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Substance: 
cannabidiol 
 
Brand 
Name:Epidyolex 
(Epidiolex in US) 
 
Originator/licens
ee:GW Pharma 
(International) 
B.V. 
 
Classification: NI 
 
ATC code: 
N03AX24 
 
Orphan Status: 
Eu:Yes 
Us:Yes 
 
Mechanism of 
action: 
The precise 
mechanisms by 
which cannabidiol 
exerts its 
anticonvulsant 
effect in humans 
are unknown.  
Cannabidiol does 
not appear to 
exert its 
anticonvulsant 
effects through 
interaction with 
cannabinoid 
receptors. [1] [2] 

Authorized Indication: 
EMA: cannabidiol is indicated 
for use as adjunctive therapy of 
seizures associated with 
tuberous sclerosis complex 
(TSC) for pts 2 years of age and 
older. [3] 
 
FDA: cannabidiolis indicated 
for the treatment of seizures 
associated with Lennox-
Gastaut syndrome, Dravet 
syndrome, or TSC in patients 1 
year of age and older. [4] 
 
Route of administration:OS 
 
Licensing status 
EU CHMP P.O. date:25 
February 2021 
FDA M.A. date:31/07/2020 
 
EU Speed Approval 
Pathway:No 
FDA Speed Approval 
Pathway:Yes 
 
----- 
ABBREVIATIONS: 
AE: adverse event 
CHMP: Committee for 
Medicinal Products for Human 
Use 
CI: confidence interval 
TSC: tuberous sclerosis 
complex 
CBD25: cannabidiol 25mg 
CBD50: cannabidiol 50mg 
M.A.: Marketing Authorization 
P.O.: Positive Opinion 
Pts: patients 
SAE: serious adverse event 

Summary of clinical EFFICACY: 
GWPCARE6study (NCT02544763): this was a phase III, international, double blind, parallel-group randomized clinical trial where 224 pts 
with TSC were treated for 16 weekswith 100 mg/mL cannabidiol oral solution at 25 mg/kg/day (CBD25 group) or 50 mg/kg/day (CBD50 
group) or placebo. Study drugs were administered twice daily in equally divided doses. Eligible pts (aged 1-65 years) with a definite clinical 
diagnosis of TSC and medication-resistant epilepsy had at least 8 TSC-associated seizures during the 4-week baseline period and were taking 
at least one antiepileptic medication. The primary endpoint was the change from baseline in the number of TSC-associated seizures* in pts 
taking add-on cannabidiol vs placebo during the 16-week treatment period. 
CBD25 group (n=75): a reduction from baseline in primary-end-point seizures of 48.6% (95% CI, 40.4%-55.8%) was observed. 
CBD50 group (n=73): a reduction from baseline in primary-end-point seizures of 47.5% (95% CI, 39.0%-54.8%) was observed. 
Placebo group (n= 76): a reduction from baseline in primary-end-point seizures of 26.5% (95% CI, 14.9%-36.5%) was observed. 
The percentage reduction from placebo was 30.1% (95% CI, 13.9%-43.3%; p<.001) for the CBD25 group and 28.5% (95% CI, 11.9%-42.0%; 
nominal p=.002) for the CBD50 group. [5] 
 
Summary of clinical SAFETY: 
The most common AEs in the cannabidiol groups were diarrhea (placebo group [25%]; CBD25 group [31%]; CBD50 group [56%]), 
somnolence (placebo group [9%]; CBD25 group [13%]; CBD50 group [26%]), decreased appetite (placebo group [12%]; CBD25 group [20%]; 
CBD50 group [23%]).  
SAEs were reported in 28 pts (CBD25 [21%]; CBD50 [14%]; placebo [3%]); liver enzyme level elevations were the most frequent SAE: alanine 
aminotransferaseplacebo group [0%], CBD25 group [12%], CBD50 group [22%]; aspartate aminotransferase: placebo group [0%], CBD25 
group [11%], CBD50 group [19%].  Serum aminotransferase level elevations greater than 3 times the upper limit of the normal range 
occurred in pts taking CBD25 12%; CBD50 26% and no patient taking placebo; 79% affected pts were taking concomitant valproate.  
No deaths were reported. [5] 
 
Ongoing studies: 

 For the same indication:Yes 

 For other indications:Yes 
[Phase III, but if it is an O/OE drug, also Phase II] 
 
Discontinued studies (for the same indication):Yes 
 
----- 
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Cost of therapy: 
In the USA, the cost for cannabidiol oral liquid 
(100 mg/mL) is around $1,492 for a supply of 
100 milliliters. [6] 
The costof therapy for twice daily CBD50 is 1/3 
of the marketing available formulation price.  
The costof therapy for twice daily CBD25 is 1/6 
of the marketing available formulation price.   
 
Epidemiology: 
Tuberous sclerosis complex is a rare 
neurocutaneous disorder with an estimated 
prevalence among European population of 
8,8/100.000 [7]. 
----- 
POSSIBLE PLACE IN THERAPY: Vigabatrin is the 
recommended first-line therapy for TSC-related 
infantile spasms. Adrenocorticotropin hormone 
can be used, if treatment withvigabatrin is 
unsuccessful.  Anticonvulsant therapy of other 
seizure types in TSC should generally follow that 
of other epilepsies.Epilepsy surgery should 
beconsidered for medically refractory TSC pts, 
but special consideration should be given to 
children at younger ages experiencing 
neurological regression and is best if performed 
at epilepsy centers with experience and 
expertise in TSC. [8] 
 
OTHER INDICATIONS IN DEVELOPMENT: 
Autism, Bipolar disorder, Sturge-Weber 
syndrome, Arthralgia, Opioid-use disorder, 
Fibromyalgia, SARS-Cov2. [9] 
 
SAME INDICATION IN EARLIER LINE(S) OF 
TREATMENT: No 
 
OTHER DRUGS IN DEVELOPMENT for the SAME 
INDICATION: Yes 
[if it is..] 
*Service reorganization Y/N No 
*Possible off label use Y/N Yes 

*Countable focal motor seizures without impairment of awareness, focal seizures with impairment of awareness, focal seizures evolving to bilateral motor seizures, and generalized seizures (tonic-clonic, tonic, clonic, or atonic). 
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