A double-blind, randomized, controlled crossover trial of cannabis in adults with Tourette syndrome
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Cannabis and TS

Case series (Sandyk & Awerbuch, 1988; Miiller-Vahl et al, 1998;
Abi-Jaoude et al, 2017; Thaler et al, 2018; Milosev et al, 2019)

Objective
Efficacy and tolerability of three vaporized medical

Design.

. TWO RCTs (Miiller-Vahl et al, 2002; Miiller-Vahl et al, 2003) cannabis products and placebo for tics 2 week 2-week 2 week
. Oral THC . Primary efficacy endpoint: MRVTRS dose washout dose washout dose washout dose

Findings inconsistent

Secondary efficacy endpoints: PUTS, SUDS, CGI-I
Correlation with cannabinoid plasma levels

vaporized cannabis, 0.25 g

Participants «  Tolerability e  THC10%
*  THC/CBD 9%/9%
e CBD13%

17 met inclusion criteria

5 w/d prior to randomization
Schedule (1)

Using cannabis (1)

Analysis
Nonlinear mixed effects modelling
Repeated measures
Adjusted for baseline score
Treatment order effects

placebo THC <0.3%, CBD <0.3%

Sampling: 0, 0.5, 1, 2, 3, 5 hours

MRVTRS, PUTS, SUDS
Blood: THC, OH-THC, COOH-THC, CBD

Needle phobia (1)
Product supply (2)

Correlation with cannabinoid plasma levels

Adjusted for multiple comparisons

12 randomized

11 males, 1 female; 38 yo (22-54)
OCD (7), ADHD (6), anxiety (4), depression (3), ASD (1)
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Figure2.

A. Proportion of participants ratedas “verymuch improved” or “much improved” on the CGI-l over the
course of 5 hours after administration of cannabis or placebo product.

B. Odds ratio estimates [95% Cl] for pairwise contrasts with p-values adjusted withthe Tukey method.
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Figure 3. Correlation matrices showing strength (number inside circle), direction (warm colors = negative, cool
colors = positive), and significance (p value > 0.05 indicated by X inside circle) of correlations between cannabinoid
and metabolite plasmalevels with MRVTRS, PUTS, and SUDS scores for each of the cannabis products
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Figure 4. Number of adverse events reported for each of the cannabis and placebo products

CBD 13% THC 10% THC/CBD 9%/9%

based on the adverse events checklist

Adverse Events Checklist 8 H

60

©o ©o0o
£ - % FE D | = | i ¢
é N 1 WX % X S
4 1 x g s % ¥ % @ .
g 2
§ 30 ® Placebo s i o X X Q w{ % | % | X | ® | x| ®
s CBD 13% —
& — C ee— L I
% 20 mTHC 10% v e w s . o w s o wow s
5 W THC/CBD 9%/9% R R s o Wlng S LS ey e e i Sl 75 b s S
10 i !
Blinding Success
0 - 1 |} I I - l W cannabis  placebo
Cognitive Effects Somatic Effects Acute Psychotic  Psychomotor Total "
Reaction Effects ' Limitations
Adverse Effects Domain . .
H e  Sample size
*  Single dose
. i *  Fixed dose
Conclusions . Deli
- . . ) . eliver
*  No statistically significant difference on MRVTRS X . | Blindi v
o Placebo oo e THe/ceD . indin
e THC 10% significantly better than placebo on secondary outcomes &
¢ THC and metabolite plasma levels correlated with improvement on all
measures
Funding

THC 10% resulted in the most AEs
This pilot data will inform the design of a larger chronic treatment RCT
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