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AUSTEDO 6 MG 166.57.36154.00
AUSTEDO 9 MG 166.58.36155.00

AUSTEDO 12 MG 166.59.36156.00

Contains:
Deutetrabenazine 6mg, 9mg, 12mg
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AUSTEDO is indicated in adults for the treatment of:
e Chorea associated with Huntington’s disease
e Tardive dyskinesia
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2. DOSAGE AND ADMINISTRATION
2.1Dosing Information
The dose of AUSTEDO is determined individually for each patient based on reduction of
chorea or tardive dyskinesia and tolerability. When first prescribed to patients who are not
being switched from tetrabenazme (a related VMAT2 |nh|b|tor) the recommended startlng
dose of AUSTEDO is
disease-and-12 mg per day (6 mg twice daily) for patlents W|th Huntlnqton s dlsease or
tardive dyskinesia.
e The dose of AUSTEDO may be increased at weekly intervals in increments of 6
mg per day to a maximum recommended daily dosage of 48 mg.
e Placebo-controlled clinical trials demonstrated that the average daily dose after
titration was 40 mq per day for patients with Huntington’s disease and 38.3 mqg per
day for patients with tardive dyskinesia [see Clinical Trials (14.1, 14.2)].
¢ Administer total daily dosages of 12 mg or above in two divided doses.
e Administer AUSTEDO with food [see Clinical Pharmacology (12.3)].
¢ Swallow AUSTEDO whole. Do not chew, crush, or break tablets.




5. WARNINGS AND PRECAUTIONS

5.3 QTc Prolongation

AUSTEDO may prolong the QT interval, but the degree of QT prolongation is not clinically
significant when AUSTEDO is administered within the recommended dosage range [see

AUSTEDO should alse-be avoided in patients with congenital long QT syndrome and in
patients with a history of cardiac arrhythmias. Certain circumstances may increase the risk
of the occurrence of torsade de pointes and/or sudden death in association with the use
of drugs that prolong the QTc interval, including (1) bradycardia; (2) hypokalemia or
hypomagnesemia; (3) concomitant use of other drugs that prolong the QTc interval; and
(4) presence of congenital prolongation of the QT interval.

7. DRUG INTERACTIONS




12.2 Pharmacodynamics
Cardiac Electrophysiology

At the maximum recommended dose, AUSTEDO does not prolong the QT interval to any
clinically relevant extent. An_exposure-response analysis on QTc prolongation from a
study in extensive or intermediate (EM) and poor CYP2D6 metabolizers (PM) showed that
a clinically-relevant effect can be excluded at exposures following single doses of 24 and
48 mg of AUSTEDO.

12.3 Pharmacokinetics

After oral dosing up to 25 mg, plasma concentrations of deutetrabenazine are generally
below the Ilimit of detection because of the extensive hepatic metabolism of
deutetrabenazine. to-the-active-deuterated-dihy i = B 3
R

Systemic exposure (Cmax and AUCQC) for the active metabolites increased proportionally
to dose Linear dose-dependence-of Craand-AUC was-observed-for the-active
metabelitesfollowing single or multiple doses of deutetrabenazine (6 mg to 24 mg and
7.5 mg twice daily to 22.5 mg twice daily).

Absorption

Following oral administration of deutetrabenazine, the extent of absorption is at least 80%.
oral-desing—Peak plasma concentrations (Cmax) of deuterated a-HTBZ and 3-HTBZ are
reached within 3 to 4 hours after dosing.

[..]

Elimination

AUSTEDO is primarily renally eliminated in the form of metabolites.

The half-life of the active deuterated a-HTBZ, B-HTBZ, and total (a+B)-HTBZ frem
deutetrabenazine-is approximately S-te-10-hours: 12 hours, 7.5 hours, and 9 to 11 hours,
respectively.

The median-clearance values (CL/F) of the a-HTBZ, and the B-HTBZ metabolites of
AUSTEDO are approximately 65 L/hour and 200 L/hour, respectively, for a 70 kg HD or

TD patient with.
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