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Abstract: Objective To systematically evaluate the clinical efficacy and the safety of probiotics in the treatment of hand , foot and
mouth disease (HFMD) in children. Methods Pubmed, Cochrane Library, CNKI, CBM, VIP and WanFang Data were electronically
searched to collect randomized controlled trials (RCTs) of probiotics in the treatment of children with HFMD from inception to
December 2019, Meta-analysis was performed by RevMan 5.3 software. Results A total of 16 RCTs involving 1 605 children were
included. Meta-analysis results showed that compared with conventional treatment, combined probiotic preparations can
significantly: improve total effective rate [RR =1.26, 95%CI=(1.20, 1.32)]; shorten fever time [MD =-0.76, 95%CI = (-0.84, -0.36)],
herpes crusting time [MD = -1.23, 95%CI = (-1.33, —1.13)], oral ulcer healing time [MD = -1.06, 95%CI = (-1.36, —0.72)];
reduced DAO levels [MD = -0.81, 95%CI = (-0.96, —0.65)], D-LA levels [MD = -2.40, 95%CI = (-2.76, —2.03)] and ET levels
[MD = -0.14, 95%CI = (-0.15, =0.12)]; reduce TNF-a levels [MD = -0.87, 95%CI = (-1.46, —0.28)], CRP levels [MD = -0.35,
95%CI= (-0.47, —0.24)] and IL-6 levels [MD = -4.69, 95%CI = (-7.09, —2.29)], the differences between two group were
statistically significant (P < 0.01). There were no significant differences in rate of ADR. Conclusion For the children with HFMD,
probiotic can short the time for improvement, improve intestinal mucosal barrier function, improve immune function and reduce
inflammatory factor levels, and have better safety, worth of clinical promotion.
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Table 4 Meta-analysis of intestinal mucosal barrier function index between two groups
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Table 5 Meta-analysis of inflammatory factor levels between two groups
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Fig. 2 Forest plot for Meta-analysis of ADR between two groups
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Fig.3 Inverted funnel plot of clinical effectiveness
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Fig. 4 Inverted funnel plot of fade fever time
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