Letter to the Editor

Comments on: “A Meta-Analysis of the Association between
Microrna-196A2 and Risk of Ischemic Stroke and Coronary
Artery Disease in Asian Population”

Dear Editor,

Wang et al' recently published a meta-analysis on the
role of miR-146a polymorphism (rs11614913 T > C) and
susceptibility to ischemic stroke and coronary artery dis-
ease (CAD) in Asian population and concluded that the
recalled variant “may contribute to CAD susceptibility.”
They showed the result related to the protective effect of
CAD in homozygote model (CC versus TT, OR= .43,
95%CI =.39-47, P < .00001), as their most significant
result, and indicated that “carrying CC homozygote geno-
type may play a protective role in development of dis-
ease.” While other results of their meta-analysis increased
the risk of disease or had no significant effect (Fig 3 in
Wang' meta-analysis). The result described in this article
is actually due to a mistake in the meta-analysis which
should be noticed.

Here, we aim to comment on the issue. For homozygote
model, instead of comparing CC versus TT genotype fre-
quencies, the comparison between TC versus CC genotype
frequencies has been presented as significant differences
between groups. The correct analysis is presented based on
studies included in their meta-analysis.”” Based on the

1052-3057/$ - see front matter
© 2019 Elsevier Inc. All rights reserved.

analysis of homozygote model, we found that not only CC
genotype has no protective effect in CAD, but there is a
also trend toward the increasing risk of CAD 1.06 (0.97-
1.17). We also found a significantly increasing risk for
overdominant model in cases compared to the controls (TC
versus TT+CC) 1.09 (1.02-1.16). Forest and funnel plots
related to these results are shown in Figures 1 and 2.

Also we have 2 more comments, as has been described
by authors all included studies belonged to Chinese and
South Korean populations, due to ethnic diversity in
Asian population, and also regarding 1000 Genomes and
gnomAD-Genomes studies which identified T allele as
more abundant allele in East Asian population versus
other world populations which the C allele is rather the
more frequent allele (https://www.ncbinlm.nih.gov/
snp/rs11614913 ), thus it is more accurate for them to con-
sider their population attributed to East Asia instead of
Asian population as a whole.

Also in subgroup analysis, the authors show statistical
result related to meta-analysis for Korean subgroup with
only 1 included study which has no statistical interpreta-
tion outcome, these trivial data are misleading and were
better to be excluded.

Finally, when we combine results from our analysis
with the correct analysis in Wang etal' meta-analysis, it
can be concluded that rs11614913 T > C may be related to
increased risk of CAD in Chinese population.
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A. CCvs. TT

Experimental
Study Events Total
Chen et al. 2014 157 469
Huang et al. 2015 147 337
Sung et al. 2016 107 286
Wang et al. 2010 157 475
Xiong et al. 2014 78 164
Yang et al. (Stage ). 2012 163 365
Yang et al. (Stage ). 2012 433 926
Zhang et al. 2013 41 116
Zhietal. 2012 155 446
Fixed effect model 3584

Random effects model

Heterogeneity: F= 0%, = 0, xg =6.75 (p = 0.56)

B. TC vs. TT+CC

Experimental

Study Events Total
Chen etal. 2014 450 919
Huang et al. 2015 381 718
Sung et al. 2016 236 522
Wang et al. 2010 502 977
Xiong et al. 2014 131 295
Yang et al. (Stage 1). 2012 463 828
Yang et al. (Stage I1). 2012 971 1897
Zhang et al. 2013 17 233
Zhi et al. 2012 470 916
Fixed effect model 7305

Random effects model

Heterogeneity: 7 = 32%, ° = 0.0051, 72 = 11.78 (o = 0.16)
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Weight Weight

95%-Cl (fixed) (random)
[0.77;1.32] 13.0% 13.0%
[0.75; 1.37] 10.5% 10.5%
[0.60;1.19] 8.0% 8.0%
[0.79; 1.45] 10.0% 10.0%
[0.71,1.72] 4.8% 4.8%
[0.68; 1.18] 12.3% 12.3%
[0.99; 1.43] 27.8% 27.8%
[0.90;2.43] 3.8% 3.8%
[0.83;1.54] 9.8% 9.8%
[0.97; 1.17] 100.0% -
[0.97; 1.17] - 100.0%
Weight Weight

95%-Cl (fixed) (random)
[0.95; 1.37]1 13.1% 13.2%
[0.92; 1.39] 10.4% 11.4%
[0.62;1.00] 7.6% 9.1%
[0.94; 1.41] 10.7% 11.6%
[0.66;1.27] 42% 5.6%
[1.04;1.51] 12.6% 12.9%
[0.92;1.19] 27.1% 19.6%
[0.82;1.59] 4.0% 5.5%
[0.94; 1.43] 10.3% 11.3%
[1.02; 1.16] 100.0% -
[1.00; 1.18] - 100.0%

Figure 1. Forest plots for the association between rs11614913 T > C and the risk of CAD (homozygote and overdominant models).
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Study_ID ipper_CI  Lower_Cl OR
Chenetal 2014 116 101 _— 108
Huang etal 2015 116 101 —_— 108
Sungetal 2016 120 104 - 112
Wang etal 2010 116 101 —_—- 108
Xiong etal 2014 117 102 _— 110
Yangetal (Stagel) 2012 114 099 _——— 107
Yangetal (Stagel) 2012 119 102 110
Znang etal 2013 118 101 _——— 109
Znetal 2012 116 101 —_—-———— 108
Fixed effect model 116 102

Figure 2. Forest plots of sensitivity and funnel plots of publication bias for the association between rs11614913 T > C and the risk of CAD (homozygote and
overdominant models).
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