk at 
all, even with assistive devices?  
 
The rest of the motivation and approach to the study was sufficiently 

 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-2015-009988 on 15 June 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/site/about/resources/checklist.pdf
http://bmjopen.bmj.com/


detailed.  
 
3) The grammar used throughout the paper was poor 
(understandably). I would recommend that the authors seek 
assistance in editing the writing prior to final submission.   

 

REVIEWER Valentin Prieto-Centurion 
University of Illinois at Chicago.  
Chicago, Illinois, USA 

REVIEW RETURNED 04-Dec-2015 

 

GENERAL COMMENTS GENERAL COMMENTS  
 
The manuscript by Dr. Yan and colleagues describes a protocol for a 
randomized controlled clinical trial examining the effect on 
healthcare utilization, along with several secondary outcomes, of a 
hospital outreach intervention compared to usual care in patients 
with COPD following hospital discharge.  
 
This study could be an important contribution to the field, as effective 
interventions to reduce rehospitalizations in this patient population 
are lacking. There are a number of issues, however, that need 
clarification. These are specified in the comments below.  
 
MAJOR COMMENTS  
 
1. The manuscript’s text contains extensive grammatical and syntax 
errors. Recommend extensive editing for ease of reading.  
 
2. Page 2, Introduction. This section is incompletely referenced. For 
example, the statements in lines 30-32, 42 and 50-52 should have 
accompanying references.  
 
3. Page 6. Methods, line 13. The authors should specify which 
patient characteristics will result in exclusion of potential participants 
due to potential confounding of the primary outcome.  
 
4. Page 6. Methods, lines 16-18. The rationale for excluding patients 
who are unable to walk should be stated as patient unable to walk 
can perform pulmonary rehabilitation focused on upper extremity 
conditioning.  
 
5. Page 7. Methods, lines 20-22. The sample size for the study was 
calculated based on Self-reported health status, however, the 
study’s primary outcome will be hospitalizations. The authors should 
indicate the rationale for calculating the sample size using a 
secondary outcome.  
 
6. Page 8. Methods, lines 15-23. Will the participants randomized to 
the intervention group also receive the discharge instructions and 
resources provided to patients in the control group?  
 
7. Page 9. Methods, Adverse event report, line 15. Will recording of 
adverse events (e.g., SpO2 <80%) occur outside of pulmonary 
rehabilitation? If so, will participants be provided with pulse 
oximeters?  
 
8. Page 9. Methods, Adverse event report, lines 17-22. Will 
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participants with comorbidities that prevent participation in exercise 
training be excluded from the study? How will the screening for 
these comorbidities be performed?  
 
9. Page 9. Methods, Outcome evaluation. The authors should 
indicate whether mortality will be recorded and, if not, the rationale 
for that decision. A recent study evaluating a self-management 
intervention in patients with COPD found an increased risk of death 
in patients randomized to the intervention group (Fan VS, et. al. Ann 
Intern Med. 2012 May 15;156(10):673-83)  
 
10. Page 14. Ethics. The authors should state whether an 
independent data safety monitoring board will oversee the study.  
 
11. Page 15. Discussion. This session also appears to be 
incompletely referenced. For example, the statement in line 28 
should have an accompanying reference.  
 
MINOR COMMENTS  
 
1. The formatting of the references appears to be inconsistent 
throughout the text.  
 
2. Page 5. Methods, lines 45-47. The authors should specify 
whether the 100-120 patients with COPD discharged every month 
were hospitalized for a COPD exacerbation or simply carry a 
diagnosis of COPD and were hospitalized for unrelated reasons. An 
estimate of the number of individual patients hospitalized every year 
would also give the readers some insight into the feasibility of the 
study.  
 
3. Figure 1. Suggest revising this figure to indicate events in 
chronological order for ease of reading, specifically 
inclusion/exclusion criteria and informed consent/baseline data 
collection boxes.  

 

 

VERSION 1 – AUTHOR RESPONSE 

Replies to Reviewer 1  

1.One limitation of this study is noted by the authors: Recruitment of participants from a single clinic 

will limit the generalizability of this study.  

Response: Thank you for your comment. Due to funding limit and lack of some practical experience 

,in our present study we adopt single clinic study. But we plan to do some multicenter randomized 

controlled clinical trials in our future study, if we have sufficient funding and some practical 

experience.  

 

2.To promote the ability of others to repeat this RCT in other populations, the authors will need to 

clarify the exclusion criteria applied to recruitment (as they described on page 6 of the review 

manuscript). They currently state, "Exclusion criteria are: female participants who are currently 

pregnant, patients with characteristics that can confound the analysis of the primary outcome, patients 

with an inability to provide good data or follow commands, and patients with an inability to walk when 

their COPD is stable." The quoted sentence is too vague to allow for reproducability of this study. For 

instance, what characteristics exactly are considered to confound the analysis on the primary 

outcome? First, RCTs through appropriate design should mitigate the issue of non random 

differences between the treatment and control groups, hence, why is there any need to exclude 
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individuals with specific "confounding characteristics?" Would this not limit generalizability of the 

results at best or bias them at worst? Second, they describe their approach to control for 

"confounders" using a regression based difference-in-difference approach. What "confounders" 

require exclusion from the study rather than controlling for them during their analysis? In another 

instance, how would the authors describe "good data?" This needs to be described in more detail, 

unless "good data" is linked to the patients ability to "follow commands" or communicate. In the latter 

case, limit the sentence to "follow commands and communicate" and eliminate the redundant use of 

"good data." Lastly, are patients excluded if they are not able to walk without assistive devices (an 

unnecessary exclusion), or unable to walk at all, even with assistive devices?  

Response: Thank you for your suggestion.(1) You are right, as a RCT the design should mitigate the 

issue of non random differences between the intervention group and control group, so there is no 

confounding characteristic which can confound the analysis, otherwise it will not meet RCT design. 

We have deleted the sentence “patients with characteristics that can confound the analysis of the 

primary outcome” (2) some factors such as stage of COPD, age, gender, education, etc. may 

confound the analysis on economic analysis but difference-in-difference approach will be used to in 

economic analysis, and this will control them during their analysis.So there is no “confounders” 

require exclusion from the study. (3) We want to express the statement “ patients with an inability to 

provide good data or follow commands” as the means “patients who with cognitive problems, 

blindness or deafness that may difficulty with communication, they can not understand the questions 

so they can not give the answers which are their own thought of the questions .”(4) The patients who 

not able to walk can perform pulmonary rehabilitation focused on upper extremity condition, but in our 

study the participants need to take 6MWT which can test their exercise tolerance,so if the patients 

unable to walk but can perform pulmonary rehabilitation focused on upper extremity conditioning will 

be excluded. We have remodified the exclusion criteria as following: (1)suffered from other severe 

disease,such as unstable cardiovascular disease, peripheral vascular disease, uncontrolled diabetes 

or hypertension;(2) cognitive problems; (3) difficulty with communication, such as blindness or 

deafness; (4) patient unable to walk can perform pulmonary rehabilitation focused on upper extremity 

conditioning; and (5) female participants who are currently pregnant.  

3. The grammar used throughout the paper was poor (understandably). I would recommend that the 

authors seek assistance in editing the writing prior to final submission.  

Response: We have improved the English writing by a colleague who is well-versed in English.  

 

 

Replies to Reviewer 2  

 

Major comments:  

1.The manuscript’s text contains extensive grammatical and syntax errors. Recommend extensive 

editing for ease of reading.  

Response: We have improved the English writing by a colleague who is well-versed in English.  

 

2. Page 2, Introduction. This section is incompletely referenced. For example, the statements in lines 

30-32, 42 and 50-52 should have accompanying references.  

Response: (1) We have re-written the statement 30-32 as following: “Chronic obstructive pulmonary 

disease (COPD) is a common cause of morbidity and mortality worldwide, and results in an economic 

and social burden.” The accompanying reference is “1.Pauwels RA, Buist AS, Calverley PM, et al. 

Global strategy for the diagnosis, management, and prevention of chronic obstructive pulmonary 

disease NHLBI/WHO global initiative for chronic obstructive lung disease (GOLD) Workshop 

summary. Am J Respir Crit Care Med 2001;163:1256–76”, which has been made in the revised 

manuscript (Page18-19, references 1). (2) We have re-written the statement 37-43 as following: “In 

China, the problem is much more severe due to highest levels of cigarette smoking in the world, over 

300 million smokers currently.3 According to the survey the prevalence of COPD in China is 8.2%4”, 

and the statements have accompanying references 3 and 4(Page19, references 3 and 4). (3) We 
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have re-written the statement 50-52 as following: “Furthermore exacerbation is a major cause of 

COPD patients hospital admission 11 ”, and the accompanying reference has been made in the 

revised manuscript (Page20, references 11).  

 

3. Page 6. Methods, line 13. The authors should specify which patient characteristics will result in 

exclusion of potential participants due to potential confounding of the primary outcome.  

Response: Thanks for your constructive comment on the present study. We have re-written exclusion 

criteria as following: (1)suffered from other severe disease,such as unstable cardiovascular disease, 

peripheral vascular disease,or uncontrolled diabetes or hypertension;(2) cognitive problems; (3) 

difficulty with communication, such as blindness or deafness; (4) inability to perform upper or lower 

exercise due to physical disability; and (5) female participants who are currently pregnant.  

 

4.Page 6. Methods, lines 16-18. The rationale for excluding patients who are unable to walk should be 

stated as patient unable to walk can perform pulmonary rehabilitation focused on upper extremity 

conditioning.  

Response: Thank you for your constructive suggestion. We have re-written the sentence as you 

suggestion  

 

 

5. Page 7. Methods, lines 20-22. The sample size for the study was calculated based on Self-reported 

health status, however, the study’s primary outcome will be hospitalizations. The authors should 

indicate the rationale for calculating the sample size using a secondary outcome.  

Response: Thank you for your constructive suggestion. Yes, usually the primary  

outcome is the best index for calculating the sample size, and the primary outcome of  

our study will be the data on hospitalizations (rate, times, days). But as far as we know, there was no 

literature which reported the COPD patients hospitalizations as the result of same or similar 

intervention as our study. According to the literature review (Benzo RP, et. al. Respiration. 2010, 80: 

10-18.), self-reported health status is independently associated with COPD hospitalizations, so we 

have used self-reported health status to calculate the sample size of our study.  

 

6.Page 8. Methods, lines 15-23. Will the participants randomized to the intervention group also 

receive the discharge instructions and resources provided to patients in the control group?  

Response: Yes, in our study, both groups will receive identical usual care before  

discharge from hospital. After this program, the intervention group will receive the  

hospital outreach intervention for the future two years, and there is no another  

additional intervention for control group. We have re-written this part according to the  

suggestion and correction has been made in the revised manuscript (Page 8,  

Intervention description paragraphs).  

 

7. Page 9. Methods, Adverse event report, line 15. Will recording of adverse events (e.g., SpO2 

<80%) occur outside of pulmonary rehabilitation? If so, will participants be provided with pulse 

oximeters?  

Response: Thank you for your insightful suggestion. It is important to note that exercise training is 

generally considered safe for participants. So at the first 3 months the participants will do the physical 

exercise training under the supervising of physiotherapist, who will give the exercise prescription (e.g., 

duration, intensity) according to the individual physical condition . During the exercise training  

the participants will be instructed how to monitor and deal with adverse events (e.g., if there is chest 

pain, new cardiac arrhythmia, dizziness or nausea, must stop exercise immediately). After the 

participants has attended 3 months supervised sessions thereby allowing time to learn preventing the 

occurrence of adverse events . The prescription for each home exercise (e.g. duration for endurance 

exercise, and weight and number of repetitions for resistance exercise) will be individualized based on 

performance during the supervised sessions and this also help to reduce the incidence of adverse 
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events. A diary is provided to monitor the home program (e.g. adherence, adverse events which occur 

during exercise training ) and the nurse will assess the data during home follow-up. Adverse events 

such as chest pain, dizziness or nausea can be felt by the patients easily, but adverse events (e.g. 

SpO2 <80%) is not easy to be directly felt by the patients usually need pulse oximeters to monitor. 

Due to financial reasons, we can not provide pulse oximeters to every participant, but we encourage 

participant to buy one with themselves. So not every but some will record the SpO2 during the 

exercise.  

 

8. Page 9. Methods, Adverse event report, lines 17-22. Will participants with comorbidities that 

prevent participation in exercise training be excluded from the study? How will the screening for these 

comorbidities be performed?  

Response: (1) Participants with preexisting comorbidities that compromise their safe participation in 

exercise training (e.g. severe neurological dysfunction, unstable cardiovascular disease,recent 

exertional syncope, severe cognitive impairment) will be excluded from the study, and the exclusion 

criteria will address this point. (2) We will screen for these comorbidities mainly as following, at first, 

through a review of electronic medical records of the patients in the Hospital Information System we 

can identify the patients health condition and patients with the medical records of comorbidities (e.g. 

severe neurological dysfunction, unstable cardiovascular disease) will be excluded from the study ; 

then, the physicians of eligible patients are notified of their patients eligibility, and then asked 

permission to enroll their patients in this study. Thereafter, the physician and researcher approach the 

patients for screening, consent and baseline visit, at this time a self designed questionnaire about the 

demographic data, which include some questions about (e.g. age, gender, occupation, marital status, 

whether or not there are comorbidities and what kind of ), on basing of patient self report of heath 

condition, the patients with comorbidities which will compromise their safe participation in exercise 

training will be excluded from the study.  

 

9. Page 9. Methods, Outcome evaluation. The authors should indicate whether mortality will be 

recorded and, if not, the rationale for that decision. A recent study evaluating a self-management 

intervention in patients with COPD found an increased risk of death in patients randomized to the 

intervention group (Fan VS, et. al. Ann Intern Med. 2012 May 15;156(10):673-83)  

Response: Thanks for raising this critical issue. We have added mortality as one of the secondary 

outcome measures. Correction has been made in revised manuscript (Page 10, lines 16, 20 and 21) 

to address this issue.  

 

10. Page 14. Ethics. The authors should state whether an independent data safety monitoring board 

will oversee the study.  

Response: Thank you for your insightful suggestion. An independent data safety monitoring board will 

be good for monitoring the study more objectively. However, in our study we lack this board, because 

in our country this is not developed well. So in order to reduce this limitation,In our study, we plan to 

set up a steering committee in our research team members to monitor the safety of the study. The 

study steering committee will be comprised one PI, three physicians, and two representatives from 

the data monitoring center, and be responsible for all quality control activities, assessing adherence to 

the trial protocol, receiving enrollment, adverse events and compliance reports, and making the final 

decision to terminate the trial.The committee will hold a meeting every one month to discuss the 

project.  

11. Page 15. Discussion. This session also appears to be incompletely referenced. For example, the 

statement in line 28 should have an accompanying reference.  

Response: In the discussion session we only had one reference this was not adequate, so we have 

added three other references in this session. Such as, the statement “original studies and systematic 

review about the cost-effectiveness of many disease management programs in COPD” has 

accompanying references with Frode Gallefos, et. al.Respiratory Medicine.2002; 96:424-31;Paré G, 

et al. European Research in Telemedicine. 2013; 2:35–47; and Lemmens K M M,et al. Respiratory 
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Medicine.  

2009;103:670-91. And the statement “In most previous studies the follow-up period for the 

effectiveness of disease management in COPD was lasted 12 or less than 12 months" has 

accompanying references Lemmens K M M,et al. Respiratory Medicine.2009;103:670-91.  

 

Minor comments:  

1. The formatting of the references appears to be inconsistent throughout the text.  

Response: (1) The references such as “Donaldson, G. C., Seemungal, T. A., Bhowmik, A., et al. 

Relationship between exacerbation frequency and lung function decline in chronic obstructive 

pulmonary disease. Thorax. 2002;57:847-52.” have been unified in this “Donaldson GC, Seemungal 

TA, Bhowmik A, et al. Relationship between exacerbation frequency and lung function decline in 

chronic obstructive pulmonary disease. Thorax. 2002;57:847-52.” (2) Reference “Zhou Y, Hu G, 

Wang  

D, et al. Community based integrated intervention for prevention and management of  

Chronic obstructive pulmonary disease (COPD) in guangdong, china: cluster  

randomized controlled trial. BMJ (Clinical Research Ed.) 2010; 34:c6387.” have  

been re-written as “Zhou Y, Hu G, Wang D, et al. Community based integrated  

intervention for prevention and management of chronic obstructive pulmonary disease  

(COPD) in guangdong, china: cluster randomized controlled trial. BMJ Clinical  

Research Ed. 2010; 34:c6387.” (3) Reference “Emma Vincent, Louise Sewell, Katy  

Wagg, et al. Measuring a Change in Self-Efficacy Following Pulmonary  

Rehabilitation: An Evaluation of the PRAISE Tool. Chest. 2011.” have been  

re-written as “ Vincent E, Sewell L, Wagg K, et al. Measuring a change in  

self-efficacy following pulmonary rehabilitation: an evaluation of the PRAISE  

tool.Chest, 2011, 140(6):1534-9”; reference “ P.W. Jones, G. Harding, P. Berry, et al.  

Development and first validation of the COPD Assessment Test. Eur Respir J. 2009;  

34: 648-54.” have been re-written as “ Jones P W, Harding G, Berry P , et al.  

Development and first validation of the COPD Assessment Test. European  

Respiratory Journal, 2009, 34:648-54” ; reference “ Frode Gallefos, Per Sigvald  

Bakke. Cost-benefit and cost-effectiveness analysis of self-management in patients  

with COPDF a 1-year follow-up randomized, controlled trial. Respiratory  

Medicine.2002; 96:424-31. ” have been re-written as “ Gallefoss F, Bakke P S.  

Cost–benefit and cost-effectiveness analysis of self-management in patients with  

COPD—a 1-year follow-up randomized, controlled trial. Respiratory Medicine, 2002,  

96(6):424-31”  

2. Page 5. Methods, lines 45-47. The authors should specify whether the 100-120 patients with COPD 

discharged every month were hospitalized for a COPD exacerbation or simply carry a diagnosis of 

COPD and were hospitalized for unrelated reasons. An estimate of the number of individual patients 

hospitalized every year would also give the readers some insight into the feasibility of the study.  

Response: According to the suggestion we have re-written this part as following, “This study will be 

conducted at the 3rd Xiangya Hospital, Central South University in Changsha city, Hunan province. 

This hospital is located in west area of Changsha city. It is a general hospital with 1,800 beds and 

mainly provides health care for the 600 thousand residents in this district, and an estimate of 48 

thousand individual patients hospitalized every year. Averagely, 100-120 patients with COPD 

discharged every month were hospitalized for a COPD exacerbation.” The correction has been made 

in the revised manuscript (Page5- 6).  

 

 

3. Figure 1. Suggest revising this figure to indicate events in chronological order for ease of reading, 

specifically inclusion/exclusion criteria and informed consent/baseline data collection boxes.  

Response: Figure 1. has been revised in the of revised manuscript. 
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VERSION 2 – REVIEW 

REVIEWER Valentin Prieto-Centurion 
University of Illinois at Chicago  
USA 

REVIEW RETURNED 12-Feb-2016 

 

GENERAL COMMENTS The authors have addressed all of the comments raised by the 
reviewers. The manuscript is substantially improved following these 
revisions.  
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