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Concomitant Use of INGREZZA® (valbenazine) with Other VMAT2 Inhibitors

Thank you for contacting Neurocrine Biosciences with your unsolicited Medical Information request
regarding the concomitant use of valbenazine capsules with vesicular monoamine transporter 2 (VMAT2)
inhibitors.

INGREZZA® (valbenazine) capsules is indicated in adults for the treatment of tardive dyskinesia (TD) and
for the treatment of chorea associated with Huntington’s disease (HD).1

No formal studies have been conducted to evaluate the concomitant use of valbenazine capsules with
other VMAT?2 inhibitors.

The AUSTEDO® (deutetrabenazine) FDA-Approved Full Prescribing Information states the following
regarding concomitant use with other VMAT2 inhibitors: “AUSTEDO XR and AUSTEDO are
contraindicated in patients currently taking tetrabenazine or valbenazine.”? In addition, the XENAZINE®
(tetrabenazine) FDA-Approved Full Prescribing Information for the treatment of chorea associated with
HD states that, “XENAZINE is contraindicated in patients currently taking deutetrabenazine or
valbenazine.”

Please refer to the deutetrabenazine or tetrabenazine FDA-approved Full Prescribing Information and/or
contact their Medical Information department for additional information.

Tardive Dyskinesia

Outside of the study drug, VMAT?2 inhibitors were prohibited from use during the randomized, double-
blind, placebo-controlled, Phase 3 study, KINECT® 3. Participants taking VMAT?2 inhibitors prior to
screening were required to complete a 30-day washout.

Chorea Associated with Huntington’s Disease

KINECT®-HD was the Phase 3, randomized, double-blind, placebo-controlled study to evaluate the safety
and efficacy of valbenazine for the treatment of chorea associated with HD. In order to ensure the study
measured the effect of valbenazine for HD chorea, patients were excluded if they had a history of
previously established therapy with a VMAT2 inhibitor. Additionally, previous exposure to a VMAT2
inhibitor was allowed provided that discontinuation occurred >30 days prior to screening and prior to
establishment of a therapeutic response.®

Valbenazine

Valbenazine is a unique, highly selective VMAT2 inhibitor that is metabolized to a single active
metabolite, [+]-a-dihydrotetrabenazine ([+]-a-HTBZ). Both valbenazine and [+]-a-HTBZ have no
appreciable binding affinity for dopaminergic, serotonergic, adrenergic, histaminergic or muscarinic
receptors. The pharmacology and composition of active metabolites of valbenazine differs from that of
tetrabenazine and the deuterated form of tetrabenazine, deutetrabenazine, which are metabolized into 4
active metabolites with varying affinities for VMAT2 and other CNS targets.167

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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