An Assessment of the Influence of Cannabidiol on the Pharmacokinetics of Methylphenidate
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BACKGROUND METHODS CONCLUSIONS

Co-administration of CBD is not bioequivalent with control.

Medical cannabis [Cannabis sativa L. (marijuana)] or one or more of its components can be used Ca nnab|d|0| (CBD) and M PH Drug |nteract|0n Assessment + 8 0f 12 subjects experienced an AUC,,, increase with the

medicinally in 36 US states. Cannabis is comprised of over 500 different chemical components
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maximum being 1.49-fold higher in the CBD group when

approximately 120 of which are cannabinoids. The most abundant and well-studied cannabinoids compared to placebo.

are A°-tetrahydrocannabinol (THC) and cannabidiol (CBD). Previous in vitro studies suggest that ontc Ao ) T LR SRR PP . C._ wasincreased in 8 of the subjects’ CBD arms (maximum
THC and CBD can potently inhibit major CYP450 isoforms CYP2D6, CYP2C19, CYP2C9, CYP2B6, and _' | S | el P/ haamiley 5 fold increase) and t, , was increased in 6 of the subjects
CYP1A2.1 Thus, the concomitant use of cannabis with conventional medications poses a potential MEDICAL SERERTING b ey e e e CBD arms (maximum 1.48-fold increase).

risk of drug-drug interactions (DDIs). More recently in vitro studies have indicated that CBD and s ;’;ﬁfﬁ;‘] * In some subjects there existed a potential DDI liability with
other major cannabinoids were potent inhibitors to the human carboxylesterase 1 (CES1) “. Lo moummon = - . takon bid _ the coadministration of CBD and MPH.

The present study was conducted to determine if in vitro findings with CES1 could be - ;sx::;’ff:fa-l Ny f;}f;ﬁ:whf;ﬁ::m > Hgﬁm Y fé}f;ﬁﬂig:‘:m

confirmed in a clinical study. Specifically, this study addressed the question of whether =~ "t L taken bid 7.5 ml of Epidiolex’ (Exposure B) 7.5 mi of Epidiolex’ FUTU RE Dl RECT'ONS

CBD could inhibit CES1 to a clinically relevant extent in healthy subjects (n=12). A e e ct—

randomized placebo controlled, cross-over study design was employed in which purified  Collected plasma samples are presently under analysis to
determine CBD exposure and pharmacokinetics and to
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CBD (administered as Epidiolex®) was given concomitantly with the recognized CES1

) : T : » : :
substrate, the psychostimulant methylphenidate (MPH, Ritalin®). explore potential correlations between CBD
CRC Study Period #1 CRC Study Period #2 concentrations and CES1 inhibition
MPH is almost exclusively metabolized by _— ekt o coniy HomeSocmetatsinidig
Table 1: CES1 drug class and medication substrates. s ot b st
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CES1 activity. Findings in this study may o et e e aprate Clofibrate 1. Qian Y Gurley BJ, Markowitz JS. The potential for pharmacokinetic
have implications for numerous other e \nticoagulants e by phenidate Mvooshonomto mofetl An IRB-approved study was conducted at the UF CTSI, This was an open-label and placebo-controlled randomized interactions between cannabis and conventional medications. J
therapeutic agents which are also Endogenous compounds Flamazeni Antrvival Agents crossover design with a 30-day run-in of CBD 750 mg twice daily exposure conducted in healthy subjects (n-12). Clin Psychopharmacol 2019;39(5):462-471.
dependent on CES1 for either inactivation | Zhoese Coananide St 2. Qjan Y, Wang X, Markowitz JS. In vitro inhibition of
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. e Bioequivalence analysis was following FDA Guidance.
e LC-MS/MS for quantification.
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