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Abstract: Objective To investigate the causal relationship between gut microbiota and short stature by genomewide
Mendelian randomization(MR), in order to proride reference of clinical treatment of short statue. ~Methods Genus level
gut microbiota genome-wide association study data of 18 340 samples was obtained {rom the MiBioGen as the exposure
group, and genome-wide association study data of short stature were obtained from FinnGen R9 as the outcome group. The
inverse variance weighting method was used as the main analysis method for MR analysis, and sensitivity analysis such as
leave-one-out, heterogeneity test, and pleiotropy analysis were performed, reverse MR to rule out reverse causality.
Results Prevotellad (OR=1.76, 95%CI:1.10 - 2. 82, P=0.018), Alloprevotella (OR=1.82, 95%CI;1.22 - 2.72,
P=0.003), and FamilyXIIIAD3011group (OR=1.86, 95%CI:1.04 - 3.31, P=0.036) were positively correlated with
the onset of short stature. Parasutterella (OR=0.58, 95%CI;: 0.37 - 0. 92, P=0.020), Clostridiumsensustrictol (OR=
0.50, 95%CI; 0.25-0.99, P=0.045), and Roseburia (OR=0.48, 95%CI;0.26 - 0.89, P=0.020) were negatively
correlated with the onset of short stature.  Conclusion  Prevotella9, Alloprevotella, and FamilyXIIIAD3011group
increase the risk of short stature, while Parasutterella, Clostridiumsensustrictol and Roseburia have protective effects on
the occurrence of short stature.
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Fig. 2 Forest plot of MR analysis
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Tab. 1 Results of sensitivity analysis
R Cochran's Q ;% ‘MAR-Egger MR-PRESSO
Qfi P #¥E P
Prevotella9 8.866  0.714 —0.163 0.050 0.714
Alloprevotella 3.280  0.657 —0.040 0.883 0. 685
FamilyXIIIAD3011group 8.029 0.783  0.033 0.724  0.790
Parasutterella 9.350  0.808 0.007 0.885 0.823
Clostridiumsensustrictol 2.487  0.870 0.082 0.354 0. 900
Roseburia 12. 305 0.503 0.031 0.681 0.519
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Tab. 2 Results of reverse MR and sensitivity analysis
" MR-IVW Cochran’s Q ¥ MR-Egger
i — - s T eRer MR PRESSO
OR(95%CD P {f Qi P R P1{E
Prevotella9 1.01¢0.97~1.04) 0.679 5.559 0.592 0.023 0.472 0. 624
Alloprevotella 1.02€0.94~1.11) 0.610 3. 989 0. 407 0.093 0.373 0.433
FamilyXIIIAD3011group 0.98(0.94~1.01) 0.172 8. 872 0. 262 —0.017 0.583 0. 288
Parasutterella 1. 00€0. 97~1.04) 0.917 5. 259 0.628 0.019 0.538 0.626
Clostridiumsensustrictol 1. 01¢0.98~1.04) 0. 347 5.212 0.735 —0.017 0.523 0.753
Roseburia 1.01¢0.99~1.04) 0. 281 7. 487 0. 485 0.014 0.568 0.566
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