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 Comparable Products   Preferred Drug List Status 
Rasagiline     Non-Preferred                                     
Selegiline                          Non-Preferred  
      
 

Pharmacology/Usage:  Safinamide, the active ingredient of Xadago®, is a monoamine oxidase B (MAO-B) inhibitor. 
While its exact mechanism of action for its effect in Parkinson’s disease is not known, inhibition of MAO-B activity, 
by blocking the metabolism of dopamine, is thought to result in an increase in dopamine levels and a subsequent 
increase in dopaminergic activity in the brain. 

Indications:   Adjunctive treatment to levodopa/carbidopa in patients with Parkinson’s disease (PD) experiencing 
‘off’ episodes. It has not been shown to be effective as monotherapy for the treatment of PD. 

This is a pregnancy category C medication. The safety and efficacy of use in the pediatric population have not been 
established.  

Dosage Forms:   Tablets: 50mg, 100mg 

Recommended Dosage:  Take 50mg PO QD, without regards to meals. After 2 weeks, increase to 100mg QD per 
individual need and tolerability. Daily dosages greater than 100mg have not been shown to provide additional 
benefit but higher doses increase the risk for adverse reactions. Xadago® has only been shown to be effective in 
combination with levodopa/carbidopa. 

The maximum recommended dose with moderate hepatic impairment is 50mg daily, while use is contraindicated 
with severe hepatic impairment. Dose adjustments are not required with mild hepatic impairment or with renal 
impairment. 

Drug Interactions:  Refer to the contraindications section for a list of medications that are contraindicated with 
Xadago®. It is recommended to monitor for hypertension if Xadago® is used concomitantly with prescription or 
non-prescription sympathomimetic medications, including nasal, oral, or ophthalmic decongestants and cold 
remedies. Isoniazid has some MAO inhibiting activity. It is recommended to monitor for hypertension and reaction 
to dietary tyramine if isoniazid is used concomitantly with Xadago®.  Monitor for symptoms of serotonin syndrome 
if SSRIs are used concomitantly with Xadago®.  Foods containing a large amount of tyramine should be avoided 
while taking recommended doses of Xadago®.  

Safinamide and its major metabolite may inhibit intestinal breast cancer resistance protein (BCRP), which could 
increase plasma levels of BCRP substrates. Examples of BCRP substrates include methotrexate, mitoxantrone, 
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imatinib, irinotecan, lapatinib, rosuvastatin, sulfasalazine, and topotecan. It is recommended to monitor patients 
for increased pharmacologic or adverse effect of the BCRP substrates if Xadago® is used concomitantly.  

Dopamine antagonists, such as antipsychotics or metoclopramide, may decrease the efficacy of Xadago® and 
exacerbate the symptoms of Parkinson’s disease.  

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Xadago® 50mg/100mg) minus reported % incidence for placebo. Please note that an incidence of 0% means the 
incidence was the same as or that the active drug was less than its comparator. The most frequently reported 
adverse events included dyskinesia (12%/8%), fall (0%/2%), nausea (0%/2%), insomnia (0%/2%), orthostatic 
hypotension (1%/1%), hypertension (3%/1%), anxiety (1%/1%), cough (1%/1%), and dyspepsia (0%/1%). 
Laboratory abnormalities included a shift from normal to above the upper limit of normal for serum alanine 
aminotransferase (2%/4%) and a shift from normal to above the upper limit of normal for serum aspartate 
aminotransferase (4%/3%). 

As Xadago® may cause hypertension or exacerbate existing hypertension, it is recommended to monitor patients 
for new onset hypertension or hypertension that is not adequately controlled after starting treatment. While 
dietary tyramine restrictions are not required during treatment with Xadago®, use with certain foods that contain 
very high amounts of tyramine (i.e. more than 150mg) could cause severe hypertension, resulting from an 
increased sensitivity to tyramine when taking recommended doses of Xadaglo®. Patients should be advised to 
avoid such foods. 

It is recommended to periodically monitor patients for visual changes in those with a history of retinal/macular 
degeneration, uveitis, inherited retinal conditions, family history of hereditary retinal disease, albinism, retinitis 
pigmentosa, or any active retinopathy. Retinal degeneration and loss of photoreceptor cells were seen in animal 
studies. 

Patients with a major psychotic disorder should generally not be treated with safinamide (Xadago®) due to the 
risk of exacerbating the psychosis. Consider dose reduction or stopping of medication if hallucinations or 
psychotic-like behaviors are reported while taking safinamide (Xadago®). 

Contraindications:  A history of hypersensitivity to safinamide; Severe hepatic impairment; Concomitant use of: 
other drugs in the MAO inhibitor class or other drugs that are potent inhibitors of monoamine oxidase, including 
linezolid; Opioid drugs (e.g. meperidine and its derivatives, methadone, propoxyphene, or tramadol); SNRIs, 
tricyclic, tetracyclic, or triazolopyridine antidepressants; cyclobenzaprine; methylphenidate, amphetamine, and 
their derivatives; or St. John’s wort; dextromethorphan. 

Manufacturer:  US WorldMeds    

Analysis:   The safety and efficacy of Xadago® were assessed in two double-blind, placebo-controlled, multi-
national studies that included PD patients experiencing ‘off’ time during treatment with carbidopa/levodopa 
and other PD medications (e.g. dopamine agonists, anticholinergics, COMT inhibitors and/or amantadine). In 
both studies the primary outcome was the change from baseline in total daily ‘on’ time without troublesome 
dyskinesia (i.e. ‘on’ time without dyskinesia plus ‘on’ time with non-troublesome dyskinesia), per 18-hour 
diaries completed by patients for at least 3 days before each scheduled visit. ‘Off’ time during the diary period 
and reduction in Uniform Parkinson’s Disease Rating Scale (UPDRS) Part III (motor examination) were also 
assessed. 

Study 1 (N=645) included patients equally treated to Xadago® 50mg, Xadago® 100mg, or placebo. Results of 
this study suggested that Xadago® 50mg and Xadago® 100mg significantly increased ‘on’ time as compared to 
placebo. The increase in ‘on’ time without troublesome dyskinesia was accompanied by a similar significant 
reduction in ‘off’ time and a reduction in UPDRS III scores assessed during ‘on’ time. In addition, improvement 
in ‘on’ time occurred without any increase in troublesome dyskinesia. Results of the outcomes for study 1 can 
be found in the table below, which was adapted from the prescribing information. 
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Placebo 
(N=212) 

Xadago® 50mg 
(N=217) 

Xadago® 100mg 
(N=216) 

Change in Mean Total Daily ‘On’ Time 

Mean Baseline (hours) 9.3 9.4 9.6 

Change from baseline to endpoint  
(Least squares difference vs placebo) 

- 0.5 0.53 

p-value  p=0.0356 p=0.0238 

Change in Mean Daily ‘Off’ Time 

Mean Baseline (hours) 5.3 5.2 5.2 

Change from baseline to endpoint  
(Least squares difference vs placebo) 

- -0.55 -0.57 

p-value - p=0.0049 p=0.0037 

Change in UPDRS Part III (Motor subscale) 

Mean Baseline (hours) 28.6 27.3 28.4 

Change from baseline to endpoint  
(Least squares difference vs placebo) 

- -1.75 -2.48 

p-value - p=0.0212 p=0.0011 

The effect of Xadago® 100mg on ‘on’ time was only slightly numerically greater than the effect of Xadago® 50mg. 
Additionally, the time course of improvement in total daily ‘on’ time was similar between both doses. The 
cumulative percentage of patients with a change in ‘on’ time was similar between Xadago® 50mg and 100mg, but 
these groups were both higher than for placebo patients. Lastly, subjects who dropped out of the study due to an 
adverse reaction, lack of efficacy, non-compliance, or withdrawal of consent were treated as treatment failures. 
The failure rates were 6.1% for placebo, 5.6% for Xadago® 50mg and 6.9% for Xadago® 100mg.  

Study 2 (N=549) included patients randomized to Xadago® 100mg or placebo for up to 24 weeks. Results 
suggested that Xadago® was significantly more effective compared with placebo for increasing ‘on’ time. The 
observed increase in ‘on’ time without troublesome dyskinesia was accompanied by a reduction in ‘off’ time of 
similar magnitude and a reduction in UPDRS III score. Results can be seen in the table below. 

 
Placebo 
(N=273) 

Xadago® 100mg 
(N=270) 

Change in Mean Total Daily ‘On’ Time 

Mean Baseline (hours) 9.1 9.3 

Change from baseline to endpoint  
(Least squares difference vs placebo) 

- 0.99 

p-value - p˂0.001 

Change in Mean Daily ‘Off’ Time 

Mean Baseline (hours) 5.36 5.35 

Change from baseline to endpoint  
(Least squares difference vs placebo) 

- -1.06 

p-value - p˂0.001 

Change in UPDRS Part III (Motor subscale) 
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Placebo 
(N=273) 

Xadago® 100mg 
(N=270) 

Change in Mean Total Daily ‘On’ Time 

Mean Baseline (hours) 23.03 22.33 

Change from baseline to endpoint  
(Least squares difference vs placebo) 

- -1.70 

p-value - p=0.005 

The time course of improvement in total daily ‘on’ time demonstrated numerically larger improvements with 
Xadago® 100mg as compared to placebo at all post-baseline timepoints. The cumulative percentage of patients 
with an increase in ‘on’ time treated with Xadago® 50mg to 100mg was higher than for placebo.  

Place in Therapy: Xadago® is a monoamine oxidase B inhibitor indicated as adjunctive treatment to 
carbidopa/levodopa in patients with PD experiencing ‘off’ episodes. It has not been shown to be effective as 
monotherapy for the treatment of PD.  It does have contraindications with numerous different drugs and is also 
contraindicated in severe hepatic impairment. Xadago® was found to be significantly effective as compared with 
placebo for changing the mean total daily ‘on’ time, although the absolute changes in these times was small. 

There is no evidence at this time to support that Xadago® is safer or more effective than the currently available, 
more cost effective medications. It is therefore recommended that Xadago® remain non-preferred and require 
prior authorization and be available to those who are unable to tolerate or who have failed on preferred 
medications.    

PDL Placement:        Preferred 
    Non-Preferred 
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