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Multiple sclerosis

Zeposia is indicated for the treatment of adult patients with relapsing remitting multiple sclerosis (RRMS) with active
disease as defined by clinical or imaging features.

Ulcerative colitis

Zeposia is indicated for the treatment of moderately to severely active ulcerative colitis (UC) in adults.
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4.3 Contraindications

. Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
. Immunodeficient state predisposing to systemic opportunistic infections (see section 4.4).
. Patients who in the last 6 months experienced myocardial infarction (Ml), unstable angina, stroke, transient

ischaemic attack (TIA), decompensated heart failure requiring hospitalisation or New York Heart Association
(NYHA) Class llI/IV heart failure.

. Patients with history or presence of second-degree atrioventricular (AV) block Type Il or third-degree AV block or
sick sinus syndrome unless the patient has a functioning pacemaker.

. Severe active infections, active chronic infections such as hepatitis and tuberculosis (see section 4.4).

. Active malignancies.

. Severe hepatic impairment (Child-Pugh class C).

. During pregnancy and in women of childbearing potential not using effective contraception (see sections 4.4 and
4.6).

4.4 Special warnings and precautions for use

[...]

Progressive multifocal leukoencephalopathy (PML)

PML is an opportunistic viral infection of the brain caused by the John Cunningham virus (JCV) that typically occurs in
patients who are immunocompromised and may lead to death or severe disability. PML has been reported in patients
treated with SiPreceptermodulatersHheluding ozanimod;and-ethertherapiesforMSand-UEC (see section 4.8). JCV
infection resulting in PML has been associated with some risk factors (e.g., polytherapy with immunosuppressants,
severely immunocompromised patients). Typical symptoms associated with PML are diverse, progress over days to
weeks, and include progressive weakness on one side of the body or clumsiness of limbs, disturbance of vision, and
changes in thinking, memory, and orientation leading to confusion and personality changes.

Physicians should be vigilant for clinical symptoms or MRI findings that may be suggestive of PML. MRI findings may be
apparent before clinical signs or symptoms. If PML is suspected, treatment with ozanimod should be suspended until
PML has been excluded. If confirmed, treatment with ozanimod should be discontinued.

Immune reconstitution inflammatory syndrome (IRIS) has been reported in MS patients treated with S1P receptors
modulators, 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.

[...]

Return of MS disease activity after ozanimod discontinuation

Severe exacerbation of disease, including disease rebound, has been rarely reported after discontinuation of another
S1P receptor modulator. In the ozanimod long-term extension study, following permanent discontinuation of ozanimod,
clinical relapses were reported in 3.3% of patients, none with severe exacerbation of disease or severe increase in
disability. Patients should be observed for return of disease activity upon ozanimod discontinuation and appropriate
treatment should be instituted as required.
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After stopping ozanimod in the setting of PML, it is recommended to monitor patients for development of immune
reconstitution inflammatory syndrome (PML-IRIS) (see “Progressive multifocal leukoencephalopathy” above).

[...]

Potassium content

This medicinal product contains less than 1 mmol potassium (39 mg) per capsule, that is to say essentially ‘potassium-
free'.

[...]
4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in females

Zeposia is contraindicated in women of childbearing potential not using effective contraception (see section 4.3).
Therefore, before initiation of treatment in women of childbearing potential, a negative pregnancy test result must be
confirmedavaitable and repeated at suitable intervals. Counselling should be provided regarding the risk to the foetus.
Women of childbearing potential must use effective contraception during ozanimod treatment and for 3 months after
treatment discontinuation (see section 4.4).

[...]

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions {>-5%}-r-controled-periods-of theadultMS-and-UCelinical-studies are
nasopharyngitis (12.3%), alanine aminotransferase (ALT) increased (5%), and gamma-glutamyl transferase (GGT)

increased (5.4%). Initiation of ozanimod may result in transient bradycardia that usually resolves by the end of the first

week. Other serious adverse reactions include serious opportunistic infections (PML has been reported in patients
treated with ozanimod), macular oedema (see section 4.4), hypertension, and rare cases of clinically significant liver
injury (see section 4.4).
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