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Dear Editor,

Wang [1] recently published an article on the association
between toll-like receptor (TLR) polymorphisms and in-
flammatory bowel disease (IBD). Their valuable study is
one of the first works to attempt a meta-analysis of TLR
polymorphisms on the risk of IBD. As a part of their main
finding, overall and ethnic subgroups analyses revealed
significant associations between the risk of IBD and
TLR1 rs5743611, TLR4 rs4986790, TLR4 rs4986791,
and TLR6 rs5743810 polymorphisms. Moreover, “the
TLR9 15352140 polymorphism was significantly associat-
ed with the risk of IBD in Africans.” However, the results
and conclusion described by authors are driven from some
errors in their genotyping models, meta-analysis, sample
sizes, and results interpretation. Here, we would like to
discuss these issues and suggest some corrections.

Both dominant and recessive models presented by the au-
thors are inaccurate, for instance, allelic comparison for TLR1
rs5743611 was based on G vs. C, so the dominant model
should be GG+GC vs. CC. Authors inversely calculated GG
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vs. CC+GC as dominant and CC vs. GG+GC as recessive
models. This error is also the case for other polymorphisms
included in this study.

Second point is about repeating the number of con-
trols when stratifying populations according to the type
of disease. They finally analyzed the data of overall and
different ethnic groups based on repeated numbers,
which resulted in wrong interpretation. Therefore, all of
the overall and ethnic subgroup analyses require correc-
tion. For instance, “Henckaerts 2007,” “Kim 2012,” and
“Pierik 2006 control groups were repeatedly analyzed in
the overall meta-analysis of TLR1 rs5743611 polymor-
phism association with IBD. Analysis of Caucasian pop-
ulation must also be performed according to only two
genotypes whiles authors included four genotypes in
their analysis.

Another point is missing for some genotyping data in their
meta-analysis, it means that the weight of some genotypes was
zero and their odds ratio and meta-analysis results were
missed. For instance, “Kim 2012 and “Meena 2015 studies
did not have any effect on the results of TLR1 rs5743611
meta-analysis. In these studies, GC and CC genotypes were
zero and weighted zero which is missing in the results and
should be corrected.

Moreover, as a result of previous errors, sample sizes in
their meta-analysis are inaccurate, and some mentioned
analyses were not possible for this study. For instance,
African subgroup for TLR2 rs5743708 which was actually
comprised of only one study and there was no possibility to
consider meta-analysis on mentioned data. In contrast,
some analysts were missed by mistake, for instance, com-
parison of recessive model forTLR2 rs121917864. Here,
we applied corrected analysis and also mentioned number
of included genotypes for ecach meta-analysis along with
the sample size, which helps clearness and better under-
standing of our (correct) meta-analyses. The results are
shown in Table 1.
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Experimental Control Weight Weight
Study Events Total Events Total Odds Ratio OR 95%-Cl (fixed) (random)
Chen 2012 292 292 328 328 0.0% 0.0%
Henckaerts 2007 1624 1658 540 554 —— 1.24 [0.66; 2.33] 13.2% 13.2%
Henckaerts 2007 480 492 540 554 —E— 1.04 [0.48; 2.26] 8.6% 8.6%
Hong 2007 358 364 365 376 = 1.80 [0.66; 4.91] 5.2% 5.2%
Kim 2012 90 90 356 356 0.0% 0.0%
Kim 2012 198 198 356 356 0.0% 0.0%
Meena 2015 655 656 700 700 0.31 [0.01; 7.67] 0.5% 0.5%
Pierik 2006 350 358 373 382 — 1.06 [0.40; 2.77] 57% 5.7%
Pierik 2006 206 212 373 382 —H— 0.83 [0.29; 2.36] 4.8% 4.8%
Queiroz 2009 86 86 1071 1082 —_— 1.86 [0.11;31.78] 0.7% 0.7%
Queiroz 2009 83 84 1071 1082 e E— 0.85 [0.11; 6.68] 1.2% 1.2%
Shen 2010 60 60 240 240 0.0% 0.0%
Shen 2010 166 166 240 240 0.0% 0.0%
Torok 2017 1618 1674 1518 1568 L 0.95 [0.65; 1.40] 34.9% 34.9%
Torok 2017 771 802 1518 1568 = 0.82 [0.52; 1.29] 25.2% 25.2%
Fixed effect model 7192 9768 0.99 [0.78; 1.24] 100.0% --
Random effects model 0.99 [0.78; 1.24] -- 100.0%
Heterogeneity: P = 0%, 2= 0, p=0.95
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Fig. 1 Example of Wang’s [1] incorrect meta-analysis (association between rs5743708 allelic model and IBD)

For allelic models, authors included allele frequencies of
studies with non-available (NA) genotyping results.
Accordingly, sample sizes for TLR6 rs5743810, TLR4
rs4986790, and TLR4 rs4986791 polymorphisms should be
different from other genetic models. Also, the above-
described mistake happened in the allelic model. For instance,
for TLR6 rs5743810 polymorphism, “Kim 2012”was missed
in the final meta-analysis; also “Henckaerts 2007 and “Pierik
2006” controls were repeated in their analysis (Fig. 1 shows
inaccurate result and described mistakes by Wang [1] in TLR2
rs5743708 allelic model). Here, the corrected allelic model
was shown (for all included polymorphisms) in Table 1 of
our meta-analysis.

Further, authors missed to cite included articles in the meta-
analysis (in their Table 1). We would recommend that the
authors submit a corrigendum and include these references.

In conclusion, in contrast to Wang’s [1] meta-analysis in
overall and ethnic subgroup analyses, no significant associa-
tion was observed between TLRI1 rs5743611 and TLR9
rs352140 polymorphisms with IBD. Moreover, an African
subgroup analysis was possible only onTLR4 rs4986790
polymorphism, while Wang analyzed six polymorphisms by

mistake. Based on basic mistakes in their meta-analysis, other
results from our analysis (Table 1) were also different from
their study.

Compliance with ethical standards

Conflict of interest The authors declare that they have no conflict of
interest.

Ethical approval This article does not contain any studies with human
participants or animals performed by any of the authors.

Informed consent  Not applicable.

Reference

1. Wang H, Zhou S, Zhang J, Lei S, Zhou J. Correlations between TLR
polymorphisms and inflammatory bowel disease: a meta-analysis of
49 case-control studies. Immunol Res. 2019;67:142-50. https:/doi.
org/10.1007/s12026-018-9061-0.

Publisher’s note Springer Nature remains neutral with regard to
jurisdictional claims in published maps and institutional affiliations.

@ Springer


https://doi.org/10.1007/s12026-018-9061-0
https://doi.org/10.1007/s12026-018-9061-0

	Overall...
	Reference




