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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) Study of Seven Single Nucleotide Polymorphisms Identified in East 
Asians for Association with Obesity in a Taiwanese Population 

AUTHORS Huang, Wei-Hsin; Hwang, Lee-Ching; Chan, Hsin-Lung; Lin, Hsiang-
Yu; Lin, Yung-Hsiang 

 

VERSION 1 - REVIEW 

REVIEWER Yamunah Devi Apalasamy 
University of Malaya, Kuala Lumpur, Malaysia 

REVIEW RETURNED 01-Apr-2016 

 

GENERAL COMMENTS 1.Authors should provide more clinical insights based on what they 
found.  
2. SDC3 and PPARy2 located in two different chromosomes. 
Authors should discuss the functional relevance/link for the 
synergistic effect between the SDC and PPARY2. What is 
correlation between these two genetic variants that might lead to 
increased in obesity risk? The discussion on this aspect is lacking.  
3. Did the authors performed correction for multiple testing?  
4. HWE p-value can be included in the Table 2.  
5. There is no mention on power of the study.  
6. Authors can mention that the LEP, MC4R and NR0B2 were 
monomorphic in this population. Is this observation consistent with 
other populations?  
7. What is the genetic model used for the combination of SNPs in 
rs2282440-SDC3 and rs1801282-PPARγ2?Since there were no GG 
detected in this population, authors should discuss the significance 
and odds observed in G carriers (Table 4).  
8. Conclusion, 'Furthermore, SNPs in rs2282440-SDC3 plus 
rs1801282-PPARγ2 exhibited a higher  
risk of obesity in the Taiwanese population' should be rewritten. 

 

REVIEWER Marek Postula 
Medical University of Warsaw, Poland 

REVIEW RETURNED 10-Apr-2016 

 

GENERAL COMMENTS Based on careful revision of the manuscript  
 
Review of the article entitled:  
 
The Association of Obesity with Single Nucleotide Polymorphisms of 
SDC3 and PPARγ2 Genes in the Taiwanese Population.  
 
Major comments  
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There are some major methodological and analytical limitations that 
greatly impact results of the study.  
 
1) Please clarify genes selection, as based on given description it is 
not clear why you decided to choose these particular genes.  
 
2) Control group is only matched based on age, not gender. This 
difference can affect the final result.  
 
3) Please provide references for genotyping part.  
 
 
4) Statistical methodology part is scant. I would suggest to prepare 
more detailed statistical analysis, the significant SNP should be 
further compared in a binary fashion, for example carriers of the 
minor or major allele (homozygotes and heterozygotes) and 
homozygotes for major or minor alleles allele. Moreover, I would 
recommend to describe a power analysis for your study if you did so. 
I strongly recommend to use Bonferroni correction for multiple 
comparison. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

 

1.Authors should provide more clinical insights based on what they found.  

Answer: Thank you for your suggestion. We add more clinical insights in the discussion and 

conclusion as follows:  

(Discussion) Although evidence of SDC3 in the regulation of energy balance has been published, few 

genetic studies concerning the association between SDC3 and obesity has been reported. Marked 

ethnic difference is present in studies and this is the first report describing the association of obesity 

with SNP in SDC3 in the Taiwanese population. After we identified SDC3, we tried to examine its 

synergistic effects with other genes on obesity. We found the combination of SNPs in rs2282440-

SDC3 and rs1801282-PPARγ2 resulted in an increased risk of obesity (odds ratio = 6.77; 95% CI = 

1.87¬–24.54).  

(Conclusion) We first found that SNPs in rs2282440-SDC3 are associated with obesity in the 

Taiwanese population. Furthermore, there is a synergistic effect of the high-risk alleles of the SDC3 

and PPARγ2 genes on the obese phenotype in the Taiwanese population.  

 

2. SDC3 and PPARγ2 located in two different chromosomes. Authors should discuss the functional 

relevance/link for the synergistic effect between the SDC and PPARγ2. What is correlation between 

these two genetic variants that might lead to increased in obesity risk? The discussion on this aspect 

is lacking.  

Answer: Thank you for your suggestion. We add the discussion as follows:  

(Discussion) SDC3 is expressed in hypothalamic feeding centers. The protein expression level of 

SDC3 in the hypothalamus is increased by deprivation of food. PPARγ2 is a transcription factor that 

appears to be involved in both adipocyte differentiation and insulin sensitivity. The reason for 

combined effect on obesity may be the result of hyperphagia plus increased fat accumulation. 

Because this is the first report on the synergistic effect between the SDC3 and PPARγ2, the real 

functional link is still unclear and needed for further confirmation.  

 

3. Did the authors performed correction for multiple testing?  

Answer: Thank you for your reminding. A Bonferroni correction was applied to adjust the significance 

level of multiple comparisons, which was described in the statistical analysis and in the bottom of 
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table 2.  

 

4. HWE p-value can be included in the Table 2.  

Answer: Thank you for your suggestion. Hardy-Weinberg equilibrium p-value was included in the 

Table 2.  

 

5. There is no mention on power of the study.  

Answer: We described the power in the statistical analysis and results.  

(Statistical analysis) The power to detect significant associations was calculated by QUANTO 

software (http://biostats.usc.edu/software/).  

(Results) Finally, statistical power analysis revealed that the present study had 97.01% power, when 

used 0.25 in the allele frequency, 0.20 in the baseline disease risk and 2.0 in the effect size among 

obese and control subjects in the complete sample population to detect associations of SDC3 

(rs2282440) with obesity.  

 

6. Authors can mention that the LEP, MC4R and NR0B2 were monomorphic in this population. Is this 

observation consistent with other populations?  

Answer: Thank you for your question. We changed the title after considering the editorial requirement 

so that we can focus the research question more clearly; therefore, we removed these three genes 

from the manuscript.  

 

7. What is the genetic model used for the combination of SNPs in rs2282440-SDC3 and rs1801282-

PPARγ2? Since there were no GG detected in this population, authors should discuss the 

significance and odds observed in G carriers (Table 4).  

Answer: Thank you for your question. We tried to explain as follows:  

(1)After we identified SDC3, we tried to examine its synergistic effects with other genes on obesity. 

We performed odds ratio analysis by comparing SDC3 TT genotype plus minor or major allele in other 

gene with SDC3 CC+CT plus minor or major allele in other genes. We found subjects simultaneously 

carrying rs2282440-SDC3 T/T and 1801282rs-PPARγ2 C/G genotypes had a higher risk of obesity 

(odds ratio = 6.77). The reason for combined effect on obesity may be the result of hyperphagia plus 

increased fat accumulation. Because this is the first report on the synergistic effect between the SDC3 

and PPARγ2, the real functional link is still unclear and needed for further confirmation.  

(2)The fact of rare GG genotype subjects in Taiwanese population was also noted in two gene 

studies. There was only 3 with GG genotype in 663 subjects in Hsiao’s study and 0 in 596 subjects in 

Lei’s study. The combination of homozygous T/T in SDC3 and heterozygous C/G in PPARγ2 resulted 

in an increased risk of obesity and the obesity-related metabolic traits such as waist circumference, 

waist-to-hip ratio, body fat percentage, and higher triglycerides.  

 

8. Conclusion, 'Furthermore, SNPs in rs2282440-SDC3 plus rs1801282-PPARγ2 exhibited a higher 

risk of obesity in the Taiwanese population' should be rewritten.  

Answer: Thank you for your suggestion. We rewrote as follows: Furthermore, there is a synergistic 

effect of the high-risk alleles of the SDC3 and PPARγ2 genes on the obese phenotype in the 

Taiwanese population.  

 

Reviewer: 2  

 

1) Please clarify genes selection, as based on given description it is not clear why you decided to 

choose these particular genes.  

Answer: Thank you for your suggestion. We revised and described it in the introduction:  

(Introduction) Several genetic loci have recently been studied to contribute to the development of 

obesity reported in GWAS these years. The majority of loci have been discovered through GWAS in 

populations of European ancestry, but a growing number of studies are now being performed in 
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populations of non-European ancestry. However, there have been relatively limited studies on the 

obesity genes SNPs in the Taiwanese population. We collected articles on Pubmed for obesity-

associated loci performed in East Asians and selected 7 SNPs to examine the association and their 

synergistic effects on obesity in the Taiwanese population.  

 

2) Control group is only matched based on age, not gender. This difference can affect the final result.  

Answer: Thank you for your question. We tried to explain as follows:  

When we recruited volunteers in this study, we didn’t try to match age and gender. Because we found 

that some gene studies did not match age or gender in the beginning. Some studies discussed the 

results separated by gender, and others adjusted the confounders. Therefore, we did adjust age and 

gender in table 2,3,4.  

 

3) Please provide references for genotyping part.  

Answer: Thank you for your reminding. We add the references in the genotyping:  

(Genotyping) We reviewed and collected articles on Pubmed for genes that reported in recent East 

Asians and selected 7 obesity-related genes SNPs (within the PPARγ2, GNB3, SDC3, ADRB2, FTO, 

PPARγ, ESR1)24-31.  

 

4) Statistical methodology part is scant. I would suggest to prepare more detailed statistical analysis, 

the significant SNP should be further compared in a binary fashion, for example carriers of the minor 

or major allele (homozygotes and heterozygotes) and homozygotes for major or minor alleles allele. 

Moreover, I would recommend to describe a power analysis for your study if you did so. I strongly 

recommend to use Bonferroni correction for multiple comparison.  

Answer: Thank you for your suggestion. We add some description in the statistical analysis. We also 

describe a power analysis and use Bonferroni correction for multiple comparison.  

(1)(Statistical analysis) Analysis of covariance (ANCOVA) was used to compare clinical variable mean 

values, while adjusting for the covariates of age and gender. A Bonferroni correction was applied to 

adjust the significance level of multiple comparisons. The power to detect significant association was 

calculated by QUANTO software (http://biostats.usc.edu/software).  

(2) We examined the synergistic effects of rs2282440-SDC3 with the other genes SNPs on obesity. 

We performed odds ratio analysis by comparing SDC3 TT genotype plus minor or major allele in other 

gene with SDC3 CC+CT plus minor or major allele in other genes. 
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