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Meta — Analysis of the Association Between Folic Acid Supplementation and Risk of

Gestational Diabetes Mellitus in Pregnant Women from Different Regions
HE Yulian'?,ZHONG Wenfei'> ,HUANG Hanhui'?,CHEN Meijun’? ,MEI Zhengrong'?,WU Zhonghong'?,YAN Pengke'"’
(1. Department of Pharmacy.The Third Affiliated Hospital of Guangzhou Medical University .Guangzhou,Guangdong .China 510150; 2. Guangdong
Provincial Key Laboratory of Major Obstetric Diseases , Guangzhou , Guangdong , China  510150)

Abstract: Objective To evaluate the association between the folic acid supplementation and the risk of gestational diabetes
mellitus (GDM) in pregnant women from different regions. Methods The relevant studies in the PubMed, Web of Science, The
Cochrane Library, Embase, ClinicalTrials. gov, Chinese Clinical Trial Registry, SinoMed, CNKI, WanFang and VIP databases from the
inception to February 2022 were searched. The studies were screened according to the inclusion and exclusion criteria and the data
were extracted by two researchers. The Newcastle — Ottawa Scale was used to evaluate the quality of included studies,the RevMan
5.4 software was used for Meta — analysis, and the Stata 12.0 software was used for Egger linear regression analysis. Results A
total of six studies were included,involving 30 027 participants. The results of Meta — analysis showed that compared with that in
the pregnant women without folic acid supplementation, there was no significant difference in the risk of GDM in the pregnant
women with folic acid supplementation in all regions [OR =1.07,95%CI (0.75,1.51),P =0.72];the risk of GDM in the pregnant
women with folic acid supplementation outside Asia was significantly lower [OR =0.76,95%CI (0.67,0.86),P < 0.000 1];while
the risk of GDM in the pregnant women with folic acid supplementation in Asia was significantly higher [OR = 1.49, 95%CI
(1.16,1.91),P = 0.002] ; the risk of GDM in the pregnant women with folic acid supplementation before pregnancy and in the
first and second trimesters of pregnancy in Asia was higher,but the difference was not significant [OR = 1.39,95%CI (0.99,1.96),
P =0.06];the risk of GDM in the pregnant women with folic acid supplementation before and during pregnancy in Asia was
significantly higher [OR = 1.62,95%CI (1.13,2.33),P = 0.009]. Conclusion Folic acid supplementation in the pregnant women
outside Asia can decrease the risk of GDM, while that in the pregnant women in Asia can increase the risk of GDM, and this
trend will increase with the prolongation of folic acid supplementation.
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Fig. 1 Flow chart of study screening
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Note: * refers to taking folic acid continuously for less than four weeks before pregnancy and/or less than 16 weeks during pregnancy,and #

refers to taking folic acid continuously for at least four weeks before pregnancy and at least 16 weeks during pregnancy.
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Fig.2 Inverted funnel plot for Meta — analysis of the association between different variables and risk of GDM
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