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Mayzent is indicated for the treatment of relapsing forms of multiple sclerosis (MS), to include relapsing-
remitting disease, and active secondary progressive disease, in adults.
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4.5 Interaction with other medicinal products and other forms of interaction

Potential of other medicinal products to affect siponimod pharmacokinetics

Cytochrome P450 (CYP2C9) is the major metabolising enzyme for siponimod, accounting for 79.5% of
metabolism in extensive metabolisers with the CYP2C9*1*1 genotype. Residual elimination of siponimod

1s ascrlbed to various other cytochromes, each of which is responsible for a minor fraction of elimination.

CYP2C9 and-C¥P3A44 inhibitors

Concomitant use of siponimod and medicinal products that cause moderate or strong CYP2C9 inhibition is
not recommended because a clinically relevant increase of siponimod exposure by 2- or 4-fold is
anticipated, respectively.

The co-administration of fluconazole (moderate CYP2C9/ CYP3 A4 dual inhibitor) 200 mg daily at steady
state and a single dose of siponimod 4 mg in healthy volunteers with a CYP2C9*1*1 genotype led to a
2-fold increase in the area under the curve (AUC) of siponimod. According to evaluation of the drug
interaction potential using physiologically based pharmacokinetic (PBPK) modelling, a maximum of a
2.2-fold increase in the AUC efsipenimed is predicted aeress-genetypes with any type of E¥P3A4and
moderate CYP2C9 inhibitors dependm,q on the CYP2C9 genotype @eeept—fer—pa&ems—w%h—a—%@—Z—Z
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CYP2C9 and CYP3A4 inducers
Siponimod may be combined with most types of CYP2C9 and CYP3 A4 inducers. However, because of an
expected reduction in siponimod exposure, the appropriateness and possible benefit of the treatment should
be considered when siponimod is combined:
- with dual strong CYP3A4/m0derate CYP2C9 dualinducers (e g 1famp101n, carbamazepine) er-a

) : : ndueer in all patients,

regardless of genotype Co- admrnlstratlon of 2 mg 51pon1m0d and 600 mg rifampicin decreased
siponimod AUChuuss and Cumax.ss by 57% and 45%, respectively. in CYP2C9*1*1 subjects.

- with moderate CYP3 A4 inducers (e.g. efavirenz, modafinil) erstreng-CYP3A4-indueersin for
patients with a CYP2C9*1*3 or *2*3 genotype._The most pronounced reduction of siponimod
exposure by 35% (AUCau.ss) and 39% (Cmax.ss) 1 predicted after co-administration of 1 mg
siponimod daily and 600 mg efavirenz daily in patients with CYP2C9*1*3 genotype compared to
those with CYP2C9*1*1 genotype receiving their recommended dose of 2 mg siponimod without
concomitant medication. No clinical data for siponimod combined with moderate CYP3 A4 inducers

are available.

5.2 Pharmacokinetic properties

Biotransformation

Siponimod is extensively metabolised, mainly by polymorphic CYP2C9 (79.5% for extensive- metaboliser
CYP2C9*1*1) and its overall contribution to siponimod elimination depends on its genotype and enzyme

activity. Residual elimination of siponimod is ascribed to various other cytochromes, including CYP3A4
(6.4%), which are considered to be minor across all CYP2C9 genotypes eytochromeP450-2E9-(CYP2ES)
0 1)

Drug-drug interaction (DDI)

The impact of moderate CYP2C9 inhibitors on siponimod exposure was observed and predicted to be up to
2-fold for AUC and 1.6-fold for Cmax across all CYP2C9 genotypes at the maintenance dose. DDI
predictions for strong CYP2C9 inhibitors resulted in an approximately 4-fold exposure increase compared
to CYP2C9*1*1. The concomitant use of moderate or strong CYP2C9 inhibitors is therefore not
recommended (see section 4.5).

The co-administration of clarithromycin (strong CYP3 A4 inhibitor) 500 mg daily at steady state and a
single dose of siponimod 0.25 mg in healthy volunteers with the CYP2C9*1*3 genotype led to a 1.09-fold
increase in the AUC of siponimod that was not clinically relevant.
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