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Mendelian randomization—based exploration of bidirectional causal
relationship between gastroesophageal reflux disease and

interstitial lung disease
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Care Medicine , The Second Affiliated Hospital of Guangzhou University of Chinese Medicine )
[ Abstract] Objective : Clinical observations and epidemiological investigations have found an association of gastroesophageal reflux
disease(GERD) with interstitial lung disease(ILD). We aimed to investigate whether GERD and ILD are causally associated with each
other and the direction of the association through Mendelian randomization (MR) analysis. Methods : Eligible single nucleotide poly-
morphisms (SNPs) were selected as instrumental variables (IVs) from the pooled data of genome—wide association studies (GWAS).
Two—sample Mendelian randomization analyses were performed using the inverse—variance weighted method (IVW) , the MR-Egger re-
gression method, and the weighted median estimator (WME). The IVW method was used as the main causal analysis. The MR-
PRESSO test and MR-Egger regression method were used in sensitivity analysis to detect and correct for horizontal pleiotropy. The

leave—one—out method , Cochran’s ( test, and funnel plot were used to assess the stability and reliability of MR results. The odds ratio

(OR) was used to evaluate the causality between GERD and ILD.
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SNPs CHR (DAY EA 0A EAF B SE P
510010963 4 159839313 T C 0.616 433 0.026 980 3 0.004 946 65 4.92E-08
rs1011407 2 60665768 G A 0.121 628 0.042 061 8 0.007 359 17 1.09E-08
rs10133111 14 103377321 A G 0.162 996 0.0417875 0.006 507 89 1.35E-10
152834005 21 34291708 C T 0.315 000 0.029 699 7 0.005 173 40 9.42E-09
152838771 21 46501576 C G 0.646 721 0.028 098 4 0.005 065 71 2.91E-08
159615905 22 48875699 T C 0.458 193 0.027 565 7 0.004 837 80 1.21E-08
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