(\ N E U Roc R I N E ' (p) 877-641-3461 12780 El Camino Real San Diego, CA 92130
() 913.451.6409 http://www.neurocrinemedical.com/
U) BIOSCIENCES

Pharmacokinetic Characteristics of INGREZZA® (valbenazine) Capsules

Thank you for contacting Neurocrine Biosciences with your unsolicited Medical Information request
regarding the pharmacokinetic characteristics of valbenazine capsules.

INGREZZA® (valbenazine) capsules is indicated in adults for the treatment of tardive dyskinesia and for
the treatment of chorea associated with Huntington’s disease.!

Below is the description of pharmacokinetic characteristics from the INGREZZA Prescribing Information.?

CLINICAL PHARMACOLOGY
12.3 Pharmacokinetics

Valbenazine and its active metabolite ([+]-a-HTBZ) demonstrate approximate proportional
increases for the area under the plasma concentration versus time curve (AUC) and maximum
plasma concentration (Cmax) after single oral doses from 40 mg to 300 mg (i.e., 50% to 375% of
the recommended treatment dose).

Absorption

Following oral administration, the time to reach maximum valbenazine plasma concentration (tmax)
ranges from 0.5 to 1.0 hours. Valbenazine reaches steady state plasma concentrations within 1
week. The absolute oral bioavailability of valbenazine is approximately 49%. [+]-a-HTBZ
gradually forms and reaches Cmax 4 to 8 hours after administration of INGREZZA.

Ingestion of a high-fat meal decreases valbenazine Cnax by approximately 47% and AUC by
approximately 13%. [+]-a-HTBZ Cnax and AUC are unaffected.

Distribution

The plasma protein binding of valbenazine and [+]-a-HTBZ are greater than 99% and
approximately 64%, respectively. The mean steady state volume of distribution of valbenazine is
92 L.

Nonclinical data in Long-Evans rats show that valbenazine can bind to melanin-containing
structures of the eye such as the uveal tract. The relevance of this observation to clinical use of
INGREZZA is unknown.

Elimination
Valbenazine has a mean total plasma systemic clearance value of 7.2 L/hr. Valbenazine and [+]-
a-HTBZ have half-lives of 15 to 22 hours.

Metabolism

Valbenazine is extensively metabolized after oral administration by hydrolysis of the
valine ester to form the active metabolite ([+]-a-HTBZ) and by oxidative metabolism,
primarily by CYP3A4/5, to form mono-oxidized valbenazine and other minor metabolites.
[+]-a-HTBZ appears to be further metabolized in part by CYP2D6.

Excretion

Following the administration of a single 50-mg oral dose of radiolabeled C-valbenazine
(i.e., ~63% of the recommended treatment dose), approximately 60% and 30% of the
administered radioactivity was recovered in the urine and feces, respectively. Less than
2% was excreted as unchanged valbenazine or [+]-a-HTBZ in either urine or feces.
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This letter and the enclosed material are provided in response to your unsolicited medical
information inquiry. Please feel free to contact Neurocrine Medical Information at (877) 641-3461
or medinfo@neurocrine.com if you would like to request additional information.
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