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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) A medical claims-based case-control study of temporal relationship 
between clinical visits for hand syndromes and subsequent diabetes 
diagnosis: Implications for identifying patients with undiagnosed type 
2 diabetes 

AUTHORS Hou, Wen-Hsuan; Li, Chung-Yi; Chen, Lu-Hsuan; Wang, Liang-Yi; 
Kuo, Li-Chieh; Kuo, Ken; Shen, Hsiu-Nien; Chiu, Chang-Ta 

 

VERSION 1 - REVIEW 

REVIEWER Michael Edmonds 
Diabetic Foot Clinic, King's College Hospital, Denmark Hill, London, 
SE5 9RS UK 

REVIEW RETURNED 06-Jun-2016 

 

GENERAL COMMENTS The authors highlight a significant temporal relationship between 
carpal tunnel syndrome (CTS) and Type 2 diabetes and a non 
significant temporal relationship between other hand syndromes. 
limited joint mobility (LJM) stenosing flexor tenosynovitis (SFT), 
Dupuytren‟s disease (DD) which are predominantly musculoskeletal 
manifestations of the hand  
Perkins reported that the prevalence of clinical CTS was 14% in 
diabetic subjects without diabetic peripheral neuropathy ( DPN), and 
30% in those with DPN and 2% in the reference population. ( 
Diabetes Care 25:565–569, 200 )  
Thus there is a high prevalence of carpal tunnel syndrome, which is 
an entrapment neuropathy, in patients with distal sensory peripheral 
neuropathy.  
Bahrmann, A et al reported in" Carpal tunnel syndrome in Diabetes 
Mellitus"  
MEDIZINISCHE KLINIK 2010 105 ;150-154  
that the prevalence of CTS is higher in diabetic patients with 
peripheral neuropathy compared to patients with diabetes, who do 
not have diabetes-related late complications (30% vs. 14%). 
Moreover, CTS seems to be a risk factor for later manifestation of 
diabetes mellitus, as patients with newly diagnosed diabetes showed 
CTS manifestation 1.4-fold more often than the age-matched 
reference population. ( This compares with the elevated adjusted 
OR (1.31, 95% CI, 1.22-1.40 in the present paper.)  
 
In the Discussion , the authors should consider more fully the 
significant and non significant relationships between the various 
hand complications and Type 2 diabetes as they might possibly 
have a biological explanation in that CTS is associated with 
peripheral neuropathy which is a definite feature of prediabetes ( 
Neuropathy in prediabetes: does the clock start ticking early?  
Papanas N, Vinik AI, Ziegler D. Nat Rev Endocrinol. 2011 Jul 
12;7(11)):682-90) whereas the other hand complications are of 
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musculoskeletal in origin.  
Diagnosis of hand syndromes  
The various hand syndromes were diagnosed by various health care 
professionals. Information on this is given in the Discussion but 
should be placed in the Methods  
Minor points  
Page 14 line14.  
The authors state  
“According to our data, more than two third of DHS patients were  
diagnosed by the orthopedists, neurologists, or physiatrists, who 
infrequently  
cared patients with type 2 diabetes mellitus at their clinical settings.  
Was there a standard definition for each of these hand syndromes in 
Taiwan?  
An assumption has to be made that a correct diagnosis was made in 
each case  
Diagnosis of diabetes  
Page 9 line 23  
The authors state  
“An individual was classified as a type 2 diabetes mellitus case only 
if he or she had  
an initial type 2 diabetes mellitus diagnosis in 2005-2010 and then 
experienced  
another one or more diagnoses within the subsequent 12 months.”  
Could the authors elaborate on this?  
Methodology  
Page 9 line 6  
The authors state  
“Each type 2 diabetes mellitus was matched to 5 controls with the 
same sex and birth year, who were alive at the date of type 2 
diabetes mellitus incidence. By doing so, an individual could be 
selected as a control before he/she became a type 2 diabetes 
mellitus case. Besides, an individual could serve as a control for 
multiple cases.”  
Is this statistically acceptable? 

 

REVIEWER Scott Montgomery 
Clinical Epidemiology and Biostatistics  
School of Medical Sciences  
Örebro University  
Örebro  
Sweden 

REVIEW RETURNED 18-Jun-2016 

 

GENERAL COMMENTS The paper by Hou and colleagues reports the association of hand 
conditions with a subsequent diagnosis of type 2 diabetes mellitus. I 
have some comments and queries.  
 
1. Why focus on hand conditions only? What is the evidence that 
diabetes-related foot problems offer the possibility to identify 
undiagnosed diabetes – this should at least be discussed.  
 
2. In some places should „under-diagnosed‟ be replaced with 
„undiagnosed‟?  
 
3. The results in table 3 were incompletely described in the results 
section (only associations in the first three months were mentioned). 
I would suspect that surveillance bias (treatment for one disease 
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leads to the detection or recording of a second) may be responsible 
for some or all of the increased rate of diabetes in the early period. 
This is an important aspect for interpretation of the findings and 
should be discussed. Assessment of associations for a control 
diagnosis (not linked with diabetes but resulting in a similar pattern 
of contact with health services as DHS) with a subsequent diabetes 
diagnosis may be helpful.  
 
4. The statement “Clinicians should be aware that DHS…….” is 
included under the title Strengths and limitations of this study. This 
statement is not a strength or limitation. As a conclusion it is rather 
strong (this applies to other section), as the overall association is of 
rather low magnitude.  
 
5. The introduction states that the health system covers 99% of the 
Taiwanese population. I believe that this was the case from 2004, 
but was coverage less complete at the beginning of follow-up in 
1997?  
 
6. Is „ambulatory care‟ in this context hospital outpatients? If so, 
would patients with less severe diabetes be managed in general 
practice and would this introduce selection bias?  
 
7. It may be worth mentioning in the discussion that the hand 
complications are more likely to be found in people who have had 
diabetes for a number of years, so there are unlikely to be useful as 
indicators of pre-diabetes or early stage diabetes.  
 
8. I am well aware that it is very difficult to write in a second 
language. However, the English used in the manuscript does require 
a thorough review. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Michael Edmonds  

Institution and Country: Diabetic Foot Clinic, King's College Hospital, Denmark Hill, London, SE5 9RS 

UK  

Competing Interests: None Declared  

The authors highlight a significant temporal relationship between carpal tunnel syndrome (CTS) and 

Type 2 diabetes and a non significant temporal relationship between other hand syndromes. limited 

joint mobility (LJM) stenosing flexor tenosynovitis (SFT), Dupuytren‟s disease (DD) which are 

predominantly musculoskeletal manifestations of the hand  

Perkins reported that the prevalence of clinical CTS was 14% in diabetic subjects without diabetic 

peripheral neuropathy (DPN), and 30% in those with DPN and 2% in the reference population. 

(Diabetes Care 25:565–569, 2002). Thus there is a high prevalence of carpal tunnel syndrome, which 

is an entrapment neuropathy, in patients with distal sensory peripheral neuropathy. Bahrmann, A et al 

reported in" Carpal tunnel syndrome in Diabetes Mellitus" MEDIZINISCHE KLINIK 2010 105 ;150-154 

that the prevalence of CTS is higher in diabetic patients with peripheral neuropathy compared to 

patients with diabetes, who do not have diabetes-related late complications (30% vs. 14%). Moreover, 

CTS seems to be a risk factor for later manifestation of diabetes mellitus, as patients with newly 

diagnosed diabetes showed CTS manifestation 1.4-fold more often than the age-matched reference 

population. (This compares with the elevated adjusted OR (1.31, 95% CI, 1.22-1.40 in the present 

paper.)  

In the Discussion , the authors should consider more fully the significant and non significant 

relationships between the various hand complications and Type 2 diabetes as they might possibly 
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have a biological explanation in that CTS is associated with peripheral neuropathy which is a definite 

feature of prediabetes (Neuropathy in prediabetes: does the clock start ticking early? Papanas N, 

Vinik AI, Ziegler D. Nat Rev Endocrinol. 2011 Jul 12;7(11)):682-90) whereas the other hand 

complications are of musculoskeletal in origin.  

 

Authors‟ response:  

We have followed the Reviewer‟s comments by emphasizing the significant relationship between CTS 

and type 2 diabetes, and the potential biological explanation that underlines such relationship. The 

revised text has now been appearing on page 13, last paragraph to page 14, first paragraph.  

“Although a significant temporal relationship was present between overall DHS and the subsequent 

risk of T2DM, only CTS had a significant association with T2DM in the analyses of specific DHSs. 

Perkins et al. reported that the prevalence of clinical CTS was 14% in patients with diabetes and 

without diabetic peripheral neuropathy (DPN), 30% in those with DPN, and 2% in the reference 

population.37 Furthermore, they indicated that CTS, which is an entrapment neuropathy, is prevalent 

in patients with distal sensory peripheral neuropathy. In addition, Bahrmann et al. reported that the 

prevalence of CTS was higher in patients with diabetes and peripheral neuropathy than in patients 

with diabetes and without diabetes-related late complications (30% vs. 14%). Moreover, CTS appears 

to be a risk factor for late manifestation of diabetes because patients receiving a new diagnosis of 

diabetes exhibited CTS manifestation 1.4-fold more often than did an age-matched reference 

population.38 This relative risk estimate is consistent with that in our study (i.e., adjusted OR, 1.31; 

95% CI, 1.22–1.40). Our study results revealed that T2DM was associated with prior CTS, but not 

with other DHSs, suggesting that CTS is associated with peripheral neuropathy, which is a definite 

feature of prediabetes,39 whereas other DHSs are of musculoskeletal origin.”  

 

Diagnosis of hand syndromes  

The various hand syndromes were diagnosed by various health care professionals. Information on 

this is given in the Discussion but should be placed in the Methods  

 

Authors‟ response:  

As suggested, we have moved the information concerning the diagnosis of DHS made by various 

health care professionals to the revised Methods section. (page 10, first 2 lines)  

“In Taiwan, physicians with various specialties can diagnose DHSs.”  

 

Minor points  

Page 14 line 14.  

The authors state “According to our data, more than two third of DHS patients were diagnosed by the 

orthopedists, neurologists, or physiatrists, who infrequently cared patients with type 2 diabetes 

mellitus at their clinical settings.” Was there a standard definition for each of these hand syndromes in 

Taiwan? An assumption has to be made that a correct diagnosis was made in each case.  

 

Authors‟ response:  

In Taiwan, many patients seek medical services directly from the specialists without paying visits first 

to the general practitioners. Because the manifestation of DHS is presented over the nerves or soft 

tissue of hands, patients who suffer from such hand syndromes usually pay their visits to 

orthopedists, neurologists, or physiatrists. Additionally, although there is a standard definition for the 

diagnosis of DHS, which is mainly relied upon ultrasonographic and functional assessment, the 

diagnosis of DHS made in ambulatory care settings could be subject to error due to limited diagnostic 

resources in some clinics. We have included the above supplemental information in the revised 

manuscript as follows.  

“In Taiwan, numerous patients seek medical services directly from specialists without initially visiting 

general practitioners. Because DHSs present on the nerves or soft tissues of the hands, patients with 

such hand syndromes usually visit orthopedists, neurologists, or physiatrists.” (page 14, lines 19-22)  

 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-2016-012071 on 20 O

ctober 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


“Although a standard definition is available for the diagnosis of DHSs, which is mainly dependent on 

ultrasonographic and functional assessment,43, 44 the diagnosis of DHSs in ambulatory care settings 

could be subject to error because of limited diagnostic resources in some clinics.” (page 15, lines 4-7)  

 

Diagnosis of diabetes  

Page 9 line 23  

The authors state “An individual was classified as a type 2 diabetes mellitus case only if he or she had 

an initial type 2 diabetes mellitus diagnosis in 2005-2010 and then experienced another one or more 

diagnoses within the subsequent 12 months.” Could the authors elaborate on this?  

 

Authors‟ response:  

The diagnosis of type 2 diabetes might be subject to error if the information was relied solely on 

medical claim. To reduce the potential disease misclassification, we included individuals who had an 

initial type 2 diabetes diagnosis in 2005-2010 and then experienced another one or more type 2 

diabetes diagnosis within the subsequent 12 months; and that the first and last outpatient visits for 

type 2 diabetes during the 12-month period had to be separated by at least 30 days to avoid 

accidental inclusion of miscoded patients. This method has been frequently used in a number of our 

prior publications (Chen et al., 2006, 2008, 2010, 2011).  

We have elaborated on this in the revised manuscript, as follows (page 9, 2nd paragraph):  

“We included only those patients who received a diagnosis of T2DM between 2005 and 2010 and 

again within the subsequent 12 months; the first and last ambulatory care visits (including both 

hospital outpatients and general practice) for T2DM during the 12-month period had to be separated 

by at least 30 days. This prevented accidental inclusion of miscoded patients.28 29”  

References:  

Chen HF, Ho CA, Li CY. Age and sex may significantly interact with diabetes on the risks of lower 

extremity amputation and peripheral revascularization procedures: evidence from a cohort of a half 

million diabetic patients. Diabetes Care 2006;29:2409-2414.  

Chen HF, Ho CA, Li CY. Increased risks of hip fracture in diabetic patients of Taiwan: A population-

based study. Diabetes Care 2008;31:75-80.  

Chen HF, Chen P, Li CY. Risk of malignant neoplasms of liver and biliary tract in diabetic patients 

with different age and gender stratifications. Hepatology 2010;52:155-163.  

Chen HF, Chen P, Li CY. Risk of malignant neoplasm of pancreas in relation to diabetes: a 

population-based study in Taiwan. Diabetes Care 2011;34:1177-1179.  

 

Methodology  

Page 9 line 6  

The authors state “Each type 2 diabetes mellitus was matched to 5 controls with the same sex and 

birth year, who were alive at the date of type 2 diabetes mellitus incidence. By doing so, an individual 

could be selected as a control before he/she became a type 2 diabetes mellitus case. Besides, an 

individual could serve as a control for multiple cases.” Is this statistically acceptable?  

 

Authors‟ response:  

The incidence density sampling method used to select control subjects in case-control studies did 

allow statistically the situation where an individual could be selected as a control before he/she 

became a case; and that an individual could serve as a control for multiple cases if he/she continues 

to be at risk of interest. Several articles, including the one by Greenland et al., which we have cited in 

the manuscript, elaborated in greater details on this methodology (Greenland et al., 1982; Thompson, 

1994; Beaumont et al., 1989).  

References:  

Greenland S, Thomas DC. On the need for the rare disease assumption in case-control studies. Am J 

Epidemiol 1982;116:547-53.  

Thompson WD. Statistical analysis of case-control studies. Epidemiol Rev 1994;16:33-50.  
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Beaumont JJ, Steenland K, Minton A, Meyer S. A computer program for incidence density sampling of 

controls in case-control studies nested within occupational cohort studies. Am J Epidemiol 

1989;129(1):212-9.  

 

   

Reviewer: 2  

Reviewer Name: Scott Montgomery  

Institution and Country: Clinical Epidemiology and Biostatistics, School of Medical Sciences, Örebro 

University, Örebro, Sweden  

Competing Interests: None declared  

The paper by Hou and colleagues reports the association of hand conditions with a subsequent 

diagnosis of type 2 diabetes mellitus. I have some comments and queries.  

1. Why focus on hand conditions only? What is the evidence that diabetes-related foot problems offer 

the possibility to identify undiagnosed diabetes – this should at least be discussed?  

 

Authors‟ response:  

The main reason why we focused on the diabetes related hand conditions was because that the hand 

conditions received far lesser attention than the diabetic foot problems which have been well-

documented complications in both healthcare workers and patients with diabetes. Probably due to a 

high awareness of the diabetic foot problems by both healthcare professionals and general people, 

there has been no study conducted to investigate the proportion of type 2 diabetes diagnosed through 

clinical appearance of diabetic foot. We have also included the above comments in the revised 

manuscript.  

Introduction:  

“However, DHSs have received less attention compared with other diabetic complications, such as 

diabetic foot problems and cardiovascular disease, which both patients with diabetes and healthcare 

professionals are familiar with.” (page 7, last paragraph)  

Discussion:  

“In addition, although patients with diabetes and healthcare professionals have high awareness 

regarding some diabetic complications other than DHSs, such as diabetic foot problems and 

cardiovascular disease, no studies have investigated the proportion of T2DM diagnosed according to 

the clinical appearance of these common diabetic complications. The ability of diabetes-related foot 

problems and cardiovascular disease to identify undiagnosed T2DM should be explored in future 

studies.” (page 15, lines 7-14)  

 

2. In some places should „under-diagnosed‟ be replaced with „undiagnosed‟?  

 

Authors‟ response:  

We agree with the Reviewer that „under-diagnosed‟ should be replaced with „undiagnosed‟ in most 

places of the text. We have made the replacement throughout the manuscript.  

 

3. The results in table 3 were incompletely described in the results section (only associations in the 

first three months were mentioned). I would suspect that surveillance bias (treatment for one disease 

leads to the detection or recording of a second) may be responsible for some or all of the increased 

rate of diabetes in the early period. This is an important aspect for interpretation of the findings and 

should be discussed. Assessment of associations for a control diagnosis (not linked with diabetes but 

resulting in a similar pattern of contact with health services as DHS) with a subsequent diabetes 

diagnosis may be helpful.  

Authors‟ response:  

We have provided more descriptions on the results of Table 3. The text added is in the following:  

“The proportions of case patients and controls who had their last clinical visits for CTS between 3 and 

6 months, between 6 and 12 months, between 12 and 24 months, and after 24 months were similar.” 
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(page 12, lines 13-15)  

We also agree with the Reviewer that people who made frequent clinical visits for DHS may be at 

increased risk of being diagnosed as type 2 diabetes at a later time. However, the risk of type 2 

diabetes was only significantly associated with CTS, but not with the other types of DHSs, suggesting 

that the association of type 2 diabetes with overall DHSs or specifically with CTS may not entirely be 

explained by the potential surveillance bias. Nonetheless, we believe that it would be suitable to 

include the above comment in the Discussion describing the potential surveillance bias as a threat to 

our study.  

“Second, our study might be subject to surveillance bias because patients who frequently visited 

clinics for DHSs may have an increased risk of T2DM later. Nevertheless, the risk of T2DM was 

significantly associated with CTS, but not with the other three DHSs, suggesting that the association 

of T2DM with DHSs or particularly with CTS may not entirely be explained by the potential 

surveillance bias.” (page 16, lines7-12)  

 

4. The statement “Clinicians should be aware that DHS…….” is included under the title Strengths and 

limitations of this study. This statement is not a strength or limitation. As a conclusion it is rather 

strong (this applies to other section), as the overall association is of rather low magnitude.  

 

Authors‟ response:  

As suggested, we have deleted the last bullet point of the Strengths and limitations of this study. In 

addition, we have revised the text indicated by the Reviewer by avoid using a strong statement.  

“Despite unsatisfactory validity and performance of DHSs as a clinical tool for detecting patients with 

undiagnosed T2DM, this study provided evidence that clinical visits for DHSs, particularly for CTS, 

can be a sign of undiagnosed T2DM.” (page 4, Conclusions of Abstract)  

“Despite unsatisfactory validity and performance of DHSs as a clinical tool for detecting patients with 

undiagnosed T2DM, the awareness regarding the association of DHSs with undiagnosed T2DM is 

crucial to both the public and clinicians, particularly to noninternists.” (page 17, lines 3-6 of 

CONCLUSION)  

 

5. The introduction states that the health system covers 99% of the Taiwanese population. I believe 

that this was the case from 2004, but was coverage less complete at the beginning of follow-up in 

1997?  

 

Authors‟ response:  

The errors have been corrected as follows:  

“Approximately 92.3% of the residents of Taiwan were enrolled in the National Health Insurance (NHI) 

program by the end of 1996, and the coverage has increased to 99% since 2004.24, 25” (page 7, 

lines 6-8)  

 

6. Is „ambulatory care‟ in this context hospital outpatients? If so, would patients with less severe 

diabetes be managed in general practice and would this introduce selection bias?  

 

Authors‟ response:  

The ambulatory care indicated in this study includes both hospital outpatient settings and general 

practice (i.e., clinics). We have provided this information in the revised manuscript.  

“Information on the prior history of DHSs was retrieved from ambulatory care visits (including both 

hospital outpatients and general practice)…..” (page 9, last 3 lines)  

 

7. It may be worth mentioning in the discussion that the hand complications are more likely to be 

found in people who have had diabetes for a number of years, so there are unlikely to be useful as 

indicators of pre-diabetes or early stage diabetes.  
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Authors‟ response:  

We have added the description suggested by the Reviewer to the revised Discussion as follows:  

“Third, the hand complications are more likely to be found in people who have had diabetes for a 

number of years, which limits their usefulness as indicators of prediabetes or early-stage 

diabetes.”(page 16, last 3 lines)  

 

8. I am well aware that it is very difficult to write in a second language. However, the English used in 

the manuscript does require a thorough review.  

 

Authors‟ response:  

As suggested, we have sent the revised manuscript out for language and English grammar check. 

Listed below is the certificate from the English editorial service. 

 

VERSION 2 – REVIEW 

REVIEWER Michael Edmonds 
Diabetic Foot Clinic, King's College Hospital, Denmark Hill, London 
SE5 9RS 

REVIEW RETURNED 06-Sep-2016 

 

GENERAL COMMENTS The authors have satisfactorily answered my questions .  
However, I would make 2 minor points.  
Methodology  
Page 9 line 7  
The authors state" For each T2DM case, we randomly selected five 
controls by using the incidence density sampling technique.27 Each 
T2DM case was matched with five controls who had the same sex 
and birth year and were alive on the date of  
T2DM diagnosis. Therefore, people could be selected as controls 
before they  
received the diagnosis of T2DM. In addition, a person could serve as 
a control  
for multiple cases "  
The authors commented  
"The incidence density sampling method used to select control 
subjects in case-control studies did allow statistically the situation 
where an individual could be selected as a control before he/she 
became a case; and that an individual could serve as a control for 
multiple cases if he/she continues to be at risk of interest. Several 
articles, including the one by Greenland et al., which we have cited 
in the manuscript, elaborated in greater details on this methodology 
(Greenland et al., 1982; Thompson, 1994; Beaumont et al., 1989)."  
I personally do not have statistical expertise to corroborate this  
 
Page 14, line 45  
" In Taiwan, numerous patients seek medical services directly from 
specialists without initially visiting general practitioners. Because 
DHSs present on the nerves or soft tissues of the hands, patients 
with such hand syndromes usually visit orthopedists, neurologists, or 
physiatrists.”  
The phrase “Because DHSs present on the nerves or soft tissues of 
the hands,” is not quite appropriate, from the English point of view,  
Perhaps this phrase could be changed to “Because DHSs involves 
the nerves or soft tissues of the hands,” 
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REVIEWER Scott Montgomery 
Clinical Epidemiology and Biostatistics, School of Medical Sciences, 
Örebro University, Örebro, Sweden. 

REVIEW RETURNED 26-Aug-2016 

 

GENERAL COMMENTS The authors have tacked all of my comments. 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Michael Edmonds  

Institution and Country: Diabetic Foot Clinic, King's College Hospital, Denmark Hill, London, UK  

Competing Interests: None declared  

The authors have satisfactorily answered my questions. However, I would make 2 minor points.  

 

Methodology  

Page 9 line 7  

The authors state" For each T2DM case, we randomly selected five controls by using the incidence 

density sampling technique.27 Each T2DM case was matched with five controls who had the same 

sex and birth year and were alive on the date of T2DM diagnosis. Therefore, people could be selected 

as controls before they received the diagnosis of T2DM. In addition, a person could serve as a control 

for multiple cases " The authors commented "The incidence density sampling method used to select 

control subjects in case-control studies did allow statistically the situation where an individual could be 

selected as a control before he/she became a case; and that an individual could serve as a control for 

multiple cases if he/she continues to be at risk of interest. Several articles, including the one by 

Greenland et al., which we have cited in the manuscript, elaborated in greater details on this 

methodology (Greenland et al., 1982; Thompson, 1994; Beaumont et al., 1989)."  

I personally do not have statistical expertise to corroborate this  

 

Authors‟ response:  

As we have commented, the incidence density sampling technique has been commonly used in 

epidemiological studies. We have also included the article by Greenland and Thomas in our 

manuscript, which would help readers to know more about this sampling method. Two of the co-

authors (CYL and LYW) are biostatisticians who have also re-confirmed the appropriateness of using 

this sampling method in the present study.  

 

Page 14, line 45  

" In Taiwan, numerous patients seek medical services directly from specialists without initially visiting 

general practitioners. Because DHSs present on the nerves or soft tissues of the hands, patients with 

such hand syndromes usually visit orthopedists, neurologists, or physiatrists.”  

The phrase “Because DHSs present on the nerves or soft tissues of the hands,” is not quite 

appropriate, from the English point of view,  

Perhaps this phrase could be changed to “Because DHSs involves the nerves or soft tissues of the 

hands,”  

 

Authors‟ response:  

We have corrected the text as suggested by the Reviewer. (page 14, 3rd paragraph) 
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