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Background and Aim Methods
1.  One previous meta-analysis by Cubo et al.' published 10 1. We conducted a systematic review and meta-
years ago systematically analyzed the magnitude of the analysis to examine the magnitude of the placebo
placebo effect in randomized controlled trials (RCTs) effect in RCTs including patients with tic disorders.
Including patients with tic disorders and demonstrated that Tic severity was measured using the total tic score
there is a small, but relevant placebo effect in patients with of the Yale Global Tic Severity Scale (YGTSS-TTS).
tic disorders (Table 1). 2. The placebo effect was defined as an improvement
2. The aim of this systematic review and meta-analysis was to of at least 30% over baseline scores in the YGTSS-
update these results considering new data published TTS and was considered clinically relevant when at
recently. least 10% of patients in the placebo-arm met that
benchmark.

Table 1. Meta-analysis of placebo effect in study by Cubo et a.’

Mean scores + SD P value for RESUItS
baseline vs.
follow-up
Baseline  First follow- Cosrﬁg;eriss:on Cohen’s d for 1' In tOtal’ N=26 RCTS Were InCIUded ComprISIng

Giose Scofei  Mpiscore:  perigoly  tefiecisize N=961 patients randomized in the placebo group
Total tic scores — " " " "

' eyiussar B VO B - aqd N=1429 In respective Intervention groups
Children 210277  19.6+9.1 0.08 0.18 (Figure 1).

Adults 238+8.3 23.1+87 0.30 0.08

Males 235+8.3 22.3+8.2 0.38 0.09 :

— S wee. . 2. Tests for heterogeneity showed tolerable results
Impairment scale (|2=28.l|.1 %).

Total sample  22.5+10.6 19.9+10.7 0.07 0.09

vy e T o e 3. According to YGTSS-TTS, there was a statistically
Males 230107 20197 052 018 significant 1mprovement of tic severity after
Females 20.4+10.3 18.6+16.8 0.68 0.19 . . .
Total YGTSS placebo administration (p<0.01), but the
Total sample  42.0£18.5 37.3+19.2 0.11 0.21 .

Children 423+163 380=19.1  0.15 0.26 magnitude of the placebo effect was small
Adult 36.3+18.2 341+203  0.22 0.12 . _

Malljess 482+172 396+166  0.67 0.13 (Cohen's d—0-35)-

Females 38.3+134 27.6+263  0.15 0.79
Abbreviations: SD, standard deviation; YGTSS = Yale Global Tic Severity

Figure 1. Forest plot summarizing the results of the meta-analysis. Conclusions

1. It can be concluded that there is a significant
Weight Welght placebo effect in patients with tic disorders, but

Study Total Mean SD Mean Mean 95%—-Cl (common) (random)

31-10-272 34 -7.72 7.1700 - 0.0% 0.0% itis still small.

31-10-273 18 -9.60 7.5000 - 0.0%  0.0% : :

Coffey_2021 51 7.00 8.2800 | 0.0%  0.0% 2. Our next analytic plan will be to further update
Cummings_2002 12 14.62 9.4000 —++— 14.62 [10.16; 21.03] 16%  7.7% . . . _ -
Du_2008 111 12.97 6.2200 = ! 12.07 [11.86:14.18]  26.0%  11.1% the list of studies included in the meta analy5|5-
Gilbert_2000 10 30.40 15.8100 . = 30.40 [22.02; 41.96] 20%  8.3% : : : :

Gilbert_2003 15 -1.80 194000 | | oo 00% 3. New data considering the increasing number of
Gilbert_2018 21 -3.80 5.7000 5 0.0%  0.0% :

Gordon_2008 14 16.60 6.3600  —*— 16.60 [13.58; 20.29] 51%  10.0% large and well-d es|gned RCTs should be
Jankovic_2010 13 -5.00 9.8000 . 0.0%  0.0%

Jankovic_2021 59 -9.10 9.7500 . 0.0%  0.0% constantly evaluated to better understand the
Kurlan_2012 20 -7.17 9.0300 - 0.0%  0.0% : :
Mahableshwarkar_2022 75 -6.44 8.1800 0.0%  0.0% relevance of the placebo effect In this group of
Murphy_2017 18 24.72 10.5400 s 24.72 [20.30; 30.10] 53%  10.0% . . . .
Nicolson 2005 13 1940 58000  |—s— 1940 [16.49.2282]  78%  104% patients, since this Is of relevance for designing
Sallee_2000 11 -1.70 5.0000 o 0.0% 0.0% : :

Sallee_2017 42 -7.10 10.3700 - 0.0%  0.0% and Interpreting results from RCTs.

Scahill_2003 18 25.40 8.7500 = = 25.40 [21.66;29.78] 8.2%  10.4%

T—Force_Gold 61 —6.80 7.8100 - 0.0%  0.0%

T-Force_Green 31 -8.80 8.3500 L 0.0% 0.0%

T_forward 37 -6.10 6.6900 . 00%  0.0%

Toren_2005 14 -4.54 8.1800 - 0.0%  0.0%

Yang_2016 118 13.60 9.1000 & | 13.60 [12.05;15.35]  14.2%  10.8%

Yoo_2013 29 19.90 9.5000 —— 19.90 [16.73; 23.68] 6.8%  10.3%

Zheng_2016 116 14.40 7.5000 &= : 14.40 [13.10;15.83]  23.0%  11.0%

Common effect model 961 S 16.04 [15.32;16.78]  100.0% —

Random effects model —— 18.25 [15.26; 21.84] —— 100.0%
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