
PEER REVIEW HISTORY 

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) Efficacy and Safety of Acupuncture for Chemotherapy-induced 

Leucopenia： Protocol for A Systematic Review 

AUTHORS Nian, Jiayun; Sun, Xu; Guo, Jiao; Yan, Chen; Wang, Xiaomin; Yang, 
Guowang; Yang, Lin; Yu, Mingwei; Zhang, Ganlin 

 

VERSION 1 - REVIEW 

REVIEWER Lixin Ma 
School of Public Health, Hebei University  
 
China 

REVIEW RETURNED 29-Dec-2015 

 

GENERAL COMMENTS 1. Page 2, Description of the intervention  
This section might give a description of acupuncture and its basic 
information of the experimental intervention(s), which may include 
any standard or alternative interventions. And the role of the 
comparator intervention(s) should be made clear also. For more 
complex interventions, a description of the main components should 
be provided.  
 
2. How the intervention might work  
This section might describe the theoretical reasoning why the 
acupuncture may have an impact on potential recipients. Authors 
may refer to a body of empirical evidence such as similar 
interventions or may also refer to a body of literature that justifies the 
possibility of effectiveness.  
 
3. Page 3, Why it is important to do this review  
This background section should clearly state the rationale for the 
review.  
 
4. Page 3, Types of interventions  
In this paragraph experimental and comparator interventions should 
be defined under separate subheadings.  
 
5. Page 4, Types of outcome measures  
Secondary outcomes  
For ‘1. Incidence and type of adverse events of acupuncture ‘, 
please give a definition respectively.  
 
6. Page 4 and 5, Electronic searches  
(1) Put the #1 - #8 to the end of list.  
(2) Write out the searching strategies for different databases.  
 
7. In Page 6 Line 18, What is the meaning of “the output”?  
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8. Page 6, Please draft the data extraction sheet in your protocol.  
 
9. Page 7, Unit of analysis issue  
Please present the statistic process of ‘pairwise comparison’ related 
to.  
10. Dealing with missing data  
What is the schedule for the dealing with missing data?  
 
11. Page 8 Subgroup analysis and Sensitivity analysis  
 
Please specify the factors which you will intend to perform the 
subgroup analysis and the sensitivity analysis.  
 
12. Please write out the references to the original item for GRADE 
on Page 8 Line 32. 

 

REVIEWER Irene Pais 
Oporto Applied Health Sciences and Technology School, Vila Nova 
de Gaia, Portugal 

REVIEW RETURNED 02-Jan-2016 

 

GENERAL COMMENTS The article should be accepted for publication, but some changes 
are necessary: 
 
1. in the introduction chapter: are unnecessary the captions 
"Description of the intervention", "How the intervention might work" 
and "Why is it important to do this review" .However, its content is 
important and must be organized and included in the introduction. 
 
2. in Chapter "METHODS AND ANALYSIS", in the paragraph 
"Types of Patients. This protocol will include cancer Patients with 
CIC, regardless of age (> 18 years old), gender, race, education 
status, tumor type and stage. All Cancer Patients Were confirmed to 
have cancer According to the criteria by WHO [22]. Participants with 
primary disease of hematopoietic system or psychiatric disorders will 
be excluded "should be replaced by" It will be included studies on 
cancer patients with CIL, regardless of age (> 18 years old), gender, 
race, education status, tumor type and stage and it will be excluded 
studies whose participants had primary disease of hematopoietic 
system or psychiatric disorders. 
 
3. in " Types of interventions", last paragraph "Neither will the 
studies with Patients in control groups treated by acupuncture 
except for sham acupuncture be included, nor the studies with 
Patients in either group undertaking radiotherapy, molecular 
targeted therapy or Chinese herbal medicine be included", should be 
changed to" all studies in which patients in the control group were 
treated with acupuncture will be excluded except studies that carried 
out sham acupuncture to the control group. It will also be excluded 
all studies in which patients received radiotherapy, molecular 
targeted therapy or Chinese herbal medicine. 

 

REVIEWER Dugald Seely 
Ottawa Integrative Cancer Centre 

REVIEW RETURNED 12-Jan-2016 
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GENERAL COMMENTS Abstract – page 1: Lines 21-22 in abstract beginning with : “Although 
some medications,… “ is a incomplete. Please correct  
 
Intro: page 2: Lines 23-24: Sentence “Because of their temporary 
effects… “, their needs to be defined better.  
Line 28 – missing ‘syndrome’ after myelodysplastic  
 
While by and large this paper is well written, there are occasions 
where more careful phrasing is needed to enhance the overall 
readability and understandability of the text.  
 
Line 44-45: relative lower cost – compared to what?  
 
Page 3 – Objectives – lines 29-30: Should read: The review aims to 
systematically synthesize the primary research the explores the 
efficacy and safety of acupuncture for treating CIL.  
 
Page 4: line 13 – comparison 4 should read: 4. Acupuncture with 
another treatment versus same treatment without acupuncture.  
 
Line 14: sentence starting with ‘Neither will the…’ is awkward and 
unclear as to meaning.  
 
Lines 18 – 22: Having only randomized patients should remove the 
need for this kind of exclusion. Could say that baseline 
characteristics including treatment approach will be considered to 
verify effectiveness of randomization, but otherwise this shouldn’t be 
required.  
 
Lines 37-38 – KPS is not considered a QoL measurement tool.  
 
Line 53 – November 1, 2015 has already passed, consider updating.  
 
Page 8: Subgroup analysis: Consider doing additional subgroup 
analyses by removing studies with low and/or medium quality.  
 
Perhaps some discussion or consideration of what will be done in 
cases of continuous data vs dichotomous data. How will this be 
summarized. Consider reflecting evaluation using a number needed 
to treat summary as well as overall effect size with CIs. 

 

VERSION 1 – AUTHOR RESPONSE 

Response to Reviewer 1  

Dear Dr. Ma:  

 

Thank you very much for your constructive suggestions.  

 

We have harmoniously integrated the content entitled “Description of the intervention"," How the 

intervention might work", "Why is it important to do this review” and “Objectives” together for better 

understanding. All of your comments and suggestions have been addressed point-by-point in revised 

manuscript.  

 

 

1. Page 2, Description of the intervention  

This section might give a description of acupuncture and its basic information of the experimental 

intervention(s), which may include any standard or alternative interventions. And the role of the 
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comparator intervention(s) should be made clear also. For more complex interventions, a description 

of the main components should be provided.  

Answer: Thank you for your suggestions. In this section, we have briefly descripted the general 

information of acupuncture, including the function by which it decreases CIL. Because it requires a 

large text to descript the information about the experimental and comparator interventions, we have 

finally stated it in the caption “Types of interventions” .  

 

 

2. How the intervention might work  

This section might describe the theoretical reasoning why the acupuncture may have an impact on 

potential recipients. Authors may refer to a body of empirical evidence such as similar interventions or 

may also refer to a body of literature that justifies the possibility of effectiveness.  

Answer: A exploratory meta-analysis of acupuncture for CIL which was published in 2007 has been 

suppled in the revised manuscript to support the possibility of effectiveness in the last paragraph of 

the introduction.  

 

3. Page 3, Why it is important to do this review  

This background section should clearly state the rationale for the review.  

Answer: The rationale includes two aspects and changes have been made clearly in the background.  

Firstly: Medications(e.g. CSF/G-CSF), which are used recently ,has limitations and side effect, 

supplement interventions are needed to be used as adjuncts.(First paragraph in introduction )  

Secondly: Many clinical trials reported recently indicated that acupuncture could alleviate CIL, while 

having fewer side effects and relatively lower cost when compared to G-CSF/CSF. (Second and third 

paragraph in introduction ) . However, the methodological quality of these reviews were not 

substantial enough to drive strong recommendations.  

 

4. Page 3, Types of interventions  

In this paragraph experimental and comparator interventions should be defined under separate 

subheadings.  

Answer: Correction has been made in the revised version.  

 

5. Page 4, Types of outcome measures  

Secondary outcomes  

For ‘1. Incidence and type of adverse events of acupuncture ‘, please give a definition respectively.  

Answer: Definition has been described in the revised version. Because it is hard to predict all adverse 

events that will happen in treatment, we gave some common examples.  

 

6. Page 4 and 5, Electronic searches  

(1) Put the #1 - #8 to the end of list.  

(2) Write out the searching strategies for different databases.  

Answer: Correction has been made in the revised version and searching strategies for other 

databases have been suppled in attached files. (Appendix1-4)  

 

7. In Page 6 Line 18, What is the meaning of “the output”?  

Answer: “the output” refers to “the studies”. We have changed the phrase into “studies”  

 

8. Page 6, Please draft the data extraction sheet in your protocol.  

Answer: extraction sheet has been suppled in Appendix5.  

 

9. Page 7, Unit of analysis issue  

Please present the statistic process of ‘pairwise comparison’ related to.  

Answer: pairwise comparison refers to : 1. Acupuncture versus no treatment. 2. Acupuncture versus 
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sham acupuncture.3. Acupuncture versus other treatment.4. Acupuncture with another treatment 

versus the same treatment without acupuncture.  

 

Pairwise comparison have been described in caption “Types of interventions ”  

 

10. Dealing with missing data  

What is the schedule for the dealing with missing data?  

Answer: we will contact all study authors by email or by phone to obtain any missing data. If we are 

unable to obtain missing data, analyses will be based on patient populations in which outcomes were 

reported. Where studies report statistic based on intention-to-treat(ITT) ,we will perform available 

case analyses.  

(We have put the sentences into the paragraph. )  

 

11. Page 8 Subgroup analysis and Sensitivity analysis  

Please specify the factors which you will intend to perform the subgroup analysis and the sensitivity 

analysis.  

Answer: factors have been added in the paragraph.  

 

12. Please write out the references to the original item for GRADE on Page 8 Line 32.  

Answer: The reference has been added in revised version(Reference NO.24).  

 

Reviewer 2  

Dear Dr. Pais:  

 

Thank you very much for your recognition and constructive suggestions.  

 

1. in the introduction chapter: are unnecessary the captions "Description of the intervention"," How the 

intervention might work" and "Why is it important to do this review" .However, its content is important 

and must be organized and included in the introduction.  

Answer: We have deleted the captions above and tried best to harmoniously integrate its content 

together. Correction has been made in the revised version.  

 

2. in Chapter "METHODS AND ANALYSIS", in the paragraph "Types of Patients. This protocol will 

include cancer Patients with CIC, regardless of age (> 18 years old), gender, race, education status, 

tumor type and stage. All Cancer Patients Were confirmed to have cancer According to the criteria by 

WHO [22]. Participants with primary disease of hematopoietic system or psychiatric disorders will be 

excluded "should be replaced by" It will be included studies on cancer patients with CIL, regardless of 

age (> 18 years old), gender, race, education status, tumor type and stage and it will be excluded 

studies whose participants had primary disease of hematopoietic system or psychiatric disorders.  

Answer: Correction has been made in the revised version.  

 

3. in " Types of interventions", last paragraph "Neither will the studies with Patients in control groups 

treated by acupuncture except for sham acupuncture be included, nor the studies with Patients in 

either group undertaking radiotherapy, molecular targeted therapy or Chinese herbal medicine be 

included", should be changed to" all studies in which patients in the control group were treated with 

acupuncture will be excluded except studies that carried out sham acupuncture to the control group. It 

will also be excluded all studies in which patients received radiotherapy, molecular targeted therapy or 

Chinese herbal medicine.  

Answer: Correction has been made in the revised version.  

 

Reviewer 3  

Dear Dr. Seely:  
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Thank you very much for your constructive suggestions.  

 

1. Abstract – page 1: Lines 21-22 in abstract beginning with : “Although some medications,… “ is 

incomplete. Please correct  

Answer: “some medications” might refer to “CSF or G-CSF”. A Sentence has been added in the 

revised version to address this issue.  

 

2. Intro: page 2: Lines 23-24: Sentence “Because of their temporary effects… “, their needs to be 

defined better.  

Answer: CSF/G-CSF is required in every cycle of chemotherapy , especially for those patient who 

high risk of febrile neutropenia. Its effect can’t persist in every cycle. So we inaccurately defined its 

effects as “temporary effects”. The phrases has been deleted in case of misleading understanding.  

 

3. Line 28 – missing ‘syndrome’ after myelodysplastic  

Answer: Correction has been made in the revised version.  

 

4. Line 44-45: relative lower cost – compared to what?  

Answer: acupuncture has relative lower cost when compared with CSF/G-CSF. Several phrases have 

been added in the revised version to address this issue.  

 

5. Page 3 – Objectives – lines 29-30: Should read: The review aims to systematically synthesize the 

primary research the explores the efficacy and safety of acupuncture for treating CIL.  

Answer: Correction has been made according to your suggestion.  

 

6. Page 4: line 13 – comparison 4 should read: 4. Acupuncture with another treatment versus same 

treatment without acupuncture.  

Answer: Correction has been made in the revised manuscript.  

 

7. Line 14: sentence starting with ‘Neither will the…’ is awkward and unclear as to meaning.  

Answer: Correction has been made in the revised version for better understanding.  

 

8. Lines 18 – 22: Having only randomized patients should remove the need for this kind of exclusion. 

Could say that baseline characteristics including treatment approach will be considered to verify 

effectiveness of randomization, but otherwise this shouldn’t be required.  

Answer: Yes, we have deleted the sentences in the revised version because all studies that we will 

include are RCTs. We will verify the effectiveness of randomization in the section entitled 

“Assessment of risk of bias in included studies”.  

 

9. Lines 37-38 – KPS is not considered a QoL measurement tool.  

Answer: KPS is included to estimate physical condition, while other tools(e.g. QLQ-C30) is included to 

measure quality of life. Because KPS is widely used in cancer patients to estimate the physical 

condition, We have added some phrases to deal with inaccurate definition.  

 

10. Line 53 – November 1, 2015 has already passed, consider updating.  

Answer: Date has been updated in the revised version.  

 

11. Page 8: Subgroup analysis: Consider doing additional subgroup analyses by removing studies 

with low and/or medium quality.  

Answer: Quality of studies will affect the results of analysis. Several sentences have been added in 

the revised version to address this issue.  
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12.perhaps some discussion or consideration of what will be done in cases of continuous data vs 

dichotomous data. How will this be summarized. Consider reflecting evaluation using a number 

needed to treat summary as well as overall effect size with CIs.  

Answer: Yes, leucopenia will be expressed as both dichotomous data and continuous data in original 

studies. MD will be used to assess continuous(WBCs), while RR with 95%CIs will be used to assess 

dichotomous data(the incidence of leucopenia). NNT ,which is a kind of dichotomous data, will be 

used to evaluate the efficacy of acupuncture in preventing the incidence of leucopenia and its overall 

effect size with 95%CIs will be summarized.  

Correction has been made in the caption “Types of outcome measures” to mention the use of NNT. 

 

VERSION 2 – REVIEW 

REVIEWER Dugald Seely 
Canadian College of Naturopathic Medicine 

REVIEW RETURNED 11-Feb-2016 

 

GENERAL COMMENTS Revisions well made, would suggest careful review of the paper for 
some slight improved clarity of English used with grammatical 
correction, however copy editing may help with this appropriately.  
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