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About Mayzent® (siponimod) 
Media factsheet 

In the European Union (EU), Mayzent® (siponimod) is indicated for the treatment of adult 
patients with secondary progressive multiple sclerosis (SPMS) with active disease evidenced 
by relapsing or imaging features of inflammatory activity. Mayzent addresses an unmet need 
for European SPMS patients with active disease who previously did not have an oral 
treatment that has been shown to be effective in delaying progression in this patient 
population based on evidence from a study in a broad SPMS population.  
 
Additionally, Mayzent is approved in the US for the treatment of relapsing forms of MS, to 
include clinically isolated syndrome (CIS*), relapsing remitting disease and active secondary 
progressive disease. In November 2019, Novartis received approval from the Australian 
Therapeutic Goods Administration for Mayzent for adult patients with SPMS.  
 
The approvals in the US, Australia, and EU are based on the Phase III EXPAND trial, the 
largest controlled clinical study of a broad range of SPMS patients, showing Mayzent 
significantly reduced the risk of disease progression, including impact on physical disability 
and cognitive decline1. 
 

EXPAND study and results1 

EXPAND is a randomized, double-blind, placebo-controlled Phase III study, comparing the 
efficacy and safety of Mayzent versus placebo in people with SPMS with varying levels of 
disability, EDSS scores of 3·0–6·5. It is the largest randomized, controlled study in SPMS to 
date, including 1,651 people with a diagnosis of SPMS from 31 countries. EXPAND included a 
subgroup of patients with active disease (n=779), defined as patients with relapses in the 
two years prior to the study and/or presence of Gd-enhancing T1 lesions at baseline. The 
baseline characteristics were similar except for signs of activity compared to the overall 
population.  

 

Full EXPAND data show that compared to placebo, Mayzent: 

 Significantly reduced the risk of three-month confirmed disability progression (CDP) 

by 21% (p=0.013; primary endpoint; 33% reduction versus placebo in patients with 

relapse activity in the two years prior to screening, p=0.0100) 

 Meaningfully delayed the risk of six-month CDP (26% versus placebo, p=0.0058) and 

reduced the annualized relapse rate (ARR) by 55% 

 Had a meaningful benefit on cognition and demonstrated clinically relevant effects on 

cognitive processing speed2  

 More patients were free from gadolinium-enhancing lesions (89%) and from new or 

enlarging T2 lesions (57%) 

 

In the subgroup of Mayzent-treated patients with active disease, results showed: 

 The risk of three-month and six-month CDP was significantly reduced by 31% 
compared to placebo and by 37% compared to placebo, respectively3 

 Significant favorable outcomes in other relevant measures of MS disease activity, 
including ARR (confirmed relapses), MRI disease activity and brain volume loss (brain 
shrinkage)3 

 

Mayzent demonstrated a safety profile that was overall consistent with the known effects of 

S1P receptor modulation. 

 

How does Mayzent work? 

Mayzent is a sphingosine 1-phosphate receptor modulator that selectively binds to S1P1 and 

S1P5 receptors. In relation to the S1P1 receptor, it prevents the lymphocytes from egressing the 

lymph nodes and as a consequence, from entering the central nervous system (CNS) of 

patients with MS1. This leads to the anti-inflammatory effects of Mayzent4. Mayzent also enters 
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the CNS5,6,7 and binds to the S1P5 sub-receptor on specific cells in the CNS, including 

astrocytes and oligodendrocytes and has shown pro-remyelinating and neuroprotective effects 

in preclinical models of MS8,9,10.  

 

*Clinically isolated syndrome (CIS) is defined as a first episode of neurologic symptoms that lasts at 

least 24 hours and is caused by inflammation or demyelination in the central nervous system11. 

 

 

References  
1. Kappos L, Cree B, Fox R, et al. Siponimod versus placebo in secondary progressive multiple sclerosis 

(EXPAND): a double-blind, randomized, phase 3 study. Lancet. Published online March 22, 2018. 

http://dx.doi.org/10.1016/S0140-6736(18)30475-6. 

2. Mayzent® (siponimod) Summary of Product Characteristics. Novartis International AG. January 2020. 

3. 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. P750. 35th Congress of the European Committee 

for Treatment and Research in Multiple Sclerosis, September 2019. 

4. Gergely P, Nuesslein-Hildesheim B, Guerini D, et al. The selective sphingosine 1-phosphate receptor modulator 

BAF312 redirects lymphocyte distribution and has species-specific effects on heart rate. Brit J Pharm. 2012; 

167:1035-47. 

5. Tavares A, Barret O, Alagille D, et al. Brain distribution of MS565, an imaging analogue of siponimod (BAF312), 

in non-human primates. Eur J Neurol. 2014;21(Suppl 1):504-PP2067. 

6. Briard E, Rudolph B, Desrayuad S, et al. MS565: A SPECT tracer of evaluating the brain penetration of BAF312 

(siponimod). Chem Med Chem. 2015; 10(6):1008-18. 

7. Bigaud M, Perdoux J, Ramseier P et al. Pharmacokinetic/Pharmacodynamic Characterization of Siponimod 

(BAF312) in Blood versus Brain in Experimental Autoimmune Encephalomyelitis Mice. Neurology. 2019;P2.2-

066. 

8. Mannioui A, Vauzanges Q, Fini JB, et al. The Xenopus tadpole: An in vivo model to screen drugs favoring 

remyelination. Mult Scler. 2018:24(11):1421-32. 

9. Martin E, Urban B, Beerli C, et al. Siponimod (BAF312) is a potent promyelinating agent: preclinical mechanistic 

observation. P1376. 35th Congress of the European Committee for Treatment and Research in Multiple 

Sclerosis, September 2019. 

10. Dietrich M, Hecker C, Ramseier P, et al. Neuroprotective potential for siponimod (BAF312) revealed by visual 

system readouts in a model of experimental autoimmune encephalomyelitis-optic neuritis (EAEON). P844. 35th 

Congress of the European Committee for Treatment and Research in Multiple Sclerosis, September 2019.  

11. National MS Society. Clinically Isolated Syndrome (CIS). https://www.nationalmssociety.org/Symptoms-

Diagnosis/Clinically-Isolated-Syndrome-(CIS). Accessed January 2020. 

 

 

 

http://dx.doi.org/10.1016/S0140-6736(18)30475-6
https://www.nationalmssociety.org/Symptoms-Diagnosis/Clinically-Isolated-Syndrome-(CIS)
https://www.nationalmssociety.org/Symptoms-Diagnosis/Clinically-Isolated-Syndrome-(CIS)

