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Epidiolex is indicated for use as adjunctive therapy of seizures associated with Lennox-Gastaut
syndrome (LGS), Dravet syndrome (DS), or tuberous sclerosis complex (TSC) in patients 1 year
of age and older.
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7.DRUG INTERACTIONS

1.1 Effect of Other Drugs on EPIDIOLEX

Strong CYP3A4 or CYP2C19 Inducers

Concomitant nseCeadmimstration with a strong CYP3A4 and CYP2C19 inducer (rifampin 600 mg once daily)
decreased cannabidiol and 7-OH-CBD plasma concentrations by approximately 32% and 63%. The impact of
such changes on efficacy of EPIDIOLEX 1s not known [see Clinical Pharmacelogy (11.3)]. Consider an

increase in EPIDIOLEX dosage (based on clinical response and tolerability) up to 2-fold, when concomitantly
usedesadmnistered with a strong CYP3A4 and/or CYP2C19 inducer.

1.2 Effect of EPIDIOLEX on Other Drugs
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Antiepileptic Drugs

Clobazam

Concomitant useCeadmnistration of EPIDIOLEX preducesa3-feldwith clobazam increases saplasma
concentrations of N-desmethylclobazam. the active metabolite of clobazam [see Clinical Pharmacology (11.3)]
3 substrate —with ne-ef aelebazam levels [see Clinical Pharmacelos 2 Thewhich
serease-in M -desmethvlelobazam may increase the risk of clobazam-related adverse reactions [see Adverse
Reactions (6) and Warnings and Precautions (3.1, 5.2)]. Consider a reduction in dosage of clobazam if adverse
reactions known to occur with clobazam are experienced when concomitantly vsedeeadministerad with

EPIDIOLEX.
Stizi /

Concomitant use of EPIDIOLEX asd-with stiripento] easses-an-elevatienincreases gla m—axpom:.res to-of
ML[.':QE Clinical Pharmacofag}' {'H 3)} he me hic inte: - detarm

_onitored for M—mhted

adverse df&g—reactmns when concomitantly used with EPIDIOLEX.

Orally Administered P-gp SubstratesSensitrre P oo Substrates Given Orally

Concomitant nseCeadminssiration of EPIDIOLEX with orally administered everolimups—aP spand CP3AL
substrate- results in an approximately 2_5-fold increase in plazsma exposuresmean Cas-and AUC of everolimus
[see Clinical Pharmacology (11.3)]. When inttiating EPIDIOLEX 1n patients taking everglimus. monitor
therapeutic drug levels of eyerglimus and adjust the dosage accordingly. In patients on a stable dosage of

EPIDIOLEX. it is recommended fo mnitiateWhessnitating M&pm%aﬂakmg—a—smble—desage—ei‘
ERIDIOLEX —at a lower starting dosage and titrate the dose based ondese
therapeutic drug monitoring.

Increases in exposure of other orally administered P-gp substrates (e g | sirolimus, tacrolimus, digoxin) may be
observed when concomitantlves-ceadmimstration used with EPIDIOLEX. Consider Therapestie therapentic
drug monitoring and dese-dosage reduction of other P-gp substrates sheuld be-considersd-when given orally-aad
concusrently with EPIDIOLEX.

EeTAL UETIRT CYPIAD CYPIB6. CYPACE. CYPIC19. and EX¥PICIOUIGTIAL Substrates

CYPI1A42 Substrates
Cannabidiol 15 a weak inhibitor of CYP1A?2 fsee Clinical Pharmacology (11.3)]. Increases in osure of

concomitantly usedecadmmstered with eannabidielEPIDIOLEX. Consider dosage reduction of CYP1A2
substrates where minimal concentration changes may lead to serious adverse reactions, as clinically appropriate
when concomitantly used with EPIDIOLER.

CYP2EG Substrates

Cannabidiol is an inducer and inhibitor of CYP2B6 [see Clinical Pharmacology (12.3})] No clinicalty
significant reduction in exposures of CYP2B6 substrates are observed when concomitantly used with
EPIDIOLEX at 7.5 mo/ks twice daily. Changes in exposures of CYP2B6 substrates are unknown when
concomitantly used with EPIDIOLEX at doses above 7.5 mg/ke twice daily. Consider dosage modification of
CYP2B6 substrates_ as climcally approprniate, when concomitantly used with EPIDIOLEX at doses above

7.5 me'ke twice daily.

4917001 NIPN NND 7063 .T.N0 6 NIY'YUN 'NY ,0IDIN'] ['12 DP"VU21996 (I9XT1W’') DIDIXR']
Email: neopharm@neopharmisrael.com 03-9373716 :0PD 03-9373737 :90 www.neopharmgroup.com



N D19IRM

D19IN') NXIA[7

CYP2CS8 Substrates

Concomitant use of EPIDIOLEX may cause climcally significant interactions with CYP2C8B substrates.

Consider a reduction in dosage of CYP2CS subsirates. as climcallv appropnate, if adverse reactions are

expenienced when concomitantly used with EPIDIOLEX.

dict deno deae inta e otk TRIBA

of adverse reactions-weth these substra T o
desaze of seasitive CYP2C19 substrates. as clinically appropriate. when concomitantly usedeoadsnistered
with EPIDIOLEX.

For CYP2C19 substrates (e_g__ clopidogrel) where efficacy 15 mainly due to their active metabolite(s),

concomitant use of EPIDIOLEX mav decrease plasma concentration of the active metabolite(s) and mavy

therefore decrease efficacy. Consider a dosage increase of such CYP2C19 substrates. as clinically appropriate,

when concomitantly used with EPIDIOLEX.

UGTI1AQ Substrates

Cannabidiol 1s an inhibitor of UGT1A9 [zee Clinical Pharmacology (12.3)]. Increases in exposure of UGT1A9

substrates may be observed when concomitantly used with EPIDIOLEX. Consider a reduction in dosage of

UGT1A9 substrates where munimal concentration changes may lead fo serious adverse reactions, as clinically

appropnate, when concomitantly used with EPIDIOLE3
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Drug Interaction Studiesfs
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Clinical Studies and Model-Informed ApproacheshVavo-Assessment-ofDrngInteractions

Dirug Interaction Studies with AEDs

Clobazam and Valproate

The interaction potential with other AEDs (clobazam and valproate) was evaluated in dedicated clinical studies
following coadministration of EPIDIOLEX (750 mg twice daily in healthy subjectsveluntears and

20 mg/kg/day in patients).

Coadministration with clobazam in healthy subjectsweluntesrs increased the cannabidiol active metabolite 7-
OH-CBD mean Cmax by 73% and AUC by 47%; and increased the clobazam active metabolite, N-
desmethylclobazam. a substrate of CYP2C19 . Cpax and AUC by approximately 3-fold, with no effect on
clobazam levels [see Drug Interactions (7.2)].

When EPIDIOLEX was coadministered with valproate in a-healthv—relunteer trial subjects, there was no effect
on the systemic exposure to valproate. In a separate study in epilepsy patients investigating the effect of
EPIDIOLEX on valproate exposure, there were decreases in both the plasma Cumax and AUC of valproate, which
were not clinically relevant (approximately 17% and 21%, respectively), and a decrease in exposure of the
putative hepatotoxic metabolite of valproate, 2-propyl-4-pentanoic acid (approximately 28% and 33%,

respectively).

In the healthv-—weluateer trial subjects, coadministration with valproate resulted in no clinically relevant changes
in exposure to cannabidiol or its major metabolites (cannabidiol Cuax decreased by 26%; 6-OH-CBD AUC
increased by 27%; 7-OH-CBD AUC increased by 22%; 7-COOH-CBD Cuax and AUC increased by 25% and
32%, respectively).

When EPIDIOLEX was coadministered with stiripentol in a-healthy seluateer trial subjects, Cpaxand AUC of
stnpentol increased 28% and 55%, respectively. In patients with epilepsy, Cuax and AUC of ghinpentol

increased 17% and 30%, respectively [see Drug Interactions (7.2)].

Effect of Other Drugs on EPIDIOLEX

Effeet-af CYP3A4 and CYP2C 19 Inducers-and Inhibitors-Coadministeredwith E

Coadministration of EPIDIOLEX with petest-strong mhibitors of CYP3A4 aad-or CYP2C19 had the following
effects on exposure to cannabidiol and its metabolites. [traconazole a strongThepetent CYP3A4 inhibitor,
straconazele, increased exposure by < 10% for cannabidiol and < 20% for 7-OH-CBD and 7-COOH-CED for
both AUC and Cuax. Although the effects of the-petesta strong CYP2C19 mnhibitor fluconazole were slightly
more marked, they are still considered not to be clinically meaningful (cannabidiol increased by 22% and 24%
for AUC and Cma, respectively; 7-OH-CBD decreased by 28% and 41% for AUC and Cpax; 7-COOH-CED
decreased by 33% and 48% for AUC and Cumax).
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CYP344 and CYP2CI19 Inducers

Coadministration with the petesn == s : a strong CYP3A4 and
CYPIC19 inducer, caused a decrease 1n cannabidiol exposure of 32% and 34% for AUC and Cuax [see Drug
Interactions (7.1)]. There were medesate-laroer changes in exposure to the active metabolite (7-OH-CBD
decreased by 63% and 67% for AUC and Cuax, 7-COOH-CBD decreased by 48% for AUC, whereas there was
no change 1 Cuax).

Effect of EPIDIOLEX on Other Drugs
ina(CYP1A2 Substrates

when coadministered with a single dose of caffeine !200 mg). a sensitive CYP1AZ substrate—s-ubs&ai;e! showed
increased caffeine sure by 15% for and 95% for AUC compared to when caffeine was admimistered
alone [see Drug Interactions (7.2)].

CYP2EBG Substrates
Coadmmistration of EPIDIOLEX (7.5 mg/ke twice daily) with a single dose of bupropion (150 mg), a CYP2B6

ademstered alone. The Cpax and AUC of hydroxvbupropion. an active metabolite formed by CYP2B6, was not
altered. The effect of EPIDIOLEX doses above 7.5 m, twice daily on bu 1on and 18
unknown [see Drug Interactions (7.2)].

CYP2CO Substrates
Coadmmistration of EPIDIOLEX (7.5 mo/ke twice daily) with a single dose of tolbutamide (500 mg)_ a

moderately sensitive CYP2C9 substrate. did not result in changes 1n plasma exposures of tolbutamide compared

to tolbutamide administered alone. No a::lu:u«::a_lh,r meanineful changes in plasma exposures of tolbutamide were
dicted when tolbutamide 15 with steadv-state dosing of EPIDIOLEX (12.5 m

daily).

CYP3A44 SubstratesEffe

Coadmmistration of EPIDIOLEX (750 mg twice dailv) with a single dose of midazolam (2.5 mg)_ a sensitive

CYP3A4 substrate } did not result in changes in plasma concentrations of midazolam compared to midazolam
admimistered alone.

UGTIA9 Substrates

Coadministration of EPIDIOLEX (7.5 mg/ke twice daily) with a single dose of mycophenolate mofetil

{1500 mg), a UGT1A9 subsirate. increased mvcophenolic acid exposure by 16% for Crax and 35% for AUC
when compared to mycophenolate mofetil admimistered alone. An increase in mycophenolic acid exposure by

9% for Cauax and 58% for AUC 1s predicted when mycophenolate mofetil (1500 mg) 15 1 with
steady-state dosing of EPIDIOLEX (125 mg'kg twice daily) [see Drug Interactions (7.2)].
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UGT2E7 Substrates
Coadministration of EPIDIOLEX (7.5 mg'ke twice daily) with a single dose of zidovudine (300 mg). a

UGT2B7 substrate, increased midovudine exposure by 7% for Cmax and 19% for AUC compared to zidovudine

admimistered alone. which is not expected to be clinically significant. No clinically meamingful changes in

lasma exposures of zidovudine are predicted when zidovudine is coadnunistered with steadv-state dosing of

EPIDIOLEX (12.5 mg/ke twice dailv).

In Vitra Assessment of Drug Interactions

Dirug Metabolizing Enzvmes [see Drug Interactions (7.1, 7.2

Cannabidiol has the potential to inhibit CYP2B6 and CYP2CE, and to induce CYP2B6 at clinically relevant

concentrationsCannabidiol mav-indoece ormbibit CYPIBS 5 - ploazant concentration

UGB T butdeesnetinhibitthe UGTIAL UGTIA3 UGTIA4 UGTIAG. or UGT2B17 isoforms.

Transporters

Cannabidiol and the cannabidiol metabolite. 7-OH-CBD. are not anticipated to interact with BCRP. BEEP.
MDR1/P-gp. OATI1. OAT3 OCT1. OCT2 MATEL. MATE2-K_ OATP1B1. or OATP1B3. However. due to

limitations of the in vitro testing procedure. inhibation of P-gp mediated efflux by cannabidiol in the intestine

The cannabidiol metabolite. 7-COOH-CBD. 1z not a substrate of BCRP. OATP1B1. OATP1B3. or OCT1.

However 7-COOH-CBD is a substrate for P-gp. 7-COOH-CED is an inhibitor of transport mediated via BCEP
and BSEP at climically relevant concentrations.
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