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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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4.4 Special warnings and precautions for use
Infections

Progressive multifocal leukoencephalopathy

Cases of progressive multifocal leukoencephalopathy (PML) have been reported with siponimod (see
section 4.8). Physicians should be vigilant for clinical symptoms or magnetic resonance imaging (MRI)
findings that may be suggestive of PML. If PML is suspected, siponimod treatment should be suspended
until PML has been excluded. If PML is confirmed, treatment with siponimod should be discontinued.

Immune reconstitution inflammatory syndrome (IRIS) has been reported in patients treated with
sphingosine 1-phosphate (S1P) receptor modulators, including siponimod, who developed PML and
subsequently discontinued treatment. IRIS presents as a clinical decline in the patient’s condition that may
be rapid, can lead to serious neurological complications or death, and is often associated with characteristic
changes on MRI. The time to onset of IRIS in patients with PML was usually from weeks to months after
S1P receptor modulator discontinuation. Monitoring for development of IRIS and appropriate treatment of
the associated inflammation should be undertaken.

Cutaneous neoplasms

Basal cell carcinoma (BCC) and other cutaneous neoplasms, including squamous cell carcinoma (SCC) and
malignant melanoma, have been reported in patients receiving siponimod, especially in patients with longer
treatment duration (see section 4.8).

Stopping siponimod therapy

After stopping siponimod therapy in the setting of PML, it is recommended to monitor the patient for
development of immune reconstitution inflammatory syndrome (PML-IRIS) (see above section
“Progressive multifocal leukoencephalopathy™).
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4.4 Undesirable effects

Neoplasms benign, malignant and unspecified (incl. cysts and polyps)
Uncommon: Squamous cell carcinoma, Malignant melanoma

Immune system disorders
Rare: Immune reconstitution inflammatory syndrome (IRIS)
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