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Abstract: Objective To systematically evaluate the placebo effect of randomized controlled trials of tic disorders in children and
explore its influencing factors. Methods The Chinese and English literatures on children's tic disorder randomized controlled trial
(RCT) in CNKI, VIP, Wanfang data, CBM, PubMed, Cochrane Library and Embase were searched from the establishment of each
database to November 2021. Using R software, the total tic scores of Yale global tic severity scale (YGTSS-TTS), the total scores of
Yale global tic severity scale (YGTSS) and the effective rate based on their definitions were analyzed by Meta-analysis of
quantitative or qualitative data, to explore the factors affecting the placebo effect, and the influencing factors were analyzed by
subgroup. Result A total of 11 RCTs were included, with a total sample size of 606 cases in the placebo group. For the mean change
and effective rate of YGTSS-TTS, the results of Meta-analysis were 7.2 [95%CI (6.23, 8.18)] and 36% [95%CI (28%, 45%)]

respectively; subgroup analysis was performed according to different defined thresholds of efficiency (score reduction rate > 25%, >
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30% and > 50%),the combined effect values were 48% [95%CI (43%, 53%)], 42% [95%CI (35%, 49%)] and 20% [95%CI (12%,
29%)] respectively. For the mean change and effective rate of total YGTSS score, the results of Meta-analysis were 13.89 [95%CI
(12.4, 15.38)] and 32%[95%CI (24%, 41%)] respectively; subgroup analysis was performed according to different defined
thresholds of efficiency (score reduction rate = 30% and > 50%),the combined effect values were 40% [95%CI (34%, 47%)] and

22% [95%CI (14%, 31%)]. Meta regression analysis was carried out for each outcome index and the results showed that the disease

severity and course of treatment were positively correlated with the placebo effect. Conclusion Children with ic disorders have a

certain placebo effect. The placebo effect may be related to factors such as enrollment severity and course of treatment. The effect

size decreases with the increase of the defined threshold. These results can provide reference for placebo-controlled clinical trial

design and sample size estimation.

Key words: children with tic disorders; placebo effect; systematic review; Meta-analysis; influence factor
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Fig. 3 Meta-analysis of forest plot in YGTSS-TTS changes difference
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Fig. 4 Meta-analysis of forest plot in efficiency defined by YGTSS-TTS reduction
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Table 3 Summary of Meta regression about reduction of YGTSS-TTS
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Fig. 5 Meta-analysis of forest plot in total YGTSS change difference
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Fig. 6 Meta-analysis of forest plot in efficiency defined by reduction of YGTSS total scores
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Table 4 Summary of Meta regression about the reduction of YGTSS total score
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