O9IRMY

12.2021

EPIDIOLEX oj7'71" T'ON
Active ingredient and strength: :PTIN1 7'Y9 nin
CANNABIDIOL 100mg/iml "Nn14%12"n 100 “2rmanp
SOLUTION no'mn

,N/TA01 n/nzin ,n/RoN

.Epidiolex 2'wonin 7w 017y 15TV 2V yrTIn? nNnw n"ya D9Ixa

.0'9011 D"N'Y 11DN' 0217V ,0MP'VN DMI'WA DOIRINA IT TN ,2021 12Ny T DTV Y'WONN 17 e
SRR DY 7IND2 10INY VORL ,DITRA WTN VOV AINX Y1 7V ¥'oIm UTN MIin'vaytn e

'WONYT AYINAD ATINAN hon |'7aY
EPIDIOLEX is indicated for use as adjunctive therapy of seizures associated with Lennox-Gastaut syndrome or Dravet
syndrome in patients 2 years of age and older.
Epidiolex is indicated for use as adjunctive therapy of seizures associated with tuberous sclerosis complex (TSC) in
patients 1 year of age and older.
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6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

(..)

Increases in Pneumonia with Concomitant Clobazam
Pneumonia has been observed in controlled trials in patients with LGS and DS more frequently with clobazam (7 of 41 [17%] in

patients receiving 10 mg/kg/day EPIDIOLEX, 13 of 125 [10%] in patients receiving 20 mg/kg/day EPIDIOLEX, and 1 of 123
[1%] receiving placebo) than without concomitant clobazam (0% in patients receiving 10 mg/kg/day EPIDIOLEX, 4 of 113
[4%] in patients receiving 20 mg/kg/day EPIDIOLEX, and 1 of 104 [1%] receiving placebo). In the controlled trial in patients
with TSC, pneumonia was observed more frequently with concomitant clobazam (3 of 18 [17%] in patients receiving 25
mg/kg/day EPIDIOLEX and (0 of 25 [0%] receiving placebo) than without clobazam (0 of 57 [0%] in patients receiving 25
mg/kg/day EPIDIOLEX and 1 of 51 [2%] receiving placebo).

7 DRUG INTERACTIONS
7.2 Effect of EPIDIOLEX on Other Drugs
(.)

Clobazam

Coadministration of EPIDIOLEX produces a bi-directi : e ton—A-3-fold increase in plasma
concentratlons of N desmethylclobazam the actlve metabohte of clobazam (a substrate of CYP2C199—ed-H—%eH-T—d-l-eﬂg—Wl{-h—d

A A : tel), with no effect on
Clobazam levels [ see Clmlcal Pharmacology ( 1 I 3 ) ] The hncreased in N desmethvlclobazam may s -epiebeeleolibens
3 4 o an-increase in-the risk of clobazam-related adverse
reactlons [ see Adverse Reactzons( 6 ) and Warnmgs and Precautzons ( 5.1, 5.2)]. Consider a reduction in dosage of clobazam if
adverse reactions known to occur with clobazam are experienced when coadministered with EPIDIOLEX.

(...)

Sensitive P-gp Substrates Given Orally

Coadministration of EPIDIOLEX with orally administered everolimus, a P-gp and CYP3A4 substrate, results in an
approximately 2.5-fold increase in mean Cy,.x and AUC of everolimus [see Clinical Pharmacology (11.3)]. When initiating
EPIDIOLEX in patients taking everolimus, monitor therapeutic drug levels of everolimus and adjust the dosage accordingly.

When initiating everolimus in patients taking a stable dosage of EPIDIOLEX. a lower starting dose of everolimus is
recommended, with therapeutic drug monitoring.

Increases in exposure of other orally administered P-gp substrates (e.g., sirolimus, tacrolimus, digoxin) may be observed on
coadministration with EPIDIOLEX. Therapeutic drug monitoring and dose reduction of other P-gp substrates should be

considered when given orally and concurrently with EPIDIOLEX.

4917001 nlpnh NND 7063 .T.N 6 NIY'Yn ‘N1 ,D1DIX"] 1'1J2 D”VY2 DIDIRX']
Email: neopharm@neopharmgroup.com 03-9373770 :0pPD 03-9373737 :90 www.neopharmgroup.com




O9INRM )

7.3 Concomitant Use of EPIDIOLEX and Valproate

11 CLINICAL PHARMACOLOGY
11.3 Pharmacokinetics
(...

Transporters

Cannabidiol and the cannabidiol metabolite, 7-OH-CBD, are not anticipated to interact with BCRP, BSEP, MDR1/P-gp, OAT1,
OAT3, OCT1, OCT2, MATE1, MATE2-K, OATP1B1, or OATP1B3.

However, due to limitations of the in vitro testing procedure, inhibition of P-gp mediated efflux by cannabidiol in the intestine
could not be excluded. In vivo data show that CBD can affect P-gp efflux activity in the intestine [see In Vivo Assessment of
Drug Interactions].

(..)

Effect of EPIDIOLEX on Everolimus
Coadministration of EPIDIOLEX (12.5 mg/kg twice daily) with the P-gp and CYP3A4 substrate everolimus (5 mg) in healthy
volunteers led to an approximately 2.5-fold increase in everolimus mean Cy.x and AUC [see Drug Interactions (7.2)].

12 NONCLINICAL TOXICOLOGY
12.1 Carcinogenesis and Mutagenesis

Carcinogenesis

In a carcinogenicity study in mice, oral administration of cannabidiol (0 [water], O [vehicle], 30, 100, or 300 mg/kg/day) for 2
years resulted in an increased incidence of hepatocellular adenomas in male mice at the highest dose tested. At the mid dose
(100 mg/kg/day), plasma exposures (AUC) were approximately 5 and 3 times that the recommended human doses (RHDs) of 20
and 25 mg/kg/day, respectively.

The carcinogenic potential of cannabidiol has not been assessed in rats.
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