Supplementary Content: Pharmacokinetics and Tolerability of Multiple Doses of Pharmaceutical-Grade Synthetic Cannabidiol in Pediatric Patients With Treatment-Resistant Epilepsy 

James W. Wheless1 • Dennis Dlugos2 • Ian Miller3 • D. Alexander Oh4,11 • Neha Parikh4 • Steven Phillips5 • J. Ben Renfroe6 • Colin M. Roberts7 • Isra Saeed8 • Steven P. Sparagana9 • Jin Yu4 • Maria Roberta Cilio, MD8,10 • On behalf of the INS011-14-029 Study Investigators

1University of Tennessee Health Science Center, Le Bonheur Children’s Hospital, Memphis, TN, USA
2Children’s Hospital of Philadelphia, Perelman School of Medicine at the University of Pennsylvania, Philadelphia, PA, USA
3Nicklaus Children’s Hospital, Miami, FL, USA
4INSYS Development Company, Inc., Chandler, AZ, USA
[bookmark: _GoBack]5Mary Bridge Children’s Neurology Clinic, Tacoma, WA, USA
6Child Neurology Center of Northwest Florida, Gulf Breeze, FL, USA
7Doernbecher Childhood Epilepsy Program, Department of Pediatrics, Oregon Health & Science University, Portland, OR, USA
8UCSF Benioff Children’s Hospital, University of California San Francisco, San Francisco, CA, USA
9Texas Scottish Rite Hospital for Children, Dallas, TX, USA
10Saint-Luc University Hospital, University of Louvain, Brussels, Belgium
11Present Address: Arena Pharmaceuticals, San Diego, CA, USA

Corresponding Author: Maria Roberta Cilio, MD, PhD, University of California San Francisco Pediatric Epilepsy Box 0137, Mission Hall Global Health and Clinical Sciences Building, 550 16th Street - 4th Floor, San Francisco, CA 94143; Phone: 415-514-8415; Fax: 415-353-2400; Email: Roberta.Cilio@ucsf.edu


Supplementary Content. CYP3A4-Related Prohibited Medicationsa


1

Strong inhibitors
· Boceprevir
· Clarithromycin
· Conivaptan
· Grapefruit juice
· Indinavir
· Itraconazole
· Ketoconazole
· Lopinavir/ritonavir
· Mibefradil
· Nefazodone
· Nelfinavir
· Posaconazole
· Saquinavir
· Telaprevir
· Telithromycin
· Valproic acid
· Voriconazole

Strong inducers
· Avasimibe
· Carbamazepine
· Phenobarbital
· Phenytoin
· Rifampin
· St. John’s Wort

Sensitive substrates with a narrow therapeutic index
· Alfentanil
· Astemizole
· Cisapride
· Cyclosporine
· Dihydroergotamine
· Ergotamine
· Fentanyl
· Pimozide
· Quinidine
· Sirolimus
· Tacrolimus
· Terfenadine


aPlease note this is not an exhaustive list of examples. 
Supplementary Figure: Plasma 7-OH cannabidiol concentration-time profile at steady state (Day 10) in infants, children, and adolescents 
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