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Dear Dr. Liang,

We thank you for your interest in our paper [1], and would like to re-
spond to the points you raised regarding the role of adiponectin in cor-
onary artery disease (CAD) [2].

The use of single nucleotide polymorphisms (SNPs) from various
gene regions is an advantage for Mendelian randomization since this
enables the use of sensitivity analyses, such as MR Egger, which are
more robust to violation of the Mendelian randomization assumptions.
We also chose SNPs from genome wide association studies [3], which
reduces the likelihood of false positives compared to selecting SNPs
from specific gene regions.

We agree our study may not be best suited to examining the cardio-
protective effects of different forms of adiponectin. However, we are un-
certain as to how likely these are to explain the discrepancies between
Mendelian randomization and observational studies given the lack of
relevant evidence from human experimental studies. It is noted that
similar arguments were put forward when Mendelian randomization
studies did not suggest a causal role of high density lipoprotein choles-
terol in CAD, although the findings from Mendelian randomization were
consistent with randomized controlled trials [4].
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Considering existing evidence from Mendelian randomization stud-
ies [1,5], the relation of adiponectin with CAD risk in observational stud-
ies is likely confounded. Whilst we recognize studying adiponectin in
various forms may be etiologically revealing, the lack of genetic valida-
tion by Mendelian randomization suggests efforts should be redirected
to the identification of other hidden etiologic factors that drive both
adiponectin and CAD, and could be targeted to mitigate CAD burden.

Conflict of interests

The authors report no relationships that could be construed as a con-
flict of interest.

Funding
There is no funding support for this work.

References

[1] S.L. Au Yeung, C.M. Schooling, Adiponectin and coronary artery disease risk: a bi-
directional Mendelian randomization study, Int. J. Cardiol. 268 (2018) 222-226.

[2] J. He, Y. Chen, L. Hua, R. Ding, C. Liang, Oligomerization status and post-translational

modification of adiponectin: a possible association between adiponectin and risk of

coronary artery disease, Int. J. Cardiol. 276 (2019) 40.

Z. Dastani, M.F. Hivert, N. Timpson, et al., Novel loci for adiponectin levels and their

influence on type 2 diabetes and metabolic traits: a multi-ethnic meta-analysis of

45,891 individuals, PLoS Genet. 8 (3) (2012), e1002607.

D.S. Ng, N.C. Wong, RA. Hegele, HDL~is it too big to fail? Nat. Rev. Endocrinol. 9 (5)

(2013) 308-312.

[5] M.C. Borges, D.A. Lawlor, C. de Oliveira, J. White, B.L. Horta, A.J. Barros, Role of
adiponectin in coronary heart disease risk: a Mendelian randomization study, Circ.
Res. 119 (3) (2016) 491-499.

i3

[4


http://crossmark.crossref.org/dialog/?doi=10.1016/j.ijcard.2018.10.104&domain=pdf
ayslryan@hku.hk
https://doi.org/10.1016/j.ijcard.2018.10.104
http://www.sciencedirect.com/science/journal/01675273
www.elsevier.com/locate/ijcard

	Response to letter of He et al.: Oligomerization status and post-�translational modification of adiponectin: A possible ass...
	Conflict of interests
	Funding
	References


