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 Comparable Products   Preferred Drug List Status 
Austedo     Non-Preferred     
Xenazine     Non-Preferred 

Pharmacology/Usage: Valbenazine, the active ingredient of Ingrezza®, is a vesicular monoamine transporter 2 
(VMAT2) inhibitor. Its mechanism of action in the treatment of tardive dyskinesia is not known, but it is thought to 
be mediated through the reversible inhibition of VMAT2, a transporter that regulates monoamine uptake from the 
cytoplasm to the synaptic vesicle for storage and release. 

Indications:   For the treatment of adults with tardive dyskinesia 

There is no pregnancy category with this medication; however, the risk summary indicates that the limited 
available data on use in pregnant women are insufficient to inform a drug-associated risk. In animal studies, 
malformations were not seen; however, use in pregnant rats during organogenesis through lactation resulted in an 
increase in the number of stillborn pups and postnatal pup mortalities. Advise a pregnant woman of the potential 
risk to a fetus. The safety and efficacy of use in the pediatric population have not been established.  

Dosage Forms:   Capsules: 40mg 

Recommended Dosage:  The recommended initial dose is 40mg once daily. After one week, increase the dose to 
80mg once daily. Continuation of 40mg QD may be considered for some.  

Dose reduction is not required in those with mild or moderate renal impairment (CrCl 30-90ml/min); however, use 
is not recommended with severe renal impairment (CrCl ˂30ml/min). Dose reductions are not required with mild 
hepatic impairment; however, dose reduction is recommended with moderate or severe hepatic impairment. The 
recommended dose in this population is 40mg once daily.       

Drug Interactions:  Avoid concomitant use of Ingrezza® with MAO inhibitors (e.g. isocarboxazid, phenelzine, or 
selegiline). Concomitant use with strong CYP3A4 inducers (e.g. rifampin, carbamazepine, phenytoin, St. John’s 
wort) is not recommended.  It is recommended to reduce the Ingrezza® dose to 40mg QD if co-administered with 
a strong CYP3A4 inhibitor (e.g. itraconazole, ketoconazole, clarithromycin). It is recommended to consider 
reducing the Ingrezza® dose based on tolerability when coadministered with a strong CYP2D6 inhibitor (e.g. 
paroxetine, fluoxetine, quinidine). As concomitant use of Ingrezza® with digoxin increases digoxin levels due to 
inhibition of intestinal P-gp, it is recommended to monitor digoxin levels with concomitant use and adjust the 
digoxin dose as needed. 
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Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Ingrezza®) 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 somnolence (including somnolence, fatigue, sedation; 6.7%), anticholinergic effects (including dry mouth, 
constipation, disturbance in attention, vision blurred, urinary retention; 0.5%), balance disorders/falls (including 
fall, gait disturbance, dizziness, balance disorder; 1.9%), headache (0.7%), akathisia (including akathisia, 
restlessness; 2.2%), vomiting (2%), nausea (0.2%), and arthralgia (1.8%). 

Ingrezza® may prolong the QT interval; however, the degree of QT prolongation is not clinically significant at 
concentrations expected with recommended dosing. In those taking a strong CYP2D6 or CYP3A4 inhibitor or who 
are CYP2D6 poor metabolizers, Ingrezza® levels may be higher and QT prolongation clinically significant. Ingrezza® 
should be avoided in patients with congenital long QT syndrome or with arrhythmias associated with a prolonged 
QT interval. If at increased risk of prolonged QT interval, it is recommended to assess the QT interval before 
increasing the dosage. Dose reductions are recommended if use concomitantly with certain drugs. Refer to the 
drug interactions section. 

Contraindications:  There are currently no contraindications listed with this product.   

Manufacturer:   Neurocrine Biosciences, Inc 

Analysis:  A randomized, double-blind, placebo-controlled study assessed the safety and efficacy of Ingrezza® 
that included patients with moderate to severe tardive dyskinesia as determined by clinical observation, with 
underlying schizophrenia, schizoaffective disorder, or a mood disorder (N=234). Subjects at significant risk for 
suicidal or violent behavior and those with unstable psychiatric symptoms were excluded. The primary efficacy 
outcome assessed was the mean change from baseline in the Abnormal Involuntary Movement Scale (AIMS) 
dyskinesia total score at the end of week 6, which is a 12-item scale that assesses tardive dyskinesis severity. 

Results suggested that the change from baseline in the AIMS total dyskinesia score in the Ingrezza® 80mg 
group was statistically significantly different from the change in the placebo group at 6 weeks. Of subjects 
remaining in the study at the end of the 48-week treatment (N=123), following discontinuation of Ingrezza®, 
the mean AIMS dyskinesia total score appeared to return to baseline (there was no formal hypothesis testing 
for the change following discontinuation). The table below, adapted from the prescribing information, includes 
the results. 

 Ingrezza® 40mg  Ingrezza® 80mg Placebo 

AIMS Dyskinesia Total Score 

Mean baseline Score 9.8 10.4 9.9 

Least Squares Mean change from 
baseline 

-1.9 -3.2 -0.1 

Placebo-subtracted difference -1.8 -3.1 - 

The following includes the % of patients with improvement from baseline in AIMS dyskinesia total score.   

 Ingrezza® 40mg  Ingrezza® 80mg Placebo 

% of patients with specified magnitude of improvement from baseline in  
AIMS Dyskinesia Total Score 

No change or worsened 34.5% 25% 53% 

1-3 33.5% 22% 29% 

4-6 12% 22% 5% 
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 Ingrezza® 40mg  Ingrezza® 80mg Placebo 

% of patients with specified magnitude of improvement from baseline in  
AIMS Dyskinesia Total Score 

7-9 6% 19% 4% 

10-13 6% 2% - 

Place in Therapy:  Ingrezza® is indicated for the treatment of adults with tardive dyskinesia. It is the first drug 
approved by the FDA for this condition. Ingrezza® 80mg was found to be significantly more effective as compared 
with placebo for improving the AIMS Dyskinesia total score after 6 weeks of treatment. While there are no 
contraindications of use, Ingrezza® may prolong the QT interval and thus should be avoided in those with 
congenital long QT syndrome or with abnormal heartbeats associated with a prolonged QT interval. 

Ingrezza® is the first FDA approved medication for the condition of tardive dyskinesia, however tetrabenazine does 
carry an orphan drug designation for this indication.  The drug is also relatively cost effective compared to similar 
drugs. It is recommended that Ingrezza® be added to the PDL as preferred.   

PDL Placement:       Preferred 
   Non-Preferred 
   Refer to DUR for PA Criteria 
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