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SPMS=secondary progressive multiple sclerosis.

Not actual patients.

SLOW DOWN SPMS WITH ACTIVE DISEASE.1

IT’S TIME FOR MAYZENT®

Indication
MAYZENT is indicated for the treatment of adult patients with secondary progressive 
multiple sclerosis (SPMS) with active disease evidenced by relapses or imaging 
features of inflammatory activity.

INTRODUCING
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RRMS SPMS WITH ACTIVE DISEASE* SPMS

CENTRAL INFLAMMATION 
AND NEURODEGENERATION 

SPMS IS DRIVEN BY CENTRAL INFLAMMATION 
AND NEURODEGENERATION THAT 
ACCUMULATE FROM THE START2,3

Central inflammation can contribute to cumulative disability 
over time  

CNS inflammation changes across the MS spectrum4

CNS=central nervous system; MS=multiple sclerosis; RRMS=relapsing-remitting MS.

*SPMS with active disease is defined as SPMS with the presence of relapses or imaging features of inflammatory activity.1

•  The activation of CNS-resident immune cells is independent of peripherally driven 
inflammation and can worsen when peripheral immune cells become trapped after crossing 
the blood-brain barrier2,3

•  May lead to neurodegeneration and irreversible damage3,4

Central inflammation and neurodegeneration

Peripherally driven inflammation

•  Occurs when circulating immune cells penetrate the blood-brain barrier and temporarily 
damage the brain3

•  Leads to relapses3
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MAYZENT

MAYZENT IS A NOVEL THERAPY
WITH A UNIQUE DUAL MOA1,5,6

MAYZENT works both peripherally and centrally on S1P
1
 and S1P
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receptors to target MS inflammation and neurodegeneration1,5,7

MAYZENT crosses the blood-brain barrier7-9

For early identification of progressing patients, monitor for 
cognitive and physical changes10

MOA=mechanism of action; S1P=sphingosine 1-phosphate.
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RISK  
REDUCTION

RISK  
REDUCTION

MAYZENT WAS PROVEN TO 
SLOW PROGRESSION

In SPMS with active disease*

Primary end point

Secondary end point

in 6-month CDP compared with placebo1,11‡
37%

in 3-month CDP compared with placebo1,11†
31%

Delayed time to wheelchair 
dependence by 4.3 years12§

Predictive model analysis in the EXPAND patient population

    The EXPAND trial was a randomized, double-blind, placebo-controlled, Phase III study with a broad SPMS patient 
population of 1651 over 24 months, followed by an optional open-label extension.5

* In a subgroup analysis of 779 patients in EXPAND, SPMS with active disease was defined as patients with relapse in the 2 years 
prior to the study and/or presence of T1 Gd+ lesions at baseline.1

†   Time to 3-month CDP was defined as a ≥1-point increase from baseline in EDSS score (0.5-point increase for patients with 
 a baseline EDSS score ≥5.5), sustained for 3 months.5

‡ Time to 6-month CDP was defined as a ≥1-point increase from baseline in EDSS score (0.5-point increase for patients with 
a baseline EDSS score ≥5.5), sustained for 6 months.5

§ Under the assumption of the model (stable effect over time), patients with a baseline EDSS score of 6.5 were predicted to 
progress to EDSS ≥7 in 16.3 years with MAYZENT compared to 12.0 for the overall population. In a survival analysis, patients 
taking MAYZENT had a 36% risk reduction of progressing to EDSS ≥7 (P=0.0483).12

CDP=confirmed disability progression; EDSS=Expanded Disability Status Scale; Gd+=gadolinium-enhancing.
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MAYZENT REDUCED BRAIN ATROPHY AND 
THE RISK OF COGNITIVE DECLINE||

In a broad SPMS patient population

Exploratory analysis

of cortical gray 
matter atrophy vs 
placebo at Month 24 
(P<0.0001, PPS)13#

63% 
REDUCTION

in total brain atrophy 
compared to placebo 
(mean percentage 
change over Months 12 
and 24; P=0.0002)5¶

23%
REDUCTION

Additional secondary end point

of a 4-point worsening on the Symbol Digit 
Modalities Test compared to placebo (P=0.0163).1

•  A 4-point SDMT change has been shown to  
be clinically meaningful14

Exploratory end point

25%
RISK  

REDUCTION

**During treatment initiation.5

†† Herpes zoster infections were reported in 2.5% of patients receiving MAYZENT compared 
to 0.7% of patients receiving placebo. In the extension part of EXPAND, a case of 
cryptococcal meningitis (CM) has been reported.1

CI=confidence interval; PPS=per protocol set; SDMT=Symbol Digit Modalities Test.

The safety of MAYZENT was proven in the pivotal 
EXPAND trial1,15

•  The most common adverse drug reactions with MAYZENT are headache (15%) and 
hypertension (12.6%)1,15

•  Similar discontinuation rates due to adverse events as placebo (3% with MAYZENT vs     
2% with placebo)5

•  Similar incidence of macular edema (2% with MAYZENT vs <1% with placebo) and 
bradycardia** (4% with MAYZENT vs 3% with placebo)5

•  Similar frequency of infections (49% with MAYZENT vs 49% with placebo)5††

||Decline in cognitive processing speed.1 
¶ Patients taking MAYZENT had a -0.497% change in gray matter atrophy from baseline 
(95% CI) for Months 12 and 24 compared to -0.649% for patients taking placebo.1

#PPS values for cortical gray matter atrophy: -0.39 for MAYZENT vs -1.04 for placebo.13



Not actual patients.

IT’S TIME FOR MAYZENT1,5
FOR PATIENTS WITH FIRST SIGNS OF PROGRESSION,

MAYZENT is the first and only oral treatment specifically 
indicated for SPMS with active disease1,5*

PROVEN SAFETY 
PROFILE5,15

DELAYS DISEASE PROGRESSION 
AND DEMONSTRATES 

COGNITIVE BENEFITS1,5,13,14

TARGETS BOTH INFLAMMATION 
AND NEURODEGENERATION 

THROUGH ITS UNIQUE DUAL MOA1,5

* Based on the EXPAND trial, a randomized, double-blind, placebo-controlled Phase III study with a broad SPMS patient population of 1651 over 24 months, followed by an 

optional open-label extension. A subgroup analysis in EXPAND included patients with SPMS with active disease.1,5

References: 1.  MAYZENT [Summary of Product Characteristics]. Novartis Europharm Limited. 2. Kutzelnigg A, Lucchinetti CF, Stadelmann C, et al. Cortical demyelination and diffuse white matter injury in multiple 
sclerosis. Brain. 2005;128(Pt 11):2705-2712. 3. Dendrou CA, Fugger L, Friese MA. Immunopathology of multiple sclerosis. Nat Rev Immunol. 2015;15(9)545-558. doi:10.1038/nri3871. 4. Ziemssen T, Derfuss T, de Stefano 
N, et al. Optimizing treatment success in multiple sclerosis. J Neurol. 2016;263(6):1053-1065. 5. Kappos L, Bar-Or A, Cree BAC, et al; for the EXPAND Clinical Investigators. Siponimod versus placebo in secondary 
progressive multiple sclerosis (EXPAND): a double-blind, randomised, phase 3 study. Lancet. 2018;391(10127):1263-1273. 6. Glaenzel U, Jin Y, Nufer R, et al. Metabolism and disposition of siponimod, a novel selective 
S1P1/S1P5 agonist, in healthy volunteers and in vitro identification of human cytochrome P450 enzymes involved in its oxidative metabolism. Drug Metab Dispos. 2018;46:1001–1013. doi:10.1124/dmd.117.079574
7. Behrangi N, Fischbach F, Kipp M. Mechanism of siponimod: anti-inflammatory and neuroprotective mode of action. Cells. 2019;8(1):1-11. doi:10.3390/cells8010024 8. Gentile A, Musella A, Bullitta 
S, et al. Siponimod (BAF312) prevents synaptic neurodegeneration in experimental multiple sclerosis. J Neuroinflammation. 2016;13(1):207. 9. O’Sullivan C, Schubart A, Mir AK, Dev KK. The dual 
S1PR1/S1PR5 drug BAF312 (siponimod) attenuates demyelination in organotypic slice cultures. J Neuroinflammation. 2016;13:31. doi:10.1186/s12974-016-0494-x 10. Lassmann H, van Horssen J, 
Mahad D. Progressive multiple sclerosis: pathology and pathogenesis. Nat Rev Neurol. 2012;8(11):647-656. 11. Gold R, Kappos L, Bar-Or A, et al. Efficacy of siponimod in secondary progressive 
multiple sclerosis patients with active disease: the EXPAND study subgroup analysis. Poster presented at: 35th Congress of the European Committee for Treatment and Research in Multiple 
Sclerosis; September 11-13, 2019; Stockholm, Sweden. 12. Vermersch P, Gold R, Kappos L, et al. Siponimod delays the time to wheelchair in patients with SPMS: results from the EXPAND study. 
Poster presented at: 35th Congress of the European Committee for Treatment and Research in Multiple Sclerosis; September 11-13, 2019; Stockholm, Sweden. 13. Arnold DL, Fox R, Bar-Or A, et al. 
Effect of siponimod on cortical grey matter and thalamic volume in patients with secondary progressive multiple sclerosis: results of the EXPAND study. Poster presented at: 35th Congress of the 
European Committee for Treatment and Research in Multiple Sclerosis; September 11-13, 2019; Stockholm, Sweden. 14. Benedict RHB, Cree B, Tomic D, et al. Impact of siponimod on cognition in 
patients with secondary progressive multiple sclerosis: phase 3 EXPAND study results. Poster presented at: AAN Meeting; April 26, 2018; Los Angeles, USA. 15. Kappos L, Bar-Or A, Cree BAC, et 
al; for the EXPAND Clinical Investigators. Siponimod versus placebo in secondary progressive multiple sclerosis (EXPAND): a double-blind, randomised, phase 3 study. Lancet. 2018;391(suppl):1-20.



Mayzent®
Important note: Before prescribing, consult Summary of Product Characteristics (SmPC).

Presentation:

Tablets: 0.25 mg film-coated tablets corresponding to 0.25 mg siponimod. 2 mg film-coated tablets corresponding to 2 mg siponimod.

Excipient with known effect: Each tablet of 0.25 mg contains 59.1 mg lactose (as monohydrate) and 0.092 mg soya lecithin. Each tablet of 2 mg contains 
57.3 mg lactose (as monohydrate) and 0.092 mg soya lecithin.

Indications:
Treatment of adult patients with secondary progressive multiple sclerosis (SPMS) with active disease evidenced by relapses or imaging features of 
inflammatory activity.

Dosage and administration (D&A): 

Treatment with Mayzent should be initiated and supervised by a physician experienced in the management of multiple sclerosis. CYP2C9 genotype 
should be determined before initiation of treatment. Mayzent should not be used in patients with a CYP2C9*3*3 genotype. Treatment initiation with a 
titration pack that lasts for 5 days. Once daily intake in the morning. On day 1 and 2: 0.25 mg. On day 3: 0.5 mg. On day 4: 0.75 mg. On day 5: 1.25 mg. 
Maintenance dose starts on day 6. 

Adults: Maintenance dose: 2 mg once daily. Maintenance dose for CYP2C9 *2*3 or *1*3 genotype: 1 mg once daily. No dose adjustments are needed in 
patients with renal impairment. Caution should be exercised when initiating treatment in patients with mild or moderate hepatic impairment (see section 
CI). Mayzent should be used with caution in the elderly patients (65 years or above) due to insufficient data on safety and efficacy. Missed dose and re-
initiation: If a dose is missed on one day in the first 6 days of treatment or if 4 or more consecutive daily doses are missed during maintenance therapy, 
the same initial dose titration and monitoring recommendations should apply.

Contraindications (CI):

Hypersensitivity to the active substance, or to peanut, soya or any of the excipients listed. Immunodeficiency syndrome. History of progressive multifocal 
leukoencephalopathy (PML) or cryptococcal meningitis (CM). Active malignancies. Severe liver impairment (Child Pugh class C). Patients who in the 
previous 6 months had a myocardial infarction (MI), unstable angina pectoris, stroke/transient ischaemic attack (TIA), decompensated heart failure 
(requiring inpatient treatment), or New York Heart Association (NYHA) class III/IV heart failure. Patients with a history of second degree Mobitz type II 
atrioventricular (AV) block, third degree AV block, sino atrial heart block or sick sinus syndrome, if they do not wear a pacemaker.Patients homozygous 
for CYP2C9*3 (CYP2C9*3*3) genotype (poor metaboliser). During pregnancy and in women of childbearing potential not using effective contraception.

Warnings and precautions (W&P): 

Infections: Before initiating treatment with Mayzent, a recent complete blood count (CBC) (i.e. within last 6 months or after discontinuation of prior 
therapy) should be available. Assessments of CBC are also recommended periodically during treatment. Absolute lymphocyte counts <0.2 x 109/l, if 
confirmed, should lead to dose reduction to 1 mg. Confirmed absolute lymphocyte counts <0.2 x 109/l in such a patient (already receiving 1 mg) should 
lead to interruption of Mayzent until the level reaches 0.6 x 109/l when re initiation of Mayzent can be considered. In patients with severe active infection, 
wait for resolution before initiating treatment. Effective diagnostic and therapeutic strategies should be used in patients with symptoms of infection while 
on therapy and up to 3 to 4 weeks after discontinuation. Consider discontinuing therapy if a serious infection develops. Vigilance is advised for magnetic 
resonance imaging (MRI) findings suggestive of PML or for clinical symptoms of (PML) or for clinical symptoms of  CM and, if suspected, Mayzent 
treatment should be suspended until PML or CM can be excluded.  If diagnosed, appropriate treatment should be initiated. Patients without a healthcare 
professional confirmed history of varicella or without vaccination against varicella zoster virus (VZV) should be tested for antibodies to VZV prior to 
treatment initiation. Vaccination: VZV vaccination is recommended in antibody-negative patients and initiation of treatment should be postponed for 1 
month to allow the full effect of vaccination to occur. Concomitant use is not recommended with live attenuated vaccines and for 4 weeks after stopping 
Mayzent therapy. Vaccines may be less effective if administered during Mayzent treatment.Treatment discontinuation 1 week prior to planned vaccination 
until 4 weeks after is recommended. Anti-neoplastic, immune-modulating or immunosuppressive therapies (including corticosteroids): Caution is 
required when used concomitantly with Mayzent and in the weeks after administration of any of these medicinal products is stopped. Macular edema: 
Siponimod therapy should not be initiated in patients with macular oedema until resolution. An ophthalmic examination is recommended 3 to 4 months 
after Mayzent therapy initiation in all patients. In patients with history of diabetes mellitus, uveitis or underlying/co-existing retinal disease Mayzent 
should be used with caution due to potential increase of risk of macular oedema and an opthalmic examination is recommended prior to and regularly 
during therapy. Discontinuing therapy is recommended if macular edema develops. After resolution, reinitiation of treatment after discontinuation should 
be based on the potential benefits and risks for the individual patient. Bradyarrhythmia and Treatment initiation with certain preexisting cardiac 
conditions: See section CI. Patients with the following cardiac conditions should be observed for a period of 6 hours after the first dose of Mayzent for 
signs and symptoms of bradycardia: sinus bradycardia (heart rate <55  bpm), history of first- or second- degree (Mobitz type I) AV block, history of 
myocardial infarction, or history of heart failure (patients with NYHA class I and II). In these patients, it is recommended that an electrocardiogram (ECG) 
is obtained prior to dosing and at the end of the observation period. If postdose bradyarrhythmia or conductionrelated symptoms occur or if ECG 6 hours 
postdose shows new onset seconddegree or higher AV block or QTc ≥500 msec, appropriate management should be initiated and observation continued 
until the symptoms/findings have resolved. If pharmacological treatment is required, monitoring should be continued overnight and 6hour monitoring 
should be repeated after the second dose. Due to the risk of serious cardiac rhythm disturbances or significant bradycardia Mayzent should not be used 
in patients with: history of symptomatic bradycardia or recurrent syncope, uncontrolled hypertension, or severe untreated sleep apnoea. Mayzent should 
not be used in patients with significant QT prolongation (QTc >500  msec) or who were treated with QTprolonging medicinal products with known 
arrhythmogenic properties. Mayzent should not be used in patients with arrhythmias requiring treatment with class Ia (e.g. quinidine, procainamide) or 
class III (e.g. amiodarone, sotalol) antiarrhythmic medicinal products (risk of torsades de pointes). Mayzent should not be used in patients receiving 
concurrent therapy with heart-rate-lowering calcium channel blockers (such as verapamil or diltiazem) or other substances that may decrease heart rate 
(e.g. ivabradine or digoxin) (risk of severe bradycardia and heart block). If concomitant treatment with one of the above substances is being considered 
during initiation of treatment with Mayzent, advice from a cardiologist should be sought regarding the switch to a non-heart-rate-lowering medicinal 
product or appropriate monitoring for treatment initiation. At treatment initiation, use with caution in patients receiving stable dose of beta-blocker if 
resting heart rate is ≤50 bpm. In this case, beta-blocker should be interrupted until the baseline heart rate is >50 bpm.  Mayzent treatment can then be 
started and treatment with beta blocker can be re-initiated  after up-titration to Mayzent maintenance dose. Initiation of Mayzent treatment results in a 
transient decrease in heart rate and has been associated with transient atrioventricular conduction delays; therefore a titration scheme to reach the 
maintenance dose on day 6 is applied. After the first dose, the heart rate decrease starts within one hour and the day 1 decline is maximal at approximately 
3 to 4 hours. With continued up titration, further heart rate decreases are seen on subsequent days, with maximal decrease reached on day 5 to 6. Heart 
rate returns to  placebo levels within 10 days after treatment initiation. Liver function: Recent (i.e. within last 6 months) transaminase and bilirubin levels 
should be available before initiation of treatment with Mayzent. A liver function test is recommended in patients who develop symptoms of hepatic 
dysfunction during treatment and therapy should be discontinued if significant liver injury is confirmed. After resolution, reinitiation of treatment should 
be based on the potential benefits and risks for the individual patient. Caution should be exercised in patients with a history of significant liver disease. 
See section CI. Cutaneous neoplasms: Mayzent should not be used in patients receiving concomitant phototherapy with UV B radiation or PUVA 
photochemotherapy. Caution is required against exposure to sunlight without protection in patients treated with Mayzent. Unexpected neurological 
signs: Vigilance is warranted for any unexpected neurological or psychiatric symptoms/signs of accelerated neurological deterioration (posterior 
reversible encephalopathy syndrome). Prior treatment with immunosuppressive or immune modulating therapies: Caution is required when switching 
patients from other disease modifying therapies (the half-life and mode of action of the other therapy must be considered). A CBC is recommended prior 
to initiating Mayzent to ensure that immune effects of the previous therapy (i.e. cytopenia) have resolved. Initiating treatment with Mayzent after 
alemtuzumab is not recommended. Blood pressure: Blood pressure should be regularly monitored during treatment. Pharmacogenomics: See section CI 
for patients with CYP2C9*3*3 genotype (approximately 0.3 to 0.4% of population). See section D&A for CYP2C9 *2*3 or *1*3 genotype.  Women of 
childbearing potential: See section CI.  Before initiation of treatment, women of childbearing potential must be informed of the risk to the foetus, must 
have a negative pregnancy test and must use effective contraception during treatment and for at least 10 days after treatment discontinuation.Stopping 
therapy: Patients should be observed for relevant signs of possible severe exacerbation or return of high disease activity upon Mayzent discontinuation 
and appropriate treatment should be instituted as required. Lymphocyte counts return to the normal range within 10 days of stopping therapy. However, 
residual pharmacodynamic effects, such as lowering effects on peripheral lymphocyte count, may persist for up to 3 to 4 weeks after the last dose. 
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Interference with haematological testing: Peripheral blood lymphocyte counts cannot be utilised to evaluate the lymphocyte subset status of a patient 
treated with Mayzent. Excipients: Peanut or soya: see section CI. Lactose: patients with rare hereditary problems of galactose intolerance, total lactase 
deficiency or glucosegalactose malabsorption should not take Mayzent. 

Interactions:

Anti-neoplastic, immune-modulating or immunosuppressive therapies (including corticosteroids): See section W&P.Anti-arrhythmic drugs, QT 
prolonging drugs, drugs that may decrease heart rate: See section W&P.Beta-blockers: See section W&P. Vaccination: see W&P. CYP2C9 and CYP3A4 
inhibitors: Concomitant use with Mayzent is not recommended with moderate CYP2C9 inhibitors and moderate or strong CYP3A4 inhibitors (can consist 
of a moderate CYP2C9/CYP3A4 dual inhibitor e.g. fluconazole or a moderate CYP2C9 inhibitor in combination with a separate moderate or strong 
CYP3A4 inhibitor).CYP2C9 and CYP3A4 inducers: Caution is required with strong CYP3A4/moderate CYP2C9 inducers (e.g. carbamazepine) in all 
patients and with moderate inducers of CYP3A4 (e.g. modafinil) in patients with CYP2C9*1*3 and*2*3 genotype (a reduction in siponimod exposure is 
expected).

Pregnancy, women of childbearing potential, contraception in females, breast-feeding, fertility

Pregnancy, women of childbearing potential, contraception in females: see section CI. Before initiation of treatment in women of childbearing potential 
a negative pregnancy test result must be available and counselling should be provided regarding serious risk to the foetus. Women of childbearing 
potential must use effective contraception during treatment with Mayzent and for at least 10 days after stopping treatment.  Mayzent should be stopped 
at least 10 days before a pregnancy is planned. If a woman becomes pregnant while on treatment, Mayzent must be discontinued. Medical advice should 
be given regarding the risk of harmful effects to the foetus associated with treatment and ultrasonography examinations should be performed. 
Embryotoxicity, fetotoxicity and teratogenicity were demonstrated in animal studies. 

Breast-feeding: Mayzent should not be used during breast feeding (no data in human lactation are available and siponimod is excreted into animal milk).

Fertility: The effect of siponimod on human fertility has not been evaluated. Siponimod had no effect on male reproductive organs in rats and monkeys 
or on fertility parameters in rats.

Driving and using machines:
Mayzent has no or negligible influence on the ability to drive and use machines. However, dizziness may occasionally occur when initiating therapy. 
Therefore, patients should not drive or use machines during the first day of treatment initiation with Mayzent.

Adverse drug reactions: 
Very common (≥10%): Headache, hypertension, liver function test increased.
Common (≥1 to <10%): Herpes zoster, melanocytic naevus, lymphopenia, dizziness, seizure, tremor, macular oedema, bradycardia, atrioventricular block 
(first & second degree), nausea, diarrhoea, pain in extremity, oedema peripheral, asthenia, pulmonary function test decreased.
Frequency not known: In the extension part of the phase 3 study, a case of cryptococcal meningitis has been reported.

Packs and prices: Country-specific.
Legal classification: Country-specific.
BSS Version: 2.0
Leaflet revision date: Jan 2021
Safety Label Change (SLC) Tracking Number: 2020-PSB/GLC-1120-s


