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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: 

Xadago® is available in a film coated tablet containing either 50 mg or 100 mg 
of safinamide mesylate. 
 
Manufacturer:  US WorldMeds, LLC, Louisville, KY 40241 

  

Summary of 
Findings: 

Xadago® was evaluated in two large, randomized, double-blind, placebo-
controlled, 6-month clinical trials as add-on therapy in patients with 
Parkinson's disease who had more than 1.5 hours of “off” time daily. The 
addition of Xadago® compared with placebo increased daily “on” time without 
troublesome dyskinesia in both trials. Xadago® also improved daily “off” time 
and motor scores in both trials. In a 2-year extension phase of Study 1, 
improvements in “on” time without dyskinesia, as well as “off” time, were 
maintained. 

  
Status 
Recommendation: 

 Prior Authorization (PA) Required 
 Clinical Edit 

 Open Access 
 PDL 

   
Type of PA 
Criteria: 

 Increased Risk of ADE 
 Appropriate Indications 

 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 (5,6) 
Parkinson’s disease is a chronic and progressive movement disorder.  It involves the malfunction 
and death of vital nerve cells in the brain, called neurons.  Some of these dying neurons produce 
dopamine, a chemical that sends messages to the part of the brain that controls movement and 
coordination.  As PD progresses, the amount of dopamine produced in the brain decreases, 
leaving a person unable to control movement normally.  Nearly one million people in the US are 
living with Parkinson’s disease.   
 
“Off” episodes occur when the oral levodopa medication hasn’t taken effect or its effects have 
worn-off or symptoms re-emerge and are at or near their worst.  “Off episodes” may consist of 
tremor, slowness, stiffness, difficulty moving or walking, and trouble getting around.  They can also 
happen because the positive effects of the oral levodopa medications have worn off.  They can 
interfere with your everyday work, recreation, or even routine daily activities.  These episodes can 
last for a few minutes or up to a few hours and may be experienced multiple times per day. 
 

Dosage Form(s) (1) 
Xadago® is available in a film coated tablet containing either 50 mg or 100 mg of safinamide 
mesylate. 
 

Manufacturer (1) 
US WorldMeds, LLC, Louisville, KY 40241 
 

Indication(s) (1) 
Xadago® is indicated as adjunctive treatment to carbidopa/levodopa in patients with Parkinson’s 
disease experiencing “off” episodes. 
 

Clinical Efficacy (1,2,3,4) (mechanism of action/pharmacology, comparative efficacy)  

Xadago® is a MAO-B inhibitor that decreases dopamine catabolism, thereby increasing dopamine 
levels and dopaminergic activity in the brain. 
 
Pharmacokinetics: 

                           Xadago® 

Protein Binding 88% to 89% 

Volume of Distribution 165 L 

Metabolism Liver, via oxidation and glucuronidation to inactive 
metabolites 

Excretion Urine, 76% (unchanged, 5%) 
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Half-life 20 to 26 hours 
 

 

Parkinson’s disease 
  
Xadago® improved daily “on” time and “off” time compared with placebo after 6 months of treatment 
when used as add-on treatment in Parkinson’s disease. 
 

STUDY DESIGN Two randomized, double-blind, placebo-controlled, multicenter, 24-week, 

phase 3 clinical trials (Study 1, N=669; Study 2, N=549) 

INCLUSION 

CRITERIA 

Patients aged 30 to 80 years of age with Parkinson’s disease and 

experiencing greater than 1.5 hours of “off” time per day on levodopa and 

other dopaminergic medications. 

EXCLUSION 

CRITERIA 

Patients with severe, disabling peak-dose or biphasic dyskinesia, or 

unpredictable symptom fluctuations. 

TREATMENT 

REGIMEN 

In Study 1, patients were randomized to receive Xadago® 50 mg or 100 

mg daily or placebo.  In Study 2, patients were randomized to receive 

Xadago® 100 mg daily or placebo. 

RESULTS The addition of Xadago® compared with placebo increased daily “on” time 

without troublesome dyskinesia at week 24 (Study 1 (50 and 100 mg), 

1.37 and 1.36 hours vs 0.97 hours; Study 2 (100 mg), 1.42 hours vs 0.57 

hours).  In Study 1, Xadago® improved “off” time, the Unified Parkinson’s 

Disease Rating Scale (UPDRS)-III (motor)score, and the Clinical Global 

Impression Change (CGI-C) and Severity scores(CGI-S), but not the 

Dyskinesia Rating Scale (DRS) “on” time score.  Xadago® 100 mg per 

day, but not 50 mg per day, improved the UPDRS-II (activities of daily 

living) score.  In study 2, Xadago® 100 mg per day improved daily “off” 

time, CGI-C, CGI-S, and UPDRS-III, but not UPDRS-II scores.  In a 2 year 

extension phase of Study 1 (N=544), the mean change from baseline on 

the DRS total score was not significantly improved for either Xadago® 

dose compared with placebo; however, both Xadago® doses improved 

“off” time, “on” time without dyskinesia, and CGI-S, while Xadago® 100 mg 

improved UPDRS-II and III.    

SAFETY In both studies, the majority of patients completed treatment (87% to 90%) 

and most of the adverse events were mild or moderate. 

 

Contraindications (1) 
 Concomitant use with drugs in MAOI class or drugs that are potent inhibitors of monoamine 

oxidase, including linezolid; increased risk of elevated blood pressure, including 
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hypertensive crisis 

 Concomitant use of opioids (eg, meperidine and its derivatives, methadone, propoxyphene, 
or tramadol), serotonin-norepinephrine reuptake inhibitors, tricyclic antidepressants, 
tetracyclic antidepressants, triazolopyridine antidepressants, cyclobenzaprine, 
methylphenidate and its derivatives, amphetamine and its derivatives, or St John's wort; 
increased risk of life-threatening serotonin syndrome 

 Concomitant use of dextromethorphan; increased risk of psychosis or abnormal behavior 

 History of hypersensitivity to safinamide 

 Severe hepatic impairment (Child-Pugh C: 10 to 15) 
 

Warnings and Precautions (1) 
 Use of higher than recommended daily dosage is not recommended due to increased 

risk of hypertension, exacerbation of existing hypertension, or a hypertensive crisis. 

 New onset or exacerbation of pre-existing hypertension has been reported; monitoring 
recommended, especially with concomitant use of prescription or nonprescription 
sympathomimetic medications. Medication dosage adjustment may be required for 
sustained blood pressure elevations. 

 Avoid foods containing very high amounts of tyramine (ie, more than 150 mg). 

 Concomitant use of isoniazid may result in hypertension; monitoring recommended. 

 Falling asleep during activities of daily living has been reported, including the operation 
of motor vehicles resulting in accidents; discontinuation may be required. If therapy is 
continued in patients who experience daytime sleepiness or episodes of falling asleep 
during activities that require full attention, driving and other dangerous activities should 
be avoided. 

 New onset or exacerbation of pre-existing dyskinesias has been reported. 

 Withdrawal-emergent hyperpyrexia and confusion, resembling neuroleptic malignant 
syndrome, has been reported following rapid dosage reduction, withdrawal, or change in 
therapy of drugs that increase central dopaminergic tone. 

 Patients with a history of retinal/macular degeneration, uveitis, inherited retinal 
conditions, family history of hereditary retinal disease, albinism, retinitis pigmentosa, or 
any active retinopathy (eg, diabetic retinopathy); monitoring for visual changes 
recommended. 

 Exacerbation of psychosis may occur in patients with major psychotic disorders, 
including hallucinations; dosage reduction or discontinuation may be required. 

 Compulsive behaviors and impaired impulse control (eg, urges to gamble or spend 
money, increased sexual urges, binge eating, other intense urges) have been report 
 

Adverse Effects (1) 
 

Most common, ≥ 2% Xadago
® 

(safinamide) 

(n=498) 
Placebo 
(n=497) 

Dyskinesia 17% 9% 

Fall 6% 4% 

Nausea 6% 4% 

Insomnia 4% 2% 
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Orthostatic hypotension 2% 1% 

Anxiety 2% 1% 

Cough 2% 1% 

Dyspepsia 2% 1% 

 
 

Drug Interactions (1) 
 Breast Cancer Resistance Protein (BCRP) substrates: Methotrexate, imatinib, rosuvastatin, 

lapatinib 

 Dextromethorphan 

 Dopamine antagonists: Antipsychotics, metoclopramide 

 Isoniazid 

 Linezolid 

 MAO inhibitors 

 Opioids 

 Serotonergic agents 

 Sympathomimetics: Methylphenidate, amphetamine, decongestants, cold remedies 

 Tyramine 
 

Dosage and Administration (1) 
The FDA recommended dose is 50 mg orally once daily at the same time each day and 
increase to 100 mg once daily after 2 weeks based on clinical need and tolerability.  For 
discontinuation, reduce dose from 100 mg to 50 mg daily for 1 week before discontinuing to 
decrease risk of withdrawal-emergent hyperpyrexia and confusion.  Dose adjustment 
recommended for moderate hepatic impairment. 
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Cost   
 

GENERIC 
NAME 

BRAND 
NAME 

MANUFACTURER STRENGTH DOSE COST/ 
MONTH* 

Safinamide Xadago US WorldMeds 50 mg tablets 1 tablet daily $669.90 

100 mg tablets 1 tablet daily $669.90 

Rasagiline Azilect Teva 0.5 mg tablets 1 tablet daily $694.20 

1 mg tablets 
 

1 tablet daily $694.20 

* Wholesale Acquisition Cost 

Conclusion 
Xadago® is an MAO-B inhibitor indicated as adjunctive treatment to carbidopa-levodopa in patients 
with Parkinson’s disease experiencing “off” episodes.  In two large, randomized, placebo 
controlled, 6-month clinical trials in patients experiencing more than 1.5 hours of “off” time daily, the 
addition of Xadago®  compared with placebo increased daily “on” time without troublesome 
dyskinesia, and improved daily “off” time and motor scores.  In a 2 year extension phase of one 
trial, improvements in “on” time without dyskinesia and “off” time were maintained.  Xadago® is 
contraindicated in combination with opioids, dextromethorphan, other MAO inhibitors, dopamine 
antagonists, sympathomimetic agents, and in patients with severe hepatic impairment.  The most 
common adverse event is dyskinesia.   
 

Recommendation 

MO HealthNet Division recommends Open Access status for this product. 
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