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VERSION 1 - REVIEW 

REVIEWER Claudia Rodríguez-López, MD 
Department of Neurology, Hospital Universitario Doce de Octubre, 
Madrid. Spain 

REVIEW RETURNED 05-Jul-2015 

 

GENERAL COMMENTS The present study explores a useful, classical sign which has 
nevertheless largely been ignored by physicians, as the authors 
remark. However, diagonal earlobe crease (DELC) has recently 
gained importance due to a number of reports like this, which have 
shown interest in recovering this easy sign as a reflect of 
atherosclerotic disease. Besides optimized approaches to this issue 
have been used in the present article as well as in other recent work 
(Rodríguez-López et al, 2015), specifically the blind evaluation of 
DELC respecting patients' diagnosis, which prevents from 
introduction of inevitable bias by the observer, as well as the 
differentiation of unilateral vs bilateral DELC. In addition, a good and 
exhaustive statistical analysis is performed in the present work.  
 
However, some remarks should be taken into account:  
 
General remarks  
- Please revise carefully spaces between words and after 
parenthesis, full stops or commas.  
- The revision of the manuscript by an English translator is strongly 
recommended.  
- The paragraph where the objectives are exposed should be 
revised, as far as the paper does not explore the pathopysiological 
mechanisms underlying the relationship between DELC and CHD 
and does not propose any methodological approach to achieve this 
issue, instead only a brief revision of literature is done. Thus, this 
item should be deleted from objetives.  
- The introduction of sensitivity, specificity and predictive values of 
DELC related to CHD would be interesting.  
- The prevalence of DELC in the sample is very high probably due to 
the selectivity of the sample, as far as no control, healthy individuals 
are included in a first step because every subjects are taken from a 
group undercarrying coronariography. Besides, the ratio case/control 
regarding CHD or the ratio male/female seems unbalanced, and all 
this should be taken into account when interpreting the results and 
specially the magnitude of the odds ratios, which are considerably 
higher than in others reports (Shmilovich H et al, 2012; Wu et al., 
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2014)  
- A paragraph regarding limitations and strengths of the study in the 
discussion is lacking.  
- Comparisons in the discussion between the present study and 
other similar reports are quite limited. Besides, references about 
DELC are somewhat old: maybe the introduction of more recent 
reports in order to contrast their results with those presented here 
would improve the quality of the discussion (for DELC and CHD 
measured by coronariography, see Tranchesi Junior B et al, 1992, 
Shmilovich H et al, 2012; for other works about DELC see 
Lucenteforte et al, 2014, Christoffersen et al, 2014, Rodríguez-
López et al, 2015).  
 
Abstract:  
- A brief reference about the method employed to test the severity of 
CHD is lacking at material and methods.  
- Results:  
--change "subjects with bilateral DELC were more in male (p=0.015), 
more in CHD (p=0.000), significantly older (p=0.000), and 
significantly severer of coronary artery atherosclerosis (p=0.000)" by 
"bilateral DELC was more frequently among male (p=0.015), CHD 
(p=0.000), older people (p=0.000), and  
severer coronary artery atherosclerosis (p=0.000)"  
--change "Moreover, the positive association between DELC and 
gender  
(SI =1.794, SIM =0.677, AP =0.356), smoking status (SI =1.708, SIM 
=0.827, AP  
=0.382) was found respectively" by "Moreover, a positive 
association between DELC and gender (SI =1.794, SIM =0.677, AP 
=0.356) as well as between DELC and smoking status (SI =1.708, 
SIM =0.827, AP =0.382) were found respectively"  
 
Introduction:  
- line 10: change"is keeping increasing" by "has been growing"  
- line 13: change "the persons" by "people"  
- line 21: change "DDELC" by "DELC"  
- line 29: change "very few have been focused on the difference 
regarding as the correlation of unilateral or bilateral DELC with CHD" 
by "very few have focused  
on differences regarding the correlation of unilateral or bilateral 
DELC with CHD"  
- line 31: add references where differences between unilateral and 
bilateral DELC were actually addressed (Elliott and Powell, 1996; 
Rodríguez-López et al., 2015)  
- line 35: the present work does not describe any approach to 
address this issue, therefore this should not be mentioned among 
the objectives of the paper  
 
Materials and methods  
- p.5, line 30-35: the statement is redundant  
- p.5, line 39: delete "And"  
- p.6, line20: change "have" by "had"  
- p.6, line 39: change "three readings were recorded for each 
individual" by "three recordings were gathered for each subject"  
- p.6, line 41: change "was" by "were recorded"  
- p.6, line 50: put "using an automated analyzer"  
 
Results:  
- p.8, line 49-56: change "were 400.7% more likely to suffer from 
CHD (OR, 5.007; 95% CI, 2.600-9.641, p=0.000) in male subjects" 
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by "male subjects were 400.7% more likely to suffer from CHD..." 
Idem for female statement  
- p.9, line 7: substitute the expression "p=0.000" by "p<0.001" 
hereafter  
- p.9, line 45: delete "And"  
- p.10, line 9: delete "And"  
- p. 10, line20: change "expressed" by "shown"  
- p. 10, line 28-36: redundant statement. I suggest "the proportion of 
CHD attributable to the interaction of DELC and sex was 35.6% (SI 
=1.794, SIM =0.677, AP =0.356), while for DELC and smoking 
status was 38.2% (SI =1.708, SIM =0.827, AP =0.382)  
 
Discussion  
- p.11, line 7: although the study has been carried between May and 
August of 2014, the data have been collected in a transversal way 
as far as no follow-up of the patients has been performed. 
Therefore, I consider that the present study should not be qualified 
as prospective.  
- p.11, line 28: change "were" by "took place"  
- p.11, line 51: criteria regarding DELC definition also include length, 
depth or inclination  
- p.11, line 54: change "the above variables" by "the 
abovementioned variables"  
- p.11, line 54-55: change "subjects are comprised solely of Han 
Chinese person" by "the sample is comprised solely of Han Chinese 
people"  
- p.11, line 56: change "by using" by "through"  
- p.12, line 16: change "were more in male" by "were more 
frequently male"  
- p.12, line 20: change "the strong risk factors" by "the strongest risk 
factor"  
- p.12, line 22: change "them"by "smokers and non-smokers"  
- p.12, lines 28-34: change "the positive interactions between  
DELC with male gender, and smoking status were found, and a 
proportion of CHD  
attributable to the interaction between DELC and male gender, 
smoking status around 35.6%, and 38.2% respectively" by "positive 
interactions between  
DELC and male gender and smoking status were found, and the 
proportion of CHD  
attributable to the interaction between DELC and male gender was 
35.6%, while for DELC and smoking status was 38.2%"  
- p.12, line 34-35: change "The interactions between DELC with 
classical risk  
factors with regarding as" by "The relationship between DELC and 
classical risk  
factors regarding at"  
- p.12, line43: delete "And"  
- p.12, line 43: change "suggested items might include as following" 
by "Some suggested mechanisms include the following"  
- p.12, line 45: delete "in", change "may partial accounting for" by 
"may partially account for"  
 
Fig 3: no clear DELC is seen in this photograph, it seems to be the 
morphology of cartilage instead of a real skin fold.  

 

REVIEWER HEE-CHEOL KANG 
Department of Family Medicine Yonsei University College of 
Medicine  
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50 Yonsei-ro, Seodaemun-gu, Seoul 120-752, Korea 

REVIEW RETURNED 11-Jul-2015 

 

GENERAL COMMENTS I appreciate your meticulous design and efforts.  
 
Should be cautious about misprints especially spacing.  
 
Page 3 line 10 The reason not included unilateral DELC should be 
clarified later.  
Page 4 line 33 It is not right to mention "to find out the mechanism 
underlying the relationship of DELC with CHD".  
Page 5 line 21 "gave" should be changed "to were given"  
Page 5 line 33-36 should be clarified  
Page 6 line 36-41 should be more detailed. mannually checked? 
how about the outlier.  
Page 11 line 50-57 "However, the association between the presence 
of DELC and CHD still remains controversial due largely to the 
confounding effects of the above variables."  
is not correct description.  
What is "Han Chinese person"?  
Page 12 line 19-22 Is it right? Although smoking status was certified 
unsurprisingly to be the strong risk factors for CHD in this study, we 
found no difference in the prevalence of them in terms of DELC  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Claudia Rodríguez-López, MD  

Institution and Country 

Department of Neurology, Hospital Universitario Doce de Octubre, Madrid. Spain  

 Please state any competing interests or state ‘None declared’: I have no competing interests  

Please leave your comments for the authors below  

The present study explores a useful, classical sign which has nevertheless largely been ignored by ph

ysicians, as the authors remark. However, diagonal earlobe crease (DELC) has recently gained impor

tance due to a number of reports like this, which have shown interest in recovering this easy sign as a

 reflect of atherosclerotic disease. Besides optimized approaches to this issue have been used in the 

present article as well as in other recent work (Rodríguez-

López et al, 2015), specifically the blind evaluation of DELC respecting patients' diagnosis, which prev

ents from introduction of inevitable bias by the observer, as well as the differentiation of unilateral vs b

ilateral DELC. In addition, a good and exhaustive statistical analysis is performed in the present work.  

Answer: We would like to thank the reviewers for their comments, which we believe will enable us to 

improve the manuscript. We will revise the manuscript accordingly.  

 

However, some remarks should be taken into account:  

General remarks  

- Please revise carefully spaces between words and after parenthesis, full stops or commas.  

Answer: We are grateful to the reviewer for this suggestion and have revised our manuscript 

accordingly.  

 

- The revision of the manuscript by an English translator is strongly recommended.  

Answer: We agree with the reviewer and have revised our manuscript accordingly. The manuscript 

has been edited for English language usage, grammar, spelling and punctuation by one or more 

native English-speaking editors at NPG Language Editing.  

 

 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-2015-008558 on 11 F

ebruary 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


-

 The paragraph where the objectives are exposed should be revised, as far as the paper does not exp

lore the pathopysiological mechanisms underlying the relationship between DELC and CHD and does

 not propose any methodological approach to achieve this issue, instead only a brief revision of literat

ure is done. Thus, this item should be deleted from objective.  

Answer: We would like to thank the reviewers for their comments, which we believe will enable us to 

improve the manuscript. We will revise the manuscript accordingly.  

 

OBJECTIVE: This study was designed to study the prevalence of unilateral and bilateral diagonal ear-

lobe creases (DELCs) with respect to the diagnosis of coronary heart disease (CHD).  

CONCLUSIONS: The results of the present study indicated that DELCs are both a simple and a 

feasible means of identifying CHD. However, the exact mechanism underlying the relationship 

between DELCs and CHD warrants further study.  

-

 The introduction of sensitivity, specificity and predictive values of DELC related to CHD would be inte

resting.  

Answer: We are grateful to the reviewer for this suggestion and have revised our manuscript 

accordingly.  

The sensitivity, specificity and predictive value of DELC were computed, and the area under the 

receiver operating characteristic (ROC) curve was computed. The ROC analysis of DELC in the 

diagnosis CHD is depicted in Figure 7, the sensitivity of which was 78%, and the specificity of which 

was 61%; the positive predictive value was 89%; the negative predictive value 41%, and the Youden 

index was 0.39 with respect to the diagnosis of CHD in this hospital-based population (area under the 

curve 0.693, 95% confidence interval 0.636 to 0.750, p=0.000).  

 

Figure 7 The receiver operating characteristic curve of DELC in the detection CHD  

-

 The prevalence of DELC in the sample is very high probably due to the selectivity of the sample, as f

ar as no control, healthy individuals are included in a first step because every subjects are taken from 

a group undercarrying coronariography. Besides, the ratio case/control regarding CHD or the ratio ma

le/female seems unbalanced, and all this should be taken into account when interpreting the results a

nd specially the magnitude of the odds ratios, which are considerably higher than in others reports (S

hmilovich H et al, 2012; Wu et al., 2014)  

- A paragraph regarding limitations and strengths of the study in the discussion is lacking.  

Answer: We agree with the reviewer and have revised our manuscript accordingly.  

The strength of this study was that it used coronary angiography and standard evaluation sheet for 

the diagnosis of CHD and DELC respectively. Further, the present study explore the 

differentiation of unilateral vs bilateral DELC for the diagnosis of CHD. However, this study had 

several limitations. Its sample size was small; large-scale studies are necessary to substantiate our 

findings. Furthermore, given that the study involved patients hospitalized for catheterization with either 

known or suspected coronary artery disease, its results may not be applicable to an unselected 

community population, besides, the ratio case/control regarding CHD or the ratio male/female seems 

unbalance; therefore, community-based large-scale cohort studies are necessary to substantiate our 

results. Additionally, the pathogenesis of the apparent relationship between DELC and CHD was not 

studied; therefore, although a statistical relationship appears to exist, the biological plausibility of said 

relationship remains unproven and warrants clarification in future studies.  

 

-

 Comparisons in the discussion between the present study and other similar reports are quite limited. 

Besides, references about DELC are somewhat old: maybe the introduction of more recent reports in 

order to contrast their results with those presented here would improve the quality of the discussion (f

or DELC and CHD measured by coronariography, see Tranchesi Junior B et al, 1992, Shmilovich H et
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 al, 2012; for other works about DELC see Lucenteforte et al, 2014, Christoffersen et al, 2014, Rodríg

uez-López et al, 2015).  

Answer: We are grateful to the reviewer for this suggestion and have revised our manuscript 

accordingly.  

 

Abstract:   

-

 A brief reference about the method employed to test the severity of CHD is lacking at material and m

ethods.  

- Results:   

-

change "subjects with bilateral DELC were more in male (p=0.015), more in CHD (p=0.000), significan

tly older (p=0.000), and significantly severer of coronary artery atherosclerosis (p=0.000)" by "bilateral

 DELC was more frequently among male (p=0.015), CHD (p=0.000), older people (p=0.000), and 

severer coronary artery atherosclerosis (p=0.000)"  

--change "Moreover, the positive association between DELC and gender 

(SI =1.794, SIM =0.677, AP =0.356), smoking status (SI =1.708, SIM =0.827, AP=0.382) was found re

spectively" by "Moreover, a positive association between DELC and gender (SI =1.794, SIM =0.677, 

AP =0.356) as well as between DELC and smoking status (SI =1.708, SIM =0.827, AP =0.382) were f

ound respectively"  

Answer: We appreciate the reviewer’s advice and have revised our manuscript accordingly in the 

Abstract section .  

 

Introduction:   

- line 10: change"is keeping increasing" by "has been growing"  

- line 13: change "the persons" by "people"  

- line 21: change "DDELC" by "DELC"  

-

 line 29: change "very few have been focused on the difference regarding as the correlation of unilater

al or bilateral DELC with CHD" by "very few have focused 

on differences regarding the correlation of unilateral or bilateral DELC with CHD"  

-

 line 31: add references where differences between unilateral and bilateral DELC were actually addre

ssed (Elliott and Powell, 1996; Rodríguez-López et al., 2015)  

-

 line 35: the present work does not describe any approach to address this issue, therefore this should 

not be mentioned among the objectives of the paper  

Answer: We agree with the reviewer and have revised our manuscript accordingly in the Introduction 

part.  

 

Materials and methods  

- p.5, line 30-35: the statement is redundant  

- p.5, line 39: delete "And"  

- p.6, line20: change "have" by "had"  

-

 p.6, line 39: change "three readings were recorded for each individual" by "three recordings were gat

hered for each subject"  

- p.6, line 41: change "was" by "were recorded"  

- p.6, line 50: put "using an automated analyzer"  

Answer: We agree with the reviewer and have revised our manuscript accordingly in the 

Materials and methods section.  
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Results:  

- p.8, line 49-56: change "were 400.7% more likely to suffer from CHD (OR, 5.007; 95% CI, 2.600-

9.641, p=0.000) in male subjects" by "male subjects were 400.7% more likely to suffer from CHD..." Id

em for female statement  

- p.9, line 7: substitute the expression "p=0.000" by "p<0.001"hereafter  

- p.9, line 45: delete "And"  

- p.10, line 9: delete "And"  

- p. 10, line20: change "expressed" by "shown"  

- p. 10, line 28-

36: redundant statement. I suggest "the proportion of CHD attributable to the interaction of DELC and 

sex was 35.6% (SI =1.794, SIM =0.677, AP =0.356), while for DELC and smoking status was 38.2% (

SI =1.708, SIM =0.827, AP =0.382)  

Answer: We would like to thank the reviewer for the comments and have revised our manuscript 

accordingly in the Results section.  

 

 

Discussion  

-

 p.11, line 7: although the study has been carried between May and August of 2014, the data have be

en collected in a transversal way as far as no follow-

up of the patients has been performed. Therefore, I consider that the present study should not be qual

ified as prospective.  

Answer: We agree with the reviewer and have revised our manuscript accordingly.  

 

- p.11, line 28: change "were" by "took place"  

- p.11, line 51: criteria regarding DELC definition also include length, depth or inclination.  

- p.11, line 54: change "the above variables" by "the above mentioned variables"  

- p.11, line 54-

55: change "subjects are comprised solely of Han Chinese person" by "the sample is comprised solel

y of Han Chinese people"  

- p.11, line 56: change "by using" by "through"  

- p.12, line 16: change "were more in male" by "were more frequently male"  

- p.12, line 20: change "the strong risk factors" by "the strongest risk factor"  

- p.12, line 22: change "them"by "smokers and non-smokers"  

- p.12, lines 28-34: change "the positive interactions between  

DELC with male gender, and smoking status were found, and a proportion of CHD 

attributable to the interaction between DELC and male gender, smoking status around 35.6%, and 38.

2% respectively" by "positive interactions between 

DELC and male gender and smoking status were found, and the proportion of CHD 

attributable to the interaction between DELC and male gender was 35.6%, while for DELC and smoki

ng status was 38.2%"  

- p.12, line 34-35: change "The interactions between DELC with classical risk  

factors with regarding as" by "The relationship between DELC and classical risk factors regarding at"  

- p.12, line43: delete "And"  

-

 p.12, line 43: change "suggested items might include as following" by "Some suggested mechanisms

 include the following"  

- p.12, line 45: delete "in", change "may partial accounting for" by "may partially account for"  

Answer: We appreciate the reviewer’s advice and have revised our manuscript accordingly in the 

Discussion section.  

 

Fig 3: no clear DELC is seen in this photograph, it seems to be the morphology of cartilage instead of 
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a real skin fold.  

Answer: We agree with the reviewer and have revised our manuscript accordingly.  

 

Figure 3 The subjects’ DELC status was classified as unilateral DELC (left)  

 

 

 

Figure 4 The subjects’ DELC status was classified as unilateral DELC (right)  

 

 

 

Reviewer: 2  

Reviewer Name HEE-CHEOL KANG  

Institution and Country Department of Family Medicine Yonsei University College of Medicine   

50 Yonsei-ro, Seodaemun-gu, Seoul 120-752, Korea   

  Please state any competing interests or state ‘None declared’: None declared  

 

Answer: We are grateful to the reviewer for the suggestion and have revised our manuscript 

accordingly.  

 

Please leave your comments for the authors below  

I appreciate your meticulous design and efforts.  

Should be cautious about misprints especially spacing.  

Answer: We would like to thank you for your thoughtful comments. We have revised our paper 

accordingly. The following summarizes our responses to the reviewers’ comments. Thank you for your 

consideration.  

 

Page 3 line 10 The reason not included unilateral DELC should be clarified later.  

Answer: We would like to thank you for your thoughtful comments. We have revised our paper 

accordingly.  

 

Page 4 line 33 It is not right to mention "to find out the mechanism underlying the relationship of DEL

C with CHD".  

Answer: We agree with the reviewer and have revised our paper accordingly.  

 

Page 5 line 21 "gave" should be changed "to were given"  

Answer: We thank the reviewer for patient comment, and we have revised our paper accordingly.  

 

Page 5 line 33-36 should be clarified  

Answer: We would like to thank you for your thoughtful comments. We have revised our paper 

accordingly.  

 

Page 6 line 36-41 should be more detailed.  mannually checked? how about the outlier.  

Answer: We agree with the reviewer and have revised our paper accordingly. Systolic and diastolic 

blood pressures were measured by a manual sphygmomanometer in a sitting position after resting for 

10 minutes and three recordings were gathered for each subject (2-minute interval between 

successive measurements). The mean systolic (SBP, mmHg) and diastolic blood pressures (DBP, 

mmHg) were recorded while the outlier was removed.  

 

 

Page 11 line 50-

57 "However, the association between the presence of DELC and CHD still remains controversial due
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 largely to the confounding effects of the above variables."  

is not correct description.  

Answer: We agree with the opinion of the reviewer and have revised our paper accordingly.  

 

What is "Han Chinese person"?   

Answer: What we intended to express was “Han Chinese people”. As we know, China is a multi-

ethnic country including 56 nationalities, and most of them are Han Chinese people.  

 

Page 12 line 19-

22 Is it right? Although smoking status was certified unsurprisingly to be the strong risk factors for CH

D in this study, we found no difference in the prevalence of them in terms of DELC  

Answer: Although smoking status was a strong risk factor for CHD, we observed no differences in the 

prevalence of either parameter with respect to DELC.  

 

In summary, we have revised the manuscript in accordance with the suggestions of the reviewers and 

editors. We would like to thank the reviewers and editors for their comments, which we believe have 

enabled us to improve the manuscript, which we hope is suitable for publication. 

 

VERSION 2 – REVIEW 

REVIEWER Claudia Rodríguez-López, MD 
Hospital Doce de Octubre, Madrid, Spain 

REVIEW RETURNED 03-Dec-2015 

 

GENERAL COMMENTS Comments and suggestions made at the first revision have 
reasonably been addressed.  
 
Please check writing style, with special regards to the new added 
fragments like the last paragraph of the abstract.  
 
P.e: replace "an ROC" by "a ROC"  

 

REVIEWER HEE-CHEOL KANG 
Department of Family Medicine Yonsei University College of 
Medicine  
50 Yonsei-ro, Seodaemun-gu, Seoul 03722, Korea 

REVIEW RETURNED 23-Dec-2015 

 

GENERAL COMMENTS Well described.  
Page 11 32-38 sentence needs reference of Han Chinese 
population.  
Please, add the reference.  
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