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Dear Editor,

Following the valuable methodological remarks by Mao et al. [1] regarding our metaanalysis on glutathione-S-transferase polymorphisms and breast cancer risk [2], we decided to present elaborate sensitivity analyses on Hardy-Weinberg Equilibrium (HWE) in our three previous meta-analyses examining MDM2 SNP309 [3], CASP8 [4] and XRCC3 Thr241Met [START_REF] Economopoulos | XRCC3 Thr241Met polymorphism and breast cancer risk: a meta-analysis[END_REF] polymorphisms and breast cancer risk. Sensitivity analyses were performed excluding studies whose allele frequencies in controls exhibited significant deviation from HWE, given that the deviation may denote bias [START_REF] Thakkinstian | A method for meta-analysis of molecular association studies[END_REF]. For the assessment of the deviation from HWE, the appropriate goodness-of-fit chi-square test was performed [START_REF] Thakkinstian | A method for meta-analysis of molecular association studies[END_REF][START_REF] Rohlfs | Distributions of Hardy-Weinberg equilibrium test statistics[END_REF].Of note a deviation from HWE in a mixed control population was allowed as the underlying assumptions of HWE are not fulfilled [START_REF] Yu | systematic review of the relationship between polymorphic sites in the estrogen receptor-beta (ESR2) gene and breast cancer risk[END_REF]. For the evaluation of the goodness-of-fit chi-square test, statistical significance was defined as p<0.05.

Concerning MDM2 SNP309 polymorphism only one study [START_REF] Schmidt | Do MDM2 SNP309 and TP53 R72P interact in breast cancer susceptibility? A large pooled series from the breast cancer association consortium[END_REF] included controls deviating from HWE. Significant deviation from HWE was noted in the controls of the Chinese part in the study by Haiman et al. [START_REF] Haiman | A promoter polymorphism in the CASP8 gene is not associated with cancer risk[END_REF] regarding CASP8 -652 6N del polymorphism; no deviation was noted regarding studies on CASP8 D302H polymorphism. With respect to XRCC3 Thr241Met polymorphism, deviation was noted in three individual case-control studies [START_REF] Costa | DNA repair polymorphisms might contribute differentially on familial and sporadic breast cancer susceptibility: a study on a Portuguese population[END_REF][START_REF] Dufloth | DNA repair gene polymorphisms and susceptibility to familial breast cancer in a group of patients from Campinas, Brazil[END_REF][START_REF] Krupa | Polymorphism of the homologous recombination repair genes RAD51 and XRCC3 in breast cancer[END_REF], as well as the Madrid study of the article published by the Breast Cancer Association Consortium [START_REF]Commonly studied singlenucleotide polymorphisms and breast cancer: results from the Breast Cancer Association Consortium[END_REF].

We are happy to report that the sensitivity analysis replicated all the results pertaining to MDM2 SNP309 and XRCC3 Thr241Met. Concerning CASP8 -652 6N del polymorphism, it should be declared that pooling of Chinese studies was no more feasible at the sensitivity analysis, as only one study remained. Of note, no sensitivity analysis was needed regarding CASP8 D302H in the light of no deviation. Detailed results are presented in the Table .   Taken as a whole, this Letter supports the validity of our previously published results as they proved robust enough to persist at the sensitivity analysis presented herein.

Table:

Pooled Odds Ratios (ORs) as initially published in the meta-analyses regarding MDM2 SNP309, CASP8 -652 6N del, CASP8 D302H and XRCC3 Thr241Met polymorphisms, as well as pooled ORs after the exclusion of studies whose controls significantly deviated from Hardy-Weinberg Equilibrium. Bold cells denote statistically significant ORs. OR: Odds Ratios; CI: confidence interval; HWE: Hardy-Weinberg Equilibrium; R: Random effects; §: in non-mixed studies. We read with great interest the article by Sergentanis et al [1]. The authors performed sensitivity analyses on Hardy-Weinberg Equilibrium (HWE) in their three previous meta-analyses and concluded that the results of their previous studies were robust. We thank them for accepting our suggestion on sensitivity analyses by excluding the HWE-violating studies, but we are concerned about the following issues.

Models

First, the authors stated that deviation from HWE in a mixed control population was allowed as the underlying assumptions of HWE are not fulfilled. They cited the article by Yu et al as a reference [2]. However,this reference was not an original article for this issue. In addition, even if deviation from HWE in a mixed control population was allowed, it is more appropriate to consider the studies with a mixed control population as an independent group when performing subgroup analyses or sensitivity analyses. However,the author neglected this point when they performed subgroup analyses or sensitivity analyses. They just divided ethnicity into Chinese and non-Chinese in their two previous studies.

Second,for MDM2 SNP309 polymorphism, the OR with 95%CI for heterozygous changed from 1.056 (1.000-1.115) to 1.077 (1.002-1.158) when they performed sensitivity analyses by excluding HWE-violating studies. The results for this genetic model should be interpreted with caution.

Third, for CASP8 -652 6N del, CASP8 D302H and XRCC3 Thr241Met polymorphisms, the authors stated that significant heterogeneity was detected in some comparisons. As we know, heterogeneity is a potential problem that may affects the interpretation of the results. It is important to present the changes for heterogeneity when the authors performed sensitivity analyses by excluding HWE-violating studies. Maybe departure from HWE is the main factor contributing to substantial heterogeneity Fourth, the authors published six meta-analyses on the journal of Breast Cancer Research and Treatment. They only presented data for three studies. Even if the results of these three studies are robust, it does not guarantee the robust results of the remaining studies. Take the article for GSTP1 polymorphism as an example [3], when sensitivity analyses were performed by excluding one HWE-violating study, the results for Chinese population were materially changed [4].

Furthermore, considering the influence of sample-sizes, heterogeneity and publication bias on the results of meta-analysis, it may not be appropriate for the authors to conclude that their previously published results were robust as proved by sensitivity analyses.