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Examination Survey (NHANES III) 

 

AUTHORS Ritchey, Jamie ; Karmaus, Wilfried; Sabo-Attwood, Tara; Steck, 
Susan; Zhang, Hongmei 

 

VERSION 1 - REVIEW 

REVIEWER Stella Yi, PhD MPH  
Director of Research and Evaluation for Nutrition Strategy  
NYC Department of Health and Mental Hygiene  
USA  
 
Competing interests: none. The views and opinions expressed are 
those of the reviewer and do not necessarily reflect those of the New 
York City Health Department. 

REVIEW RETURNED 19-Jun-2012 

 

THE STUDY My main concern with this paper is that it's stretching to be 
something that it is not. The authors state the rationale to be: "do 
sex steroid hormones characterized by cluster analysis contribute to 
racial disparities in chronic disease?". But they actually did was look 
at clustering of sex steroid hormones by race/ethnicity. Because this 
analysis was performed in NHANES data, it is easy enough to link to 
chronic disease or to markers of chronic disease as a part of this 
paper. Would strongly suggest either changing the objective or 
adding chronic diseases to results.  
 
The Introduction and Discussion are rambling, I feel in part to beef 
up the findings. I think the idea of creating hormone profiles is a 
great one, but why not then include the relationship with chronic 
disease? The evidence presented is NOT compelling or clear as to 
why these hormone profiles would contribute to health disparities.  
 
The exposure varialbes are age, race/ethnicity AND BMI, not just 
race/ethn. Please consider this when stating your objectives.  
 
Reference 19 does not apply to the statements to which it is 
attached. Ref 19 is about cancer, and yet the statements made are 
about chronic disease. e.g. "It is well known that the incidence rates 
of these diseases differ by age and race/ethnicity." [19] If the 
relationships with sex steroid hormones are most compelling with 
cancer (and not say, cardiovascular disease), then state as such, or, 
include additional references on CVD. This applies to all of that 
statements using reference 19. Be conscientious about what is 
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being written and what is being cited.  
 
Number of references seem excessive. This is a very minor point, 
but relevant as I feel the intro and discussion are rambling. Don't 
have to continuously cite the NHANES refs [42-43]  
 
page 8 of 31, line 47 "men...provided samples." Clarify in sentence, 
samples of what? blood? urine?  
 
page 10 of 31, line 44 Smoking status definition, should be 'or' not 
'and'?  
 
Model covariates section reads repetitive, make more concise 

RESULTS & CONCLUSIONS These sections suffer because the objectives are not clear. This 
paper should be about hormones profiles by age, race/ethn, BMI or 
hormone profiles and chronic disease. Current paper is trying to do 
both  
 
Not clear why in Table 2 there is a "differences from total" column. 
This doesn't make sense to me, why not just relative to ther 
reference? The total includes the subgroup that it is being compared 
with, so a bit strange.  
 
page 14 of 31, line 53 sentence fragment ending in "is a novel." 

GENERAL COMMENTS It's a novel idea to look at these as hormone profiles instead of 
individual hormones, and a wonderful application of more complex 
methods to statistically assess these profiles. Revise the objectives 
and remove the relationships with chronic disease, or add markers 
of chronic disease which are readily available and valid from 
NHANES. The paper suffers from disorganization and could be more 
concise.  

 

REVIEWER Sabine Rohrmann  
Assistant Professor, University of Zurich, Switzerland  
I have no competing interests. 

REVIEW RETURNED 20-Jun-2012 

 

THE STUDY In the Introduction, the references are not always fitting that 
statements made in the previous sentence:  
Ref 5 in lines 16&23: This is a cross-sectional study only and does 
not examine the association with any chronic disease.  
Ref 19 in line 25/26 refers to cancer statistics only.  
Ref 29-36 in line 48: Do all of these studies find no difference in T 
levels between young and older men?  
 
Methods, p.8: How were outliers defined?  
Page 10: Why did the authors use the Blom-transformation? This is 
a rather unusual transformation.  
The authors used alcohol intake from the 24-hour recalls, which 
does not reflect general alcohol consumpition. In the household 
interview of NHANES III there is information on alcohol consumption 
(how often do participants consume wine, beer, spirits during the 
past month).  
Why would the authors expect that fasting time is related to BMI, 
age, race?  
Did the authors use weights as suggested by NCHS to get nationally 
representative results?  
It might be good to combine tables 3 and 4 (i.e., adding percentages 
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to Table 4 and drop table 3). The information from percentages and 
ORs is partly redundant. 

RESULTS & CONCLUSIONS The results and discussion parts are well-written and easy to follow. 
I have two comments:  
p15, l21: First part of the sentence starting with "Among single 
hormone studies..." is not enterly clear.  
p17, l16: The authors state that NHANES III data is nationally 
representative. However, results are only nationally representative 
when the appropriate weights are used in the analysis.  
p17, l36: Smoking is self-reported. However, there is information on 
nicotine levels in the NHANES III datasets, which the authors may 
want to use to verify the participants' information.  
Table 4. Please add information on adjustment variables.  
Discussion: The authors state that their results are novel and partly 
in contrast to previous results. With respect to differences between 
racial groups, did the authors take in the analysis (computing odds 
ratios) into accoun that BMI differs between racial groups? (Reading 
the description in the Methods section, it is not quite clear to me for 
whidch variables the authors adjusted in their models). 

 

REVIEWER David S. Lopez  
Assistant Professor of Epidemiology  
UT- School of Public Health  
 
No conflict of interest. 

REVIEW RETURNED 25-Jun-2012 

 

THE STUDY • Methods (pg. 9). The authors indicated the importance of 
investigating the interplay of race and ethnicity and sex steroid 
hormones with chronic diseases; yet, they did not provide detailed 
information on how NHANES define Mexican-Americans. What is 
the race of Mexican-Americans?  
 
• Model Covariates (pg. 11-12). It is still not clear for the reviewer 
what was the criteria for choosing those covariates (lifestyle and 
dietary)? Yes, to some extent the literature has shown those 
covariates to be associated with sex hormones, but also waist 
circumference and it was not included in the list?  
 
• Model Covariates (pg. 11). It is true that we used the rule of 10% 
difference on odds ratios to build statistical models; however, it 
should not be the only one. 

RESULTS & CONCLUSIONS Discussion (pg. 15). In some instances, the authors agree that their 
results are consistent with single hormone studies; therefore, the 
fundamental question is, what is the benefit of creating hormone 
markers profiles with cluster analysis? 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer(s)' Comments to Author:  

 

Reviewer: Stella Yi, PhD MPH  

Director of Research and Evaluation for Nutrition Strategy  

NYC Department of Health and Mental Hygiene  

USA  
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Competing interests: none  

My main concern with this paper is that it's stretching to be something that it is not. The authors state 

the rationale to be: "do sex steroid hormones characterized by cluster analysis contribute to racial 

disparities in chronic disease?". But they actually did was look at clustering of sex steroid hormones 

by race/ethnicity. Because this analysis was performed in NHANES data, it is easy enough to link to 

chronic disease or to markers of chronic disease as a part of this paper. Would strongly suggest 

either changing the objective or adding chronic diseases to results.  

Response: We thank the reviewer for the commentary regarding the study objectives. We have 

changed the objective by omitting the references to chronic disease since these are not included in 

the results. The text changes are highlighted in bold in the revised manuscript.  

The Introduction and Discussion are rambling, I feel in part to beef up the findings. I think the idea of 

creating hormone profiles is a great one, but why not then include the relationship with chronic 

disease? The evidence presented is NOT compelling or clear as to why these hormone profiles would 

contribute to health disparities.  

Response: We thank the reviewer for the commentary regarding the writing style of the introduction 

and the discussion. We have revised information regarding metabolic linkage between sex steroid 

markers to add clarity as to why the authors feel it is important to investigate these sex steroid 

markers as a combined profile opposed to singly in models. The authors agree that it may be 

confusing and create too lengthy of a manuscript to introduce the relationship between higher rates of 

chronic disease and certain race/ethnicity, age and BMI groups at this point, and have limited this 

commentary to a few short sentences in the introduction and discussion. The authors would like to 

validate these profiles using other data sources prior to chronic disease investigation. These revisions 

should strengthen the introduction and the discussion of this paper.  

The exposure varialbes are age, race/ethnicity AND BMI, not just race/ethn. Please consider this 

when stating your objectives.  

Response: We have changed the objectives to include age and body mass index as well. The text 

changes are highlighted in bold in the revised manuscript.  

Reference 19 does not apply to the statements to which it is attached. Ref 19 is about cancer, and yet 

the statements made are about chronic disease. e.g. "It is well known that the incidence rates of these 

diseases differ by age and race/ethnicity." [19] If the relationships with sex steroid hormones are most 

compelling with cancer (and not say, cardiovascular disease), then state as such, or, include 

additional references on CVD. This applies to all of that statements using reference 19. Be 

conscientious about what is being written and what is being cited.  

Response: We have cut several of these sentences. The authors do consider prostate cancer to be a 

chronic disease, although we did add the term cancer to any sentence using this citation in order to 

be clear. We have reviewed the references throughout the document as well.  

Number of references seem excessive. This is a very minor point, but relevant as I feel the intro and 

discussion are rambling. Don't have to continuously cite the NHANES refs [42-43]  

Response: We have revised the number of references and removed the citation of 42-43 in several 

instances as suggested.  

page 8 of 31, line 47 "men...provided samples." Clarify in sentence, samples of what? blood? urine?  

Response: We clarified the sample type used in this study (blood).  

page 10 of 31, line 44 Smoking status definition, should be 'or' not 'and'?  

Response: This grammar change was made.  

Model covariates section reads repetitive, make more concise  

Response: We removed some of the redundant language in order to make this section more 

condensed.  

These sections [Results, Discussion] suffer because the objectives are not clear. This paper should 

be about hormones profiles by age, race/ethn, BMI or hormone profiles and chronic disease. Current 

paper is trying to do both  

Response: We have clarified the objectives and revised the results and discussion accordingly.  

Not clear why in Table 2 there is a "differences from total" column. This doesn't make sense to me, 
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why not just relative to ther reference? The total includes the subgroup that it is being compared with, 

so a bit strange.  

Response: We removed the differences from total column since this caused confusion.  

page 14 of 31, line 53 sentence fragment ending in "is a novel."  

Response: We removed sentence fragments in the document.  

It's a novel idea to look at these as hormone profiles instead of individual hormones, and a wonderful 

application of more complex methods to statistically assess these profiles. Revise the objectives and 

remove the relationships with chronic disease, or add markers of chronic disease which are readily 

available and valid from NHANES. The paper suffers from disorganization and could be more 

concise.  

Response: The authors appreciate the comments regarding reorganization of the manuscript and 

have made changes based on these comments above.  

 

Reviewer: Sabine Rohrmann  

Assistant Professor, University of Zurich, Switzerland  

I have no competing interests.  

In the Introduction, the references are not always fitting that statements made in the previous 

sentence:  

Ref 5 in lines 16&23: This is a cross-sectional study only and does not examine the association with 

any chronic disease.  

Response: We have reviewed all of the references and have made changes accordingly.  

Ref 19 in line 25/26 refers to cancer statistics only.  

Response: We have reviewed all of the references and have made changes accordingly.  

 

Ref 29-36 in line 48: Do all of these studies find no difference in T levels between young and older 

men?  

Response: We have reviewed all of the references and have made changes accordingly.  

Methods, p.8: How were outliers defined?  

Response: We identified four 17-B estradiol outliers by box and whisker plot analysis. These outliers 

had high values for 17-B estradiol and were removed. We have added additional text in the methods 

for clarification.  

Page 10: Why did the authors use the Blom-transformation? This is a rather unusual transformation.  

Response: We agree this transformation is not as common as others. We chose this transformation 

for two reasons. These transformed values are rank approximations and are unit free. This makes the 

distribution of the four markers comparable. We have noted these two points in the methods section.  

The authors used alcohol intake from the 24-hour recalls, which does not reflect general alcohol 

consumption. In the household interview of NHANES III there is information on alcohol consumption 

(how often do participants consume wine, beer, spirits during the past month).  

Response: We appreciate the clarification of the survey data. We wanted to use consistently collected 

data where possible, so we used the self-reported data for all dietary items unless it was not 

available.  

Why would the authors expect that fasting time is related to BMI, age, race?  

Response: The authors did not anticipate that fasting time would be related to the exposures of 

interest, BMI, age, and race/ethnicity. We do know that fasting time may influence hormone levels. 

We attempted to correct for potential differences in hormone values due to differences in fasting time 

by controlling for this variable in the analysis. It did not influence the OR for the exposures by more 

than 10%. We have reorganized the section for added clarity.  

Did the authors use weights as suggested by NCHS to get nationally representative results?  

Response: The authors did use the appropriate sampling variables for the multinomial logistic 

regression models to get the nationally representative results. SAS 9.2 does not allow for sampling 

variables in cluster analysis, so the cluster construction used the unweighted data.  

It might be good to combine tables 3 and 4 (i.e., adding percentages to Table 4 and drop table 3). The 
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information from percentages and ORs is partly redundant.  

Response: We thank the reviewer for the advice regarding the table reorganization and have made 

this change.  

 

The results and discussion parts are well-written and easy to follow. I have two comments:  

p15, l21: First part of the sentence starting with "Among single hormone studies..." is not enterly clear.  

Response: We added clarity to this sentence.  

p17, l16: The authors state that NHANES III data is nationally representative. However, results are 

only nationally representative when the appropriate weights are used in the analysis.  

Response: The authors did use appropriate weighting variables in the multinomial logistic regression 

models and we do appreciate the point of clarification because it is a common error made by 

investigators that are new to NHANES data.  

p17, l36: Smoking is self-reported. However, there is information on nicotine levels in the NHANES III 

datasets, which the authors may want to use to verify the participants' information.  

Response: The authors do appreciate clarification on this point. The authors will consider this point in 

future works.  

Table 4. Please add information on adjustment variables.  

Response: We added a footnote clarifying the adjustment variables in the final reduced model in table 

4.  

Discussion: The authors state that their results are novel and partly in contrast to previous results. 

With respect to differences between racial groups, did the authors take in the analysis (computing 

odds ratios) into accoun that BMI differs between racial groups? (Reading the description in the 

Methods section, it is not quite clear to me for whidch variables the authors adjusted in their models).  

Response: We did adjust for age, race/ethnicity and BMI in the models, along with other lifestyle and 

dietary variables. We provided an additional footnote to the table for clarification. So yes, 

race/ethnicity are adjusted for BMI groups designated by the World Health Organization.  

 

Reviewer: David S. Lopez  

Assistant Professor of Epidemiology  

UT- School of Public Health  

 

No conflict of interest.  

 

• Methods (pg. 9). The authors indicated the importance of investigating the interplay of race and 

ethnicity and sex steroid hormones with chronic diseases; yet, they did not provide detailed 

information on how NHANES define Mexican-Americans. What is the race of Mexican-Americans?  

Response: As we know, race and ethnicity are social constructs alone. What the scientific literature 

does support are differences in chronic disease rates by race/ethnicity. Whether these differences by 

race/ethnicity are due to socioeconomic or biological reasons is unknown, but there is some support 

in the literature for both factors. Currently, whether race/ethnicity influence hormone levels is unclear 

from the literature investigating single hormone studies (i.e., we do not know if race/ethnicity are 

important). These findings from single hormone studies may be inconsistent since they do not take 

into account the relationships between hormone markers via hormone metabolism.  

We have included additional information in the methods regarding race/ethnicity capture by NHANES. 

For clarity, race would be White, Black, Asian, American Indian/Alaskan Native, and Pacific Islanders. 

Ethnicity is either Hispanic or Non-Hispanic. If someone reports Hispanic ethnicity, country of origin 

may also be included. In NHANES III, most Hispanics reported to be Mexican American. Their race 

could be any of the five groups. However, if they reported to be Hispanic from Mexico with any race 

group the individual is considered Mexican American.  

• Model Covariates (pg. 11-12). It is still not clear for the reviewer what was the criteria for choosing 

those covariates (lifestyle and dietary)? Yes, to some extent the literature has shown those covariates 

to be associated with sex hormones, but also waist circumference and it was not included in the list?  
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Response: We chose the covariates based on past literature. That is correct that waist 

circumferences is often included in sex steroid hormone investigations. We considered including this 

variable but chose to focus on BMI instead. The thought was we may be introducing multicollinearity 

into the models with one of the main exposures of interest (BMI).  

• Model Covariates (pg. 11). It is true that we used the rule of 10% difference on odds ratios to build 

statistical models; however, it should not be the only one.  

Response: This is true that model building has many approaches. We chose variables commonly 

cited in the literature, and the 10% rule. Other studies may use different model building techniques 

which may influence comparability of results.  

• Discussion (pg. 15). In some instances, the authors agree that their results are consistent with single 

hormone studies; therefore, the fundamental question is, what is the benefit of creating hormone 

markers profiles with cluster analysis?  

Response: The benefit of creating hormone profiles is that they will more adequately take into account 

the relationship between sex steroid markers compared to studies that investigate these markers 

singly. Clearly, we also only used four markers and many more markers may be included in future 

studies to more closely capture hormone metabolism in our crude statistical models.  

 

Response: The authors would like to thank the peer reviewers for the comments which have improved 

the manuscript. 

VERSION 2 – REVIEW 

REVIEWER Stella Yi  
Data and Anaytics Group Leader  
New York City Department of Health and Mental Hygiene  
USA  
 
The views and opinions expressed are those of the reviewer and do 
not necessarily reflect those of the New York City Health 
Department. 

REVIEW RETURNED 31-Jul-2012 

 

GENERAL COMMENTS Much improved - thank you for incorporating first round of edits. 
Manuscript still needs some attention to line editing/grammar, which 
I tried to outline in the attached word document. Best regards.  

 

REVIEWER Rohrmann, Sabine 
Assistant Professor, University of Zurich, Switzerland  

REVIEW RETURNED 30-Jul-2012 

 

THE STUDY The authors have changed and updated the references. They now 
better fit the text. 

RESULTS & CONCLUSIONS I still have an issue about alcohol consumption and its assessment. I 
agree with the authors that the use of similar assessment methods 
for all dietary variables is a plus. However, a single 24-hour recall is 
not good to capture a man's alcohol consumption habits. The 
authors should at least compare results of the 24-hour recalls with 
the information provided in the questionnaires (questions on 
consumption of alcoholic beverages during the last month).  
 
Page 14: "Despite a higher proportion of non-Hispanic Black men 
found in this profile (data not shown), the lack of association of the 
„high T, E, and SHBG profile‟ with race/ethnicity (table 3) does not 
support this previously considered hypothesis [5, 9, 22, 30, 35, 40, 

 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-2012-001315 on 6 O

ctober 2012. D
ow

nloaded from
 

http://bmjopen.bmj.com/


46]." This sentence is not clear: According to Table 3, black men are 
not more common in the profile (or do I misinterpret the non-
significant findings in this profile for NH-whites and NH-blacks?). 

GENERAL COMMENTS The authors adjusted for several dietary variables as assessed from 
the 24-hour recalls. Is it realistic to believe that these variables affect 
sex steroid hormone levels?  
Which effects did these factors have in the current analysis? 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: Sabine Rohrmann  

 

1. The authors have changed and updated the references. They now better fit the text.  

 

We do appreciate the advice regarding the references.  

 

2. I still have an issue about alcohol consumption and its assessment. I agree with the authors that 

the use of similar assessment methods for all dietary variables is a plus. However, a single 24-hour 

recall is not good to capture a man's alcohol consumption habits. The authors should at least 

compare results of the 24-hour recalls with the information provided in the questionnaires (questions 

on consumption of alcoholic beverages during the last month).  

 

In the exam file, alcohol related questions were found, including:  

 

Had alcohol, etc in past 30 min PEP6C  

 

*Alcohol (gm) DRPNALCO (this is the variable we used in the full model)  

 

Percent of kilocalories from alcohol DRPNKA  

 

Had at least 12 drinks alcohol in life MAPE1  

 

Had at least 12 drinks in last 12 months MAPE2  

 

*# of days drank alcohol in past 12 mos MAPE3S (This most closely resembles the drinking status 

questioned above in comment #2)  

 

Average drinks per day on drinking day MAPE4  

 

# of days had 9+ drinks in past 12 mos MAPE5S  

 

# of days had 5+ drinks in past 12 mos MAPE6S  

 

How many drinks of alcohol in past 3 hrs CNPQ05  

 

In this study, we considered alcohol use as a potential confounder of the relationships between age, 

race/ethnicity, and BMI and sex steroid hormone profiles. Since liver function influences sex steroid 

hormone levels, it stands to reason investigating alcohol use would be important. We chose to 

investigate the alcohol in grams measure from 24-hour recall surveys. We were most interested in the 

alcohol intake 24 hours prior to the blood sample draw for the sex steroid hormone measurements 

done during the mobile exam center appointments rather than lifetime usage of alcohol. We did not 

use had alcohol in the past 30 min since this was administered as part of the neurological function 

questions and required a different sampling weight and we wanted to capture those that might have 
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been drinking for a longer span of time before the blood draw. We agree the other survey questions 

may be signs of heavy drinking or binge drinking which may not be captured in the 24-hour recall and 

indicate alcoholism; which could also influence sex steroid hormone levels.  

 

Among the study population of interest, 89% were drinkers and 11% were not based on 24-hour recall 

information. Both drinkers and non-drinkers as defined by 24 hour recall reported values for the # of 

days drank alcohol in past 12 mos. This does suggest that 24-hour recall surveys may not be the best 

source for alcohol consumption. However, keep in mind that the drinking status of the individual from 

24-hour recalls was not statistically important to logistic regression models investigating sex steroid 

hormone profiles and was not included in the reduced models. Additionally, when the # of days drank 

alcohol in past 12 mos (setting unknowns = .) the MAPE3S # of days drank in the past 12 months was 

not significant in the reduced model and was also removed.  

 

 

3. Page 14: "Despite a higher proportion of non-Hispanic Black men found in this profile (data not 

shown), the lack of association of the „high T, E, and SHBG profile‟ with race/ethnicity (table 3) does 

not support this previously considered hypothesis [5, 9, 22, 30, 35, 40, 46]." This sentence is not 

clear: According to Table 3, black men are not more common in the profile (or do I misinterpret the 

non-significant findings in this profile for NH-whites and NH-blacks?).  

 

We reworded this sentence since it was a product of several rounds of editing. This is now revised as: 

Despite a higher proportion of non-Hispanic Black men found in the „high T, E, and SHBG profile‟, 

non-Hispanic Black men were not associated with this profile (data not shown). These findings do not 

support this previously considered hypothesis that sex steroid hormone levels are higher among non-

Hispanic Black men compared to other race/ethnicity groups [5, 9, 22, 30, 35, 40, 46].  

 

4. The authors adjusted for several dietary variables as assessed from the 24-hour recalls. Is it 

realistic to believe that these variables affect sex steroid hormone levels?  

 

Yes. We controlled for factors that may to confound the relationship of sex steroid hormone levels 

with age, race/ethnicity and BMI, and have been studied in relation to sex steroid hormones and 

chronic disease and cancer, including but not limited to: exam day of the week, hours of fasting, 

aspartate aminotransferase, alanine aminotransferase, exercise level, smoking and drinking status, 

total calories, total fat, monosaturated fats, polyunsaturated fats, saturated fat, fiber, lycopene, and 

zinc intake.  

 

 

5. Which effects did these factors have in the current analysis?  

 

The variables that remained in the reduced model, including the following proposed confounders: 

exam day of the week, fasting, liver enzyme levels, exercise level, smoking status, total calories, total 

fat, monosaturated fats, polyunsaturated fats, saturated fat, fiber, lycopene, and zinc intake were 

statistically significant, or when removed from the model the OR changed by 10% or more for one or 

more of the levels of Body mass index, age, or race/ethnicity.  
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Reviewer: Stella Yi  

Data and Anaytics Group Leader  

New York City Department of Health and Mental Hygiene  

USA  

 

The views and opinions expressed are those of the reviewer and do not necessarily reflect those of 

the New York City Health Department.  

 

Alright thank you.  

 

Much improved - thank you for incorporating first round of edits. Manuscript still needs some attention 

to line editing/grammar, which I tried to outline in the attached word document. Best regards.  

 

We do appreciate your attention in this regard. Thank you.  

Comments from the attachment included:  

Edits:  

1.- Page 4, line 21 – typo in sentence: “Examining hormones in relation to race/ethnicity in singly in  

linear models…”  

 

We changed this sentence to: Examining hormones in relation to race/ethnicity singly in linear models 

as done in past studies does not account for the metabolic linkage between sex hormones and their 

markers.  

 

2. - Page 6, line 46 – “≥2 month” missing „s‟  

 

Plural added to the months.  

 

3. There is another instance where the author uses >= instead of ≥, please fix  

 

We changed this sentence to: The functional sensitivity, or the lowest analyte concentration that can 

be reproduced with a coefficient of variation >20% for T is 0.12 ng/mL and 12 pg/mL for E.  

 

4. Page 7, line 8 – Don‟t understand these outliers that were dropped, are they extremely old? Maybe  

list why they are outliers and were dropped  

 

We changed this sentence to: No. Demographics were not a factor. These were outliers based on 

laboratory values that were high 17 B-estradiol levels. These were identified as outliers based on box 

and whisker plots, i.e. they fell outside of the range. I have modified this sentence again to add clarity:  

 

We removed the males that were under 17 years of age and four outliers with high 17-β estradiol 

levels identified by box and whisker plot analysis for a final analysis cohort of n=1,528 men.  

 

 

 

 

5. Throughout – inconsistent use of periods for United States; have as US and U.S. Change to U.S. in  

manuscript and tables (which is correct abbreviation)  

 

This global change was made.  

 

6. Page 8, line 16 – degree symbol missing from „-70 C‟  
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The degree symbol was added.  

 

7. Page 8, line 35 – lowercase „standard deviation‟ (have as Standard Deviation)  

 

We changed to lowercase.  

 

8. Page 8, line 37, 39 – „were‟ not „are‟? check tense throughout  

 

We changed several instances of „are‟ to were.  

 

9. Page 9, line 9 – Clarify what was measured by 24-H dietary recall, reformat sentences. Suggest  

making new sentence: “…examination, and laboratory files. Smoking status and exercise amount  

were assessed… Alcohol intake, etc. were taken from 24-H dietary recall”  

 

This was reworked to add clarity:  

To adjust the regression models for lifestyle and dietary factors, we used data from the NHANES III 

adult, examination, and laboratory files. Alcohol intake, smoking status, exercise amount, zinc, total 

calorie, total fat, total monosaturated fat, total polysaturated fat, total saturated fat, fiber, were taken 

from 24-hour recall surveys, which captured food intake from the past twenty four hours [43-44]. 

Lycopene intake was from blood samples since it was not available from 24-hour recall surveys. 

Alcohol intake (grams) was combined into three groups (non-drinkers, drinkers, and missing).  

 

10. Page 9, line 16 – redundant, delete “from 24-hour recalls”; lowercase non in „Non-drinkers‟  

 

Redundancy in 24-hour recall was removed.  

 

Lowercase change was made.  

 

11. Page 9, line 19 – smoking status „was‟ not „is‟ – check tense throughout paper  

 

This was checked throughout the paper.  

 

12. Page 10, line 41 – spell out „odds ratio‟ if first time using  

 

This change was incorporated.  

 

13. Page 12, line 16 – add odds ratio and CI for obese comparison  

 

We would agree with this statement, although the purpose was to inform the reader that men with 

obesity compared to men with a normal BMI were always more strongly associated with the low 

SHBG profile compared to all other profiles. We did not want to repeat all four results in this section 

for the sake of keeping things simple. We have revised this statement.  

 

Obese men (BMI >30) were most likely to be associated with the referent „low SHBG profile‟ 

compared to men with a normal BMI (18.5-24.9) in all other profiles.  

 

14. Page 13, line 21 – typo in sentence: “Among a single hormone studies…”  

 

Some single hormone studies reported no difference in 3-α diol G levels by race among younger men 

[41], and in other studies older men have reported higher 3-α diol G activity in non-Hispanic Whites 

compared to non-Hispanic Blacks [5, 41-42, 50-51].  
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15. Page 13, lines 9-38; reorganize and condense. Three times stated that whites have a higher 3-

alpha  

diol G  

 

I have condensed this to the topic sentence.  

 

16. Page 13, lines 55-57 – sentence on prostate cancer needs to be linked to testosterone/contents of  

para it‟s in; comes out of nowhere  

 

We revised these sentences for clarity. Past studies have hypothesized that higher sex steroid 

hormones (T and E) were responsible for the racial disparities observed in the rates of prostate 

cancer [9, 22, 30, 35, 40]. Despite a higher proportion of non-Hispanic Black men found in the profile 

with „high T, E, and SHBG‟ (data not shown). The lack of association of the „high T, E, and SHBG 

profile‟ with non-Hispanic Black men in this study (table 3) does not support this previously considered 

hypothesis [5, 9, 22, 30, 35, 40, 46].  

 

17. Page 14, line 33 – sentence fragment “Although there were few studies comparing sex steroid  

hormones among Mex Ams compared to non-Hispanic Whites studies conflict.”  

 

Although there were few studies comparing sex steroid hormones among Mexican Americans 

compared to non-Hispanic Whites these findings from these studies conflict [5, 9, 16, 30-31, 40, 42].  

 

18. Page 15 – lines 3-6 – sentence needs to be fixed: “The dietary information is from self-report from  

24-hour recall, and may not be an accurate consumption values.”  

 

We reworded the statement to: The dietary information was from self-reported 24-hour recall surveys, 

and may not reflect a man‟s true dietary behaviors [43-44].  

 

19. Page 15, lines 30-32 – last sentence of paper is weak. Why should we link to chronic disease? 

Link  

together with health disparities too. Suggested: Given the race/ethnic differences observed across  

hormone profiles in the current analysis and further, the disparities in chronic diseases such as ___  

and ____, further research may help elucidate…”  

 

We have re-phrased the closing sentences in this paragraph:  

The observed race/ethnicity differences across the hormone profiles in the current analysis, suggest 

that when accounting for the relationship between sex steroid hormone markers, race/ethnicity 

differences become apparent. Further research is necessary to determine if sex steroid hormone 

profiles contribute to the increased risk of several cancers and chronic diseases observed by 

race/ethnicity. 
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