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Pharmacology/Usage:  Solriamfetol, the active ingredient of Sunosi®, is a dopamine and norepinephrine reuptake 
inhibitor (DNRI). While its exact mechanism of action is unclear, its efficacy could be mediated through its activity 
as a DNRI. 

Sunosi® is a Schedule IV controlled substance and has the potential for abuse. Physicians should carefully evaluate 
patients for a recent history of drug abuse, especially those with a history of stimulant or alcohol abuse, and follow 
such patients closely, observing them for signs of misuse or abuse of Sunosi®. 

Indication:   To improve wakefulness in adult patients with excessive daytime sleepiness associated with 
narcolepsy or obstructive sleep apnea (OSA).  

Sunosi® is not indicated to treat the underlying airway obstruction in OSA. Ensure that the underlying airway 
obstruction is treated (e.g. continuous positive airway pressure (CPAP)) for at least one month prior to initiating 
Sunosi® for excessive daytime sleepiness. Modalities to treat the underlying airway obstruction should be 
continued during treatment with Sunosi®. Sunosi® is not a substitute for these modalities. 

There is no pregnancy category for this medication; however, the risk summary indicates that available data from 
case reports are not sufficient to determine drug-associated risks of major birth defects, miscarriage, or adverse 
maternal or fetal outcomes. There is a pregnancy exposure registry that monitors pregnancy outcomes in women 
exposed to Sunosi® during pregnancy. Healthcare providers are encouraged to register pregnant patients or 
pregnant women may enroll themselves. The safety and efficacy of use in the pediatric population have not been 
established.   

Dosage Forms:  Tablets: 75mg (with functional score line), 150mg 

Recommended Dosage:  Prior to starting treatment, ensure blood pressure is adequately controlled.  Administer 
PO upon awakening with or without food. Avoid taking Sunosi® within 9 hours of planned bedtime because of the 
potential to interfere with sleep if taken too late in the day. 

Narcolepsy: Initiate at 75mg once daily in adults, with the recommended dose range of 75mg to 150mg once daily.  
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OSA: Initiate at 37.5mg once daily, with the recommended dosage range of 37.5mg to 150mg once daily. 

Based on its efficacy and tolerability, the dosage may be doubled at intervals of at least 3 days, with the maximum 
recommended dose being 150mg once daily.   Dosages above 150mg do not confer increased effectiveness 
sufficient to outweigh dose-related adverse reactions. 

Dosage adjustment is not required with mild renal impairment. With moderate renal impairment, initiate dosing at 
37.5mg once daily. Based on efficacy and tolerability, the dose may be increased to a maximum of 75mg once daily 
after at least 7 days. With severe renal impairment, administer 37.5mg once daily maximum. Use is not 
recommended in patients with end stage renal disease. Dose adjustments are not required with hepatic 
impairment. 

Drug Interactions:  Concomitant use of Sunosi® with other drugs that increase blood pressure and/or heart rate 
has not been evaluated, and such combinations should be used with caution. Dopaminergic drugs that increase 
levels of dopamine or that bind directly to dopamine receptors might result in pharmacodynamic interactions with 
Sunosi®. Interactions with dopaminergic drugs have not been assessed with Sunosi®, thus use caution when 
concomitantly administering dopaminergic drugs with Sunosi®. Last, refer to the contraindications section as 
Sunosi® is contraindicated with MAO inhibitors or within 14 days after discontinuing the MAO inhibitor. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Sunosi®) minus reported % incidence for placebo in narcolepsy trials. Please note that an incidence of 0% means 
the incidence was the same as or that the active drug was less than placebo. The most frequently reported adverse 
event included decreased appetite (8%), insomnia (1%), anxiety (5%), headache (9%), palpitations (1%), nausea 
(3%), dry mouth (2%), and constipation (2%). 

Listed % incidence for adverse drug reactions= reported % incidence for drug (Sunosi®) minus reported % incidence 
for placebo in OSA trials. Please note that an incidence of 0% means the incidence was the same as or that the 
active drug was less than placebo. The most frequently reported adverse event included decreased appetite (5%), 
anxiety (3%), irritability (3%), dizziness (1%), palpitations (3%), nausea (2%), diarrhea (3%), abdominal pain (1%), 
dry mouth (1%), feeling jittery (3%), chest discomfort (2), and hyperhidrosis (2%). 

Sunosi® increases systolic blood pressure, diastolic blood pressure, and heart rate in a dose-dependent manner. 
Assess blood pressure and control hypertension before starting treatment with Sunosi®. Monitor blood pressure 
regularly during treatment and treat new-onset hypertension and exacerbations of pre-existing hypertension.  Use 
caution when treating patients at higher risk of major adverse cardiovascular events, especially patients with 
known cardiovascular and cerebrovascular disease, pre-existing hypertension, and patients with advanced age. 
Use with caution with other drugs that increase blood pressure and heart rate. 

Psychiatric adverse reactions have been observed in clinical trials with Sunosi®, including anxiety, insomnia, and 
irritability. Sunosi® has not been evaluated in patients with psychosis or bipolar disorders. Use caution when 
treating patients with Sunosi® who have a history of psychosis or bipolar disorder. Patients treated with Sunosi® 
should be observed for the possible emergence or exacerbation of psychiatric symptoms. If psychiatric symptoms 
develop in association with the administration of Sunosi®, consider dose reduction or discontinuation of Sunosi®. 

Contraindications:  In patients receiving concomitant treatment with monoamine oxidase (MAO) inhibitors, or 
within 14 days following discontinuation of MAO inhibitor 

Manufacturer:  Jazz Pharmaceuticals 

Analysis:   The safety and efficacy of Sunosi® for improving wakefulness and reducing excessive daytime sleepiness 
were assessed in a multicenter, randomized, double-blind, placebo-controlled, parallel-group study of 12 weeks in 
duration that included adults with a diagnosis of narcolepsy per ICSD-3 or DSM-5 criteria. The median age of 
included adults was 34 years, while 65% were female and 80% were Caucasian. In addition, about 51% had 
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cataplexy. The co-primary endpoints were the change from baseline in the Maintenance of Wakefulness Test 
(MWT) and the Epworth Sleepiness Scale (ESS) at week 12. 

The MWT measures an individual’s ability to remain awake during the daytime in a darkened, quiet environment 
where patients were instructed to remain awake for as long as possible during 40-minute test sessions. Sleep 
latency was determined as the mean number of minutes patients could remain awake in the first 4 test sessions. 
The ESS is an 8-item questionnaire by which patients rate their perceived likelihood of falling asleep during usual 
daily life activities. Change in overall symptom severity was assessed using the Patient Global Impression of 
Change (PGI-C) scale, a 7-point patient-reported scale by which patients rate their symptom change since the 
beginning of the study. 

Compared to the placebo group, patients in the Sunosi® 150mg group demonstrated statistically significant 
improvements on the MWT (treatment difference 7.7 minutes) and on the ESS (treatment effect difference 3.8 
points) at week 12. These effects were seen at week 1 and consistent with the results at week 12. The change on 
the percentage of subjects reported as improved by PGI-C was also statistically significant compared with placebo. 
There were trends toward improvement in the Sunosi® 75mg group; however, these changes were not statistically 
significant. 

At week 12, Sunosi® 150mg demonstrated improvements in wakefulness compared to placebo as assessed in test 
session 1 (about 1 hour post-dose) through 5 (about 9 hours post-dose) of the MWT. Nighttime sleep as measured 
with polysomnography was not affected by the use of Sunosi®. 

The safety and efficacy of Sunosi® in improving wakefulness and reducing excessive daytime sleepiness in patients 
with obstructive sleep apnea (OSA) were assessed in a multicenter, randomized, double-blind, placebo-controlled 
study (N=476) of 12 weeks in duration that included adults diagnosed with OSA per ICSD-3 criteria. The median 
age of included adults was 55 years, while 37% were female and 76% were Caucasian. The co-primary endpoints 
were the change from baseline in MWT and ESS at week 12.  

Compared with placebo, patients randomized to 37.5mg, 75mg, and 150mg Sunosi® demonstrated statistically 
significant improvements on the MWT (treatment effect difference 4.5 minutes, 8.9 minutes, and 10.7 minutes, 
respectively) and ESS (treatment effect difference 1.9 points, 1.7 points, and 4.5 points, respectively) at week 12. 
These effects were seen at week 1 and consistent with the results at week 12. The change on the percentage of 
subjects reported as improved by PGI-C was also statistically significant compared with placebo. 

At week 12, Sunosi® 37.5mg, 75mg, and 150mg all demonstrated improvements in wakefulness compared to 
placebo as assessed in test sessions 1 (about 1 hour post-dose) through 5 (about 9 hours post-dose) of the MWT. 
Nighttime sleep as measured with polysomnography was not affected by the use of Sunosi®. 

The table below includes results of the MWT in patients with Narcolepsy (Study 1) and OSA (Study 2).  

Indication/study Treatment group Baseline, mean LS mean change from 
baseline at week 12 

Difference 
from placebo 

Narcolepsy  
(study 1) 

Placebo (N=58) 6.2 2.1  

Sunosi® 75mg (N=59) 7.5 4.7 2.6 

Sunosi® 150mg (N=55) 7.9 9.8 7.7 

OSA  
(study 2) 

Placebo (N=114) 12.6 0.2  

Sunosi® 37.5mg (N=56) 13.6 4.7 4.5 

Sunosi® 75mg (N=58) 12.4 9.1 8.9 

Sunosi® 150mg (N=116) 12.5 11.0 10.7 
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 The table below includes results of the ESS in patients with Narcolepsy (Study 1) and OSA (Study 2).  

Indication/study Treatment group Baseline score, 
mean 

LS mean change from 
baseline at week 12 

Difference 
from placebo 

Narcolepsy  
(study 1) 

Placebo (N=58) 17.3 -1.6  

Sunosi® 75mg (N=59) 17.3 -3.8 -2.2 

Sunosi® 150mg (N=55) 17.0 -5.4 -3.8 

OSA  
(study 2) 

Placebo (N=114) 15.6 -3.3  

Sunosi® 37.5mg (N=56) 15.1 -5.1 -1.9 

Sunosi® 75mg (N=58) 15.0 -5.0 -1.7 

Sunosi® 150mg (N=116) 15.1 -7.7 -4.5 

The maintenance of effect of Sunosi® in improving wakefulness and reducing excessive daytime sleepiness in 
patients with narcolepsy and OSA was assessed in 2 randomized-withdrawal, placebo-controlled studies.   

Study 3 was a multicenter, double-blind, placebo-controlled, randomized-withdrawal study (N=174) of 6 weeks in 
duration that included adults diagnosed with OSA. The co-primary endpoints were change from the beginning to 
the end of the randomized withdrawal period in MWT and ESS. During a 2-week, open-label titration phase, 
patients were started on Sunosi® 75mg QD and titrated to the maximum tolerable dose between 75mg and 
300mg per day (2 times the maximum recommended daily dose). Patients were continued on this dose for a 2-
week stable-dose phase. At the end of the stable-dose phase, 124 patients who reported ‘much’ or ‘very much’ 
improvement on the PGI-C and who demonstrated improvements on the MWT and ESS entered a double-blind 
withdrawal phase and were randomized to continue Sunosi® at the dose received in the stable-dose phase or 
switch to placebo. The results suggested that compared to patients who remained on Sunosi®, patients 
randomized to placebo experienced statistically significant worsening of sleepiness as measured by the MWT and 
ESS. 

Study 4 was a 52-week, open-label study (N=638) that included adults with either narcolepsy or OSA who had 
completed a prior trial. During a 2-week, open-label titration phase, patients were started on Sunosi® 75mg QD 
and titrated. Patients remained on the max tolerable dose during a subsequent open-label treatment period of 
either 38 (for patients enrolled in study 1 or study 2) or 50 (all others) weeks. A 2-week randomized withdrawal 
period was incorporated into the study. After 6 months of stable-dose treatment, 282 patients (N=79 with 
narcolepsy; N=203 with OSA) entered the randomized-withdrawal period. Patients were randomized to either 
continue to receive Sunosi® or switch to placebo. The primary efficacy endpoint was the change from the 
beginning to the end of the randomized-withdrawal period in ESS. Results suggested that compared to patients 
who remained on Sunosi®, patients randomized to placebo had statistically significant worsening of sleepiness as 
measured by the ESS. 

Results of study 3 and 4 can be seen in the table below, which was adapted from the prescribing information. 

Indication/study Endpoint Treatment Baseline, 
mean 

LS Mean Change 
from baseline 

Difference from 
placebo 

OSA 
(Study 3) 

MWT (minutes) 
Placebo (N=62) 29.0 -12.1 

11.2 
Sunosi® (N=60) 31.7 -1.0 

ESS Score 
Placebo (N=62) 5.9 4.5 

-4.6 
Sunosi® (N=60) 6.4 -0.1 
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Indication/study Endpoint Treatment Baseline, 
mean 

LS Mean Change 
from baseline 

Difference from 
placebo 

OSA & Narcolepsy 
(study 4) ESS Score 

Placebo (N=141) 7.8 5.3 
-3.7 

Sunosi® (N=139) 7.3 1.6 

Place in Therapy:  Sunosi® is a dopamine and norepinephrine reuptake inhibitor (DNRI) labeled as a Schedule IV 
controlled substance indicated to improve wakefulness in adult patients with excessive daytime sleepiness 
associated with narcolepsy or obstructive sleep apnea (OSA). Sunosi® is not indicated to treat the underlying 
airway obstruction in OSA. Ensure that the underlying airway obstruction is treated (e.g. with continuous positive 
airway pressure (CPAP)) for at least one month prior to starting Sunosi® for excessive daytime sleepiness. 
Modalities to treat the underlying airway obstruction should be continued during treatment with Sunosi®. Sunosi® 
is not a substitute for these modalities. In clinical trials, Sunosi® significantly improved changes in MWT, ESS, and 
PGI-C as compared with placebo at 12 weeks in patients with narcolepsy and in patients with OSA. 

There is no evidence at this time that Sunosi® is safer or more effective than the currently preferred, more cost-
effective medications. It is therefore recommended that Sunosi® 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 with Conditions 
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