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Drug Monograph 
 

Drug Name: 
Drug Class: 

Wakix® (pitolisant) tablets  
Narcolepsy Inhibitors  

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: 

Wakix is available as an oral tablet containing 4.45 mg and 17.8 mg of 
pitolisant.   
 
Manufactured for: Harmony Biosciences, LLC, Plymouth Meeting, PA 19462. 

 
 

 

Summary of 
Findings: 

The efficacy of Wakix for the treatment of excessive daytime sleepiness 
(EDS) in adult patients with narcolepsy was demonstrated in two randomized, 
placebo-controlled trials enrolling 290 patients with EDS. The primary 
endpoint in these trials was the change in Epworth Sleepiness Scale (ESS) 
from baseline and week 8. ESS is a questionnaire in which patients rate 
their perceived likelihood of falling asleep during usual daily activities. 
These trials showed a statistically significant difference in patients 
randomized to receive Wakix on the primary endpoint compared to placebo. 
Study 1: difference -3.0, 95% CI -5.6 to -0.4, p=0.0.24; Study 2: difference -
2.2, 95% CI -4.17 to -0.22. 
 

 
 

 

Status 
Recommendation: 

 Clinical Edit 
 Open Access 

 PA Required 
 PDL 

   
Type of PA 
Criteria: 

 Appropriate Indications 
 No PA Required 

 Non-Preferred 
 Preferred 
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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 (1,2) 
Narcolepsy is a chronic sleep disorder characterized by excessive daytime sleepiness and a 
neurological inability to regulate sleep-wake cycles. It affects approximately 1 in 2000 people in the 
US, with symptoms typically appearing in childhood or adolescence. The primary symptom of 
narcolepsy is excessive daytime sleepiness, characterized by involuntarily falling asleep during 
normal activities. Other symptoms include cataplexy, sleep-related hallucinations, sleep paralysis 
and sleep disruption.  
 

Dosage Form (3) 
Wakix is available as an oral tablet containing 4.45 mg and 17.8 mg of pitolisant.   
 

Manufacturer (3) 
Manufactured for:  Harmony Biosciences, LLC, Plymouth Meeting, PA 19462.  
 

Indication(s) (3) 
Wakix is indicated for the treatment of excessive daytime sleepiness (EDS) in adult patients with 
narcolepsy.  
                   

Clinical Efficacy (3-6) (mechanism of action/pharmacology, comparative 
efficacy)  
Wakix is a histamine-3 (H3) receptor antagonist/inverse agonist. The mechanism by which Wakix 
exerts its therapeutic effect in daytime sleepiness in patients with narcolepsy is unclear.  
 
Pharmacokinetics: 

Absorption  Time to peak: 3.5 hours  
Metabolism Metabolized by CYP2D6 and to a lesser extent CYP3A4 to inactive 

metabolites  
Excretion Urine: 90% (<2% as unchanged drug)  

Feces: 2.3%  
Half-life 20 hours 

 

  
Clinical Trials Experience 

STUDY 1 DESIGN 
(HARMONY1) 

Randomized, multicenter, placebo-controlled, double-blind study  
(n = 110) 

INCLUSION 
CRITERIA 

 Diagnosis of narcolepsy with or without cataplexy 
 ESS score ≥ 14 
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 Patients 18 years of age or older  
 Patients need to free of or discontinue psychostimulant 

medications for at least 14 days, 
 Patients with severe cataplexy are permitted to remain on their 

anticataplectic medications at stable doses 
 Patients must have adequate support to comply with the entire 

study requirements 
EXCLUSION 
CRITERIA 

 Conditions other than narcolepsy that can be considered as the 
primary causes of excessive daytime sleepiness 

 Patients who are unable or unwilling to temporarily discontinue 
any no-authorized drugs or substances 

 Psychiatric and neurological disorders such as psychosis or 
dementia, bipolar illness, severe anxiety, clinical depression, 
history of seizure disorder or other problem that in the 
investigator's opinion would preclude the patient's participation 

 Current or recent history of a substance abuse or dependence 
disorder including alcohol abuse 

TREATMENT 
REGIMEN 

Patients were randomized to receive Wakix 8.9 mg daily (n=32), 
modafinil 100 mg daily (n=33), or placebo (n=30). The treatment 
period was 8 weeks: 3 weeks of flexible dosing according to 
investigators judgment (8.9 mg, 17.8 mg, or 35.6 mg daily of Wakix, 
100 mg, 200 mg, or 400 mg of modafinil), followed by 5 weeks of 
stable dosing.  

RESULTS The primary outcome measured was the change in ESS between 
baseline and at the end of week 8. There was a statistically significant 
difference between Wakix and placebo (difference -3.0, 95% CI -5.6 to -
0.4, p=0.0.24). Wakix was non-inferior to modafinil (difference 0.12, 95% 
CI -2.5 to 2.7, p=0.250).  

SAFETY Discussed in the Adverse Effects section below. 
  

STUDY 2 DESIGN Randomized, multicenter, placebo-controlled, double-blind study  
with an open-label comparator arm (n=180) 

INCLUSION 
CRITERIA 

 Males and females of any ethnic origin, 18 years old and over. 
 Both new and previously diagnosed patients with narcolepsy with 

or without cataplexy could be included. All patients should meet 
the International Classification of Sleep Disorders (ICSD-2) 
criteria. 

 Patients should be free of drugs or discontinue any 
psychostimulant medications for at least 14 days at the start of 
baseline period. Patients with severe cataplexy are permitted to 
remain on their anticataplectic medication at stable dose except 
tricyclic antidepressants. The authorized anticataplectic treatment 
should have been administrated for at least 1 month prior to the 
trial and these doses should not be changed throughout the trial 
(from V1 to V8). 

 Epworth Sleepiness Scale (ESS) score should be ≥ 14 during the 
baseline period. 

 Patients have expressed a willingness to participate in and 
complete the study, and signed and dated informed consent prior 
to beginning protocol required procedures. 
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 Females must be surgically sterile or 2 years postmenopausal. 
Females of child-bearing potential must use a medically accepted 
effective method of birth control (i.e. oral contraceptives of normal 
average dosage ≥ 0.05 mg ethinyl-oestradiol, intra-uterine device, 
with a barrier method such as spermicides…), agree to continue 
this method for the duration of the study and be negative to serum 
pregnancy test performed at the screening visit. Females should 
not be breast-feeding. 

 In the opinion of the investigator, the patient must have adequate 
support to comply with the entire study requirements as described 
in the protocol (e.g., transportation to and from trial site, self-rating 
scales and diaries completion, drug compliance, scheduled visits, 
tests). 

 If indicated by investigator, the patient must be willing to not 
operate a car or heavy machinery for the duration of the trial or as 
long as the investigator deems clinically indicated. In addition, the 
patient should be willing to maintain during the study their usual 
behavior which could affect their diurnal sleepiness (e.g. circadian 
rhythm, caffeine consumption, nocturnal sleep duration). 

EXCLUSION 
CRITERIA 

 The use of BF2.649 or any previous investigational drugs within 
30-day period prior to initial screening visit (V1) for this trial. 

 In narcoleptic patients without cataplexy, they should not have any 
other conditions that can be considered the primary causes of 
EDS: such as sleep related breathing disorders as defined by a 
sleep Apnea Index ≥ 10 per hour or and an Apnea/Hypopnea 
Index ≥ 15 per hour, periodic limbs movement (PLM) disorders as 
defined by a PLM arousal index (PLMAI) ≥ 10 per hour, shift work, 
chronic sleep deprivation, circadian sleep wake rhythm disorder or 
any other medical or neurological causes that could account for 
narcolepsy symptoms associated with EDS. 

 Patients who are unable or unwilling to temporarily discontinue 
any no-authorized drugs or substances (see Section Non-
authorized treatments). 

 Current or recent (within one year) history of a substance abuse or 
dependence disorder including alcohol abuse as defined in 
Diagnostic and Statistical Manual of Mental Disorders (DSM-IV). 

 Any significant serious abnormality of the cardiovascular system 
e.g. recent myocardial infarction, angina, hypertension or 
dysrhythmia (within the prior 6 months), Electrocardiogram 
Bazett's corrected QT interval (QT x square root[HR/60]) higher 
than 450 ms, history of left ventricular hypertrophy or mitral valve 
prolapse. 

 Patients with severe depression (BDI13 ≥ 16) or with a suicidal 
risk (item G BDI13 > 0) 

 Patients with severe hepatic impairment (e.g. prothrombin ratio, < 
50% or factor V < 50% if the patient receiving anti-vitamin K) or 
with severe renal impairment (e.g. serum creatine greater than 2.0 
mg/dL), or with any other significant abnormality in the physical 
examination or clinical laboratory results. 
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 Psychiatric and neurological disorders, such as moderate or 
severe psychosis or dementia, bipolar illness, severe anxiety, 
clinical depression, history of seizure disorder or other problem 
that in the investigator's opinion would preclude the patient's 
participation and completion of this trial or comprise reliable 
representation of subjective symptoms. 

 Prior severe adverse reactions to CNS stimulants. 
 Known hypersensitivity to the tested treatment including active 

substance and excipients. 
 The inability to continue daily activities safely, without the use of 

treatment against EDS. 
 Other active clinically significant illness, including unstable 

cardiovascular, endocrine, neoplastic, gastrointestinal, 
hematologic, hepatic, immunologic, metabolic, neurological (other 
than narcolepsy/cataplexy), pulmonary, and/or renal disease 
which could interfere with the study conduct or counter-indicate 
the study treatments or place the patient at risk during the trial or 
compromise the study objectives. 

 Any patients presenting congenital galactosemia, glucose-
galactose malabsorption or lactase deficiency due to the presence 
of lactose in investigational treatments 

 Patients participating in another study or being in a follow-up 
period for another study 

TREATMENT 
REGIMEN 

Patients were randomized to receive Wakix 4.45 mg daily (n=66), 
modafinil 100 mg daily (n=68), or placebo (n=32). The treatment 
period was 8 weeks: 3 weeks of flexible dosing according to efficacy 
response and tolerability (8.9 mg or 17.8 mg daily of Wakix; 100 mg, 
200 mg, or 400 mg of modafinil), followed by 5 weeks of stable 
dosing. 

RESULTS The primary outcome measured was the change in ESS between 
baseline and at the end of week 8. There was a statistically significant 
difference between Wakix and placebo (difference -2.2, 95% CI -4.17 to 
-0.22).  

SAFETY Discussed in the Adverse Effects section below. 
 
 

Contraindications (3,4) 
 Severe hepatic impairment: Extensively metabolized by the liver and a significant increase 

in Wakix exposure in patients with moderate hepatic impairment.  
 

Warnings and Precautions (3,4) 
 QT Prolongation: Avoid in patients with known QT prolongation or in combination with 

other drugs known to prolong QT interval. Avoid in history of cardiac arrhythmias, 
symptomatic bradycardia, hypokalemia, hypomagnesemia, and the presence of 
congenital prolongation of the QT interval.  

 Renal Impairment: Dose adjustment required. Use is not recommended in patients with 
end-stage renal disease.  
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Adverse Effects (3,4) 
 

Most common, ≥ 2% Wakix (n = 152) % 
Headache 18 
Insomnia 6 
Nausea 6 
Upper respiratory tract infection 5 
Musculoskeletal pain  5 
Anxiety 5 
Increased heart rate 3 
Hallucinations 3 
Irritability 3 
Abdominal pain  3 
Sleep disturbance  3 
Decreased appetite 3 
Cataplexy 2 
Dry mouth  2 
Rash  2 

 
 

Drug Interactions (3,4) 
 Concomitant administration of Wakix with strong CYP2D6 inhibitors increased Wakix 

exposure by 2-fold. Reduce the dose of Wakix by half.  
 Concomitant use of Wakix with strong CYP3A4 inducers decreases exposure to Wakix 

by 50%. Assess for loss of efficacy.  
 Avoid centrally acting H1 receptor antagonists: diphenhydramine, promethazine, 

imipramine, clomipramine, mirtazapine 
 Avoid the use of Wakix in combination with other drugs known to prolong the QT 

interval: antipsychotics, antibiotics  
 Wakix is a weak inducer of CYP3A4. Reduced effectiveness of CYP3A4 substrates may 

occur.  
o Effectiveness of hormonal contraceptives (ethinyl estradiol) may be reduced. 

Alternative non-hormonal contraceptive method should be used during treatment 
and for 21 days after discontinuation.  

 

Dosage and Administration (3,4) 
 Administer Wakix 17.8 mg to 35.6 mg once daily in the morning upon wakening.  

o Titration Schedule: Week 1- 8.9 mg once daily; Week 2- 17.8 mg once daily; 
Week 3- may increase to 35.6 mg once daily  

 Hepatic impairment: Maximum dosage of 17.8 mg once daily. Titrations to be completed 
after 14 days.  

 Renal impairment: Maximum dosage of 17.8 mg once daily. Titrations to be completed 
after 7 days.  

 Drug interaction dosages: 
o Strong CYP2D6/3A4 inhibitors and CYP2D6 Poor Metabolizers: Maximum 

dosage of 17.8 mg once daily  
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 Cost   
 

Generic Name Brand 
Name 

Manufacturer Dose Cost**/30 
tablets 

Pitolisant Wakix 
Harmony 

Biosciences 
4.45 mg tablets 
17.8 mg tablets 

$94.75 
$189.50 

** Wholesale Acquisition Cost 
 

Conclusion 
Wakix, a histamine-3 receptor antagonist/inverse agonist, is indicated for the treatment of 
excessive daytime sleepiness in adult patients with narcolepsy. The efficacy of Wakix was 
demonstrated in two randomized, placebo-controlled trials enrolling 290 patients with EDS. These 
trials showed a statistically significant difference in patients randomized to receive Wakix on the 
change in ESS between baseline and at the end of week 8 compared to placebo. The most 
common adverse reactions (>5%) in patients taking Wakix were headache, insomnia, nausea, 
upper respiratory tract infections, musculoskeletal pain, and anxiety.  
 

Recommendation 
The Division recommends adding this drug to the current narcolepsy inhibitors clinical edit. 
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