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Drug Monograph 
 

Drug/Drug 
Class: 

Mayzent® (siponimod) oral tablets / Multiple 
Sclerosis Agents 

Prepared for: MO HealthNet 
Prepared by: Conduent 

 

 New Criteria    Revision of Existing Criteria 
 

Executive Summary  
 

Purpose: 

The purpose of this monograph is to provide a review of new therapy to 
determine whether the reviewed drug should be made available on an open 
access basis to prescribers, require a clinical edit or require prior authorization 
for use.  

  

Dosage Forms & 
Manufacturer: 

Mayzent is provided as 0.25 mg and 2 mg film-coated tablets for oral use. 
Each tablet contains 0.25 mg or 2 mg siponimod, equivalent to 0.28 mg or 
2.22 mg as 2:1 co-crystal of siponimod and fumaric acid, respectively.   
 
 
Distributed by:  Novartis Pharmaceuticals Corporation, East Hanover, New 
Jersey 07936, 
 

  

Summary of 
Findings: 

The efficacy of Mayzent was assessed in patients with secondary 
progressive multiple sclerosis (SPMS) in a randomized, double-blind, 
parallel-group, placebo-controlled, time-to-event study.  Mayzent was 
superior to placebo in reducing the risk of confirmed disability progression, 
based on a time-to-event analysis (hazard ratio 0.79, p < 0.0134). Mayzent 
did not significantly delay the time to 20% deterioration in the timed 25-foot 
walk, compared to placebo. Patients treated with Mayzent had a 55% 
relative reduction in annualized relapse rate, compared to patients on 
placebo (nominal p-value < 0.0001). The absolute reduction in the 
annualized relapse rate was 0.089. Although Mayzent had a significant 
effect on disability progression compared to placebo in patients with active 
SPMS (e.g., SPMS patients with an MS relapse in the 2 years prior to the 
study), the effect of Mayzent in patients with non-active SPMS was not 
statistically significant. 

  
Status 
Recommendation: 

 Prior Authorization (PA) Required 
 Clinical Edit 

 Open Access 
 PDL 

   
Type of PA 
Criteria: 

 Increased Risk of ADE 
 Appropriate Indications 

 Non-Preferred Agent 
 No PA Required 
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Purpose 
The purpose of this monograph is to provide a review of new therapy to determine whether the 
reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open 
access drug. While prescription expenditures are increasing at double-digit rates, payers are 
evaluating ways to control these costs by influencing prescriber behavior and guide appropriate 
medication usage. This review will assist in the achievement of qualitative and economic goals 
related to health care resource utilization. Restricting the use of certain medications can reduce 
costs by requiring documentation of appropriate indications for use, and where appropriate, 
encourage the use of less expensive agents within a drug class. 
 

Introduction (2,3,4) 
Multiple sclerosis (MS) is a chronic, immune-mediated, inflammatory, demyelinating disease of the 
central nervous system that disrupts communication between the brain and other parts of the body.  
MS has an unpredictable clinical course during which time neurologic disability accumulates.  MS 
is categorized into clinical subtypes: Clinically isolated syndrome (the first attack of MS), Relapsing-
remitting MS (RRMS), Secondary progressive MS (SPMS), and Primary Progressive MS (PPMS).  
Most people are diagnosed between 20 to 50 years old with RRMS being the most common form 
at diagnosis.  Disease progression is determined by MRI evidence of contrast enhancing lesions 
and/or new or enlarging T2 lesions or clinical relapses.   
 
SPMS is the largest category of MS and develops in approximately 80% of patients with RRMS 
over time, resulting in the greatest amount of neurologic disability.  The average person in the 
United States has about a 1 in 750 chance of developing MS with MS being two to three times 
more common in women than men. 
 

Dosage Form (1) 
Mayzent is provided as 0.25 mg and 2 mg film-coated tablets for oral use. Each tablet contains 
0.25 mg or 2 mg siponimod, equivalent to 0.28 mg or 2.22 mg as 2:1 co-crystal of siponimod 
and fumaric acid, respectively.   
 

Manufacturer (1) 
Distributed by:  Novartis Pharmaceuticals Corporation, East Hanover, New Jersey 07936 
 

Indication(s) (1) 
Mayzent is a sphingosine 1-phosphate receptor modulator indicated for the treatment of relapsing 
forms of multiple sclerosis (MS), to include clinically isolated syndrome, relapsing-remitting 
disease, and active secondary progressive disease, in adults.        
 

Clinical Efficacy (1,2) (mechanism of action/pharmacology, comparative efficacy)  

Siponimod is a sphingosine-1-phosphate (S1P) receptor modulator. Siponimod binds with high 
affinity to S1P receptors 1 and 5. Siponimod blocks the capacity of lymphocytes to egress from 
lymph nodes, reducing the number of lymphocytes in peripheral blood. The mechanism by which 
siponimod exerts therapeutic effects in multiple sclerosis is unknown, but may involve reduction of 
lymphocyte migration into the central nervous system. 
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Siponimod concentration increases in an apparent dose-proportional manner after multiple once-
daily doses of siponimod 0.3 mg to 20 mg. Steady-state plasma concentrations are reached after 
approximately 6 days of once-daily dosing, and steady-state levels are approximately 2-3-fold 
greater than the initial dose. An up-titration regimen is used to reach the clinical therapeutic dose of 
siponimod 2 mg after 6 days, and 4 additional days of dosing are required to reach the steady-
state-plasma concentrations. 
 
Pharmacokinetics: 
 

                           Mayzent 

Absorption Extensive (greater than or equal to 70%, based on the amount of 
radioactivity excreted in urine and the amount of metabolites in feces 
extrapolated to infinity), absolute oral bioavailability is approximately 84%. 
After administration of siponimod 2 mg once-daily over 10 days, a mean 
Cmax of 30.4 ng/mL and mean area under plasma concentration-time 
curve over dosing interval (AUCtau) of 558 h*ng/mL were observed on 
day 10. Steady-state was reached after approximately 6 days of once 
daily administration  

Tmax 4 hours (range 3-8 hours) (Cmax) 

Distribution Moderate mean volume of distribution of 124 L. Siponimod fraction 
found in plasma is 68% in humans. Animal studies show that siponimod 
readily crosses the blood-brain-barrier.  

Protein Binding >99.9% in humans 

Metabolism Extensively metabolized, mainly via CYP2C9 (79.3%), followed by 
CYP3A4 (18.5%). 

Elimination Due to metabolism, and subsequent biliary/fecal excretion. Unchanged 
siponimod was not detected in urine; apparent systemic clearance 
(CL/F) of 3.11 L/h was estimated in MS patients 

Half-life Approximately 30 hours 

 

 Efficacy of Mayzent in patients with secondary progressive multiple sclerosis 
(SPMS) 

 

STUDY DESIGN Randomized, double-blind, parallel-group, placebo-controlled, time-to-

event study 

INCLUSION 

CRITERIA 

Patients with secondary progressive multiple sclerosis (SPMS) who 

had evidence of disability progression in the prior 2 years, no 

evidence of relapse in 3 months prior to study enrollment, and an 

Expanded Disability Status Scale (EDSS) score of 3.0-6.5 at study 

entry (NCT 01665144) 

EXCLUSION 

CRITERIA 

Patients not meeting inclusion criteria. 
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TREATMENT 

REGIMEN 

Patients were randomized to receive either once daily Mayzent 2 mg 

(N = 1105) or placebo (N = 546) beginning with a dose titration. 

Evaluations were performed at screening, every 3 months during the 

study, and at the time of a suspected relapse. MRI evaluations were 

performed at screening and every 12 months. 

RESULTS 82% of Mayzent treated patients and 78% of placebo-treated patients 

completed the study 

Mayzent was superior to placebo in reducing the risk of confirmed 

disability progression, based on a time-to-event analysis (hazard ratio 

0.79, p < 0.0134). Mayzent did not significantly delay the time to 20% 

deterioration in the timed 25-foot walk, compared to placebo. Patients 

treated with Mayzent had a 55% relative reduction in annualized 

relapse rate, compared to patients on placebo (nominal p-value < 

0.0001). The absolute reduction in the annualized relapse rate was 

0.089. Although Mayzent had a significant effect on disability 

progression compared to placebo in patients with active SPMS (e.g., 

SPMS patients with an MS relapse in the 2 years prior to the study), 

the effect of Mayzent in patients with non-active SPMS was not 

statistically significant. 

SAFETY Not specified.   

 

Contraindications (1) 
 Patients with a CYP2C9*3/*3 genotype  

 In the last 6 months, experienced myocardial infarction, unstable angina, stroke, TIA, 
decompensated heart failure requiring hospitalization, or Class III/IV heart failure 

 Presence of Mobitz type II second-degree, third-degree AV block, or sick sinus syndrome, 
unless patient has a functioning pacemaker 
 

Warnings and Precautions (1) 

 Infections: Mayzent may increase the risk. Obtain a complete blood count (CBC) before 
initiating treatment. Monitor for infection during treatment. Do not start in patients with active 
infection.  

 Macular Edema: An ophthalmic evaluation is recommended before starting treatment and if 
there is any change in vision while taking Mayzent. Diabetes mellitus and uveitis increase 
the risk.  

 Bradyarrhythmia and Atrioventricular Conduction Delays: Mayzent may result in a transient 
decrease in heart rate; titration is required for treatment initiation. Consider resting heart 
rate with concomitant betablocker use; obtain cardiologist consultation before concomitant 
use with other drugs that decrease heart rate. 

 Respiratory Effects: May cause a decline in pulmonary function. Assess pulmonary function 
(e.g., spirometry) if clinically indicated. 
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 Liver Injury: Obtain liver enzyme results before initiation. Closely monitor patients with 
severe hepatic impairment. Discontinue if significant liver injury occurs. 

 Increased Blood Pressure (BP): Monitor BP during treatment.  
 Fetal Risk: Women of childbearing potential should use effective contraception during and 

for 10 days after stopping Mayzent.  
 

 

Adverse Reactions Mayzent 2mg 

(N=1099) 

% 

Placebo 
 (N=546) 

% 

Headachea 15 14 

Hypertensionb 13 9 

Transaminase increasedc 11 3 

Falls 11 10 

Edema peripherald 8 4 

Nausea 7 4 

Dizziness 7 5 

Diarrhea 6 4 

Bradycardiae 6 3 

Pain in extremityf 6 4 

 

Terms were combined as follows:  

 a. headache, tension headache, sinus headache, cervicogenic headache, drug withdrawal headache, and procedural headache.  

b. hypertension, blood pressure increased, blood pressure systolic increased, essential hypertension, blood pressure diastolic increased.  

c. alanine aminotransferase increased, gamma-glutamyl transferase increased, hepatic enzyme increased, aspartate aminotransferase 

increased, blood alkaline phosphatase increased, liver function test increased, hepatic function abnormal, liver function test abnormal, 

transaminases increased.  

d. edema peripheral, joint swelling, fluid retention, swelling face.  

e. bradycardia, sinus bradycardia, heart rate decreased.  

f. pain in extremity and limb discomfort 

 

Drug Interactions (1) 
 Vaccines: Avoid live attenuated vaccines during and for up to 4 weeks after treatment 

with Mayzent.  

 CYP2C9 and CYP3A4 Inhibitors: Increase in siponimod exposure; concomitant use of 
Mayzent with moderate CYP2C9 and moderate or strong CYP3A4 inhibitors is not 
recommended. 

 CYP2C9 and CYP3A4 Inducers: Decrease in siponimod exposure; concomitant use of 
Mayzent with moderate CYP2C9 and strong CYP3A4 inducers is not recommended. 
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Dosage and Administration (1,2) 
Before initiation of treatment with Mayzent, patients should be tested for CYP2C9 variants to 
determine CYP2C9 genotype.  Patients with CYP2C9 genotypes of *1/*1, *1,*2, or *2/*2 should 
be initiated with a 5-day titration.  After treatment titration, the recommended maintenance 
dosage is 2 mg taken orally once daily starting on day 6.  Patients with CYP2C9 genotypes of 
*1/*3 or *2/*3 should be initiated with a 4-day titration.  After treatment titration, the 
recommended maintenance dosage is 1 mg taken orally once daily starting on day 5. 
 
Because initiation of Mayzent treatment results in a decrease in heart rate, first-dose 6 hour 
monitoring is recommended for patients with sinus bradycardia, first- or second-degree AV 
block, or a history of myocardial infarction or heart failure.   
 

Cost (1)    
 

BRAND 

NAME 

MANUFACTURER STRENGTH DOSE COST/DOSE** 

Mayzent Novartis 0.25 mg tab 0.25 mg once daily $59.64 

2 mg tab 2 mg once daily $238.58 

Gilenya Novartis 0.5 mg cap 0.5 mg once daily $266.57 

Tecfidera Biogen 120 mg cap 120 mg twice daily $128.04 

240 mg cap 240 mg twice daily $128.04 

**Maximum Allowable Cost 

Conclusion (1,2) 

Multiple sclerosis is the most common immune-mediated inflammatory demyelinating disease of 
the central nervous system.  Mayzent is indicated for the treatment of relapsing forms of multiple 
sclerosis in adults, including clinically isolated syndrome, relapsing-remitting disease, and active 
secondary progressive disease.  Due to Mayzent dosing being based on genotyping, all patients 
will need genetic screening to identify CYP2C9 metabolic function and genotype.  Mayzent 
requires first dose observation in patients with certain pre-existing cardiac conditions.   
 

Recommendation 

This drug is being considered for inclusion in the state specific Preferred Drug List as non-
preferred. 
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Prepared by:  Jennifer Anderson PharmD, BCPS 

Date:  July 21, 2019 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  


