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Indications and Usage
AUSTEDO® is indicated for the treatment of chorea associated with Huntington’s disease and for the treatment of tardive
dyskinesia in adults.

Important Safety Information

Depression and Suicidality in Patients with Huntington’s Disease: AUSTEDO® can increase the risk of
depression and suicidal thoughts and behavior (suicidality) in patients with Huntington’s disease. Balance the
risks of depression and suicidality with the clinical need for treatment of chorea. Closely monitor patients for the
emergence or worsening of depression, suicidality, or unusual changes in behavior. Inform patients, their
caregivers, and families of the risk of depression and suicidality and instruct them to report behaviors of
concern promptly to the treating physician. Exercise caution when treating patients with a history of depression
or prior suicide attempts or ideation. AUSTEDO® is contraindicated in patients who are suicidal,

and in patients with untreated or inadequately treated depression.

Please see Important Safety Information continued on next page and accompanying full
Prescribing Information, including Boxed Warning. Page 1 of 3



Important Safety Information (continued)

Contraindications: AUSTEDO® (deutetrabenazine) tablets is contraindicated in patients with Huntington's disease who
are suicidal, or have untreated or inadequately treated depression. AUSTEDO® is also contraindicated in: patients with
hepatic impairment; patients taking reserpine or within 20 days of discontinuing reserpine; patients taking monoamine
oxidase |nh|b|t0rs (MAOQISs), or within 14 days of discontinuing MAOI therapy; and patients taking tetrabenazine
(Xenazme ) or valbenazine (Ingrezza™).

Clinical Worsening and Adverse Events in Patients with Huntington’s Disease: AUSTEDO® may cause a
worsening in mood, cognition, rigidity, and functional capacity. Prescribers should periodically re-evaluate the need for
AUSTEDO® in their patients by assessing the effect on chorea and possible adverse effects.

QTc Prolongation: Tetrabenazine, a closely related VMAT?2 inhibitor, causes an increase in the corrected QT (QTc)
interval. A clinically relevant QT prolongation may occur in some patients treated with AUSTEDO® who are CYP2D6
poor metabohzers or are co-administered a strong CYP2D6 inhibitor. Dose reduction may be necessary. The use of
AUSTEDO® in combination with other drugs known to prolong QTc may result in clinically S|gn|f|cant QT prolongations.
For patients requiring AUSTEDO® doses greater than 24 mg per day who are using AUSTEDO with other drugs known
to prolong QTc assess the QTc interval before and after increasing the dose of AUSTEDO® or the other drugs.
AUSTEDO® should be avoided in patients with congenital long QT syndrome and in patients with a history of cardiac
arrhythmias.

Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom complex reported in association with drugs that
reduce dopaminergic transmission, has been observed in patients receiving tetrabenazine. The risk may be increased
by concomitant use of dopamlne antagonists or antipsychotics. The management of NMS should include immediate
discontinuation of AUSTEDO®; intensive symptomatic treatment and medical monitoring; and treatment of any
concomitant serious medical problems.

Akathisia, Agitation, and Restlessness: AUSTEDO® may increase the risk of akathisia, agitation, and restlessness.
The risk of akathisia may be mcreased by concomitant use of dopamine antagonists or antipsychotics. If a patient
develops akathisia, the AUSTEDO® dose should be reduced; some patients may require discontinuation of therapy.

Parkinsonism in Patients with Huntington’s Disease: AUSTEDO® may cause parkinsonism in patients with
Huntington’s disease. The risk of parkinsonism may be increased by concomitant use of dopamine antagonists or
antipsychotics. If a patient develops parkinsonism, the AUSTEDO® dose should be reduced; some patients may require
discontinuation of therapy.

Sedation and Somnolence: Sedation is a common dose-limiting adverse reaction of AUSTEDO®. Patients should not
perform activities requiring mental alertness, such as operating a motor vehicle or hazardous machinery, until they are
on a maintenance dose of AUSTEDO® and know how the drug affects them. Concomitant use of alcohol or other
sedating drugs may have additive effects and worsen sedation and somnolence.

Hyperprolactinemia: Tetrabenazine elevates serum prolactin concentrations in humans. If there is a clinical suspicion
of symptomatic hyperprolactmemla appropriate laboratory testing should be done and consideration should be given to
discontinuation of AUSTEDO®.

Binding to Melanin-Containing Tissues: Deutetrabenazine or its metabolites bind to melanin-containing tissues and
could accumulate in these tissues over time. Prescribers should be aware of the possibility of long-term ophthalmologic
effects.

Please see Important Safety Information continued on next page and accompanying AUS-40752 Page 2 of 3
full Prescribing Information, including Boxed Warning.



Important Safety Information (continued)

CYP2D6 Metabolism: In patients who are poor CYP2D6 metabolizers or are taking strong CYP2D6 inhibitors, the total
daily dosage of AUSTEDO® (deutetrabenazine) tablets should not exceed 36 mg (maximum single dose of 18 mg).

Common Adverse Reactions: The most common adverse reactions for AUSTEDO® (>8% and greater than placebo)
in a controlled clinical study in patients with Huntington’s disease were somnolence, diarrhea, dry mouth, and fatigue.
The most common adverse reactions for AUSTEDO® (4% and greater than placebo) in controlled clinical studies in
patients with tardive dyskinesia were nasopharyngitis and insomnia.

Please see accompanying full Prescribing Information, including Boxed Warning.

The brands listed are the registered trademarks of their respective owners.
© 2017 Teva Neuroscience, Inc.
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HIGHLIGHTS OF FRESCRIBING IRNFORMATION

Thiese high % do nol imchude all e information needed o uge AUSTEDD salely
and effectivaly. See lull prescribing information lor AUSTEDOD,

AUSTEDD® [deubalrabenazing) lablals, bor oral use

Initial U.§. Approval: 2017

WARNING: DEPRESSION AND SUKCIDALITY IN PATIENTS
WITH HUNTINGTONS DISEASE
Saog lnl! preseribing lnfermation for complefe boxed warning.
+ Increases the risk of deprezsion and subcidal thoughts and behavkar ( sulcidality)
In patbents with Humtinglon's disease (5.1)
+ Balance risks of deprossion and suicidalily with the clinical need for Insalment
af chorsa when considering the use of AUSTEDD (5.1)
+ Maonilor patienis for the emergence or worsening ol depression, suicidality, or
unusual changes in behavior [5.1)
= Idom patients, caregivers, and families of the risk of deprassion and suickdality
lasrd“hllmt tia report behaviors of concern promptly to the treating physician
+ Exarcise caution when trezting patients with a history of deprassion or priar
suicide attempls or ideation {5.1)
+ AUSTEDO it contraindicated in patients wha are suickdal, and in patients wilh

__unirealed or Inadequately freated deprassion (4. 5.1}

RECENT MAJOR CHANGES
Baxed Warning (B/2017
Indications and Usags (1) 0BT
Dosage and Administration (2.1} 0BT
Contraindications (4) OB2017
Warnings and Precautions (5.1, 5.2, 5.3, 5.5, 5.7) OB/2017

IRDICATIONS AND USAGE
AUSTEDD is a vesicular monoamine transparber 2 (VMATZ) inhititar indicated for
the treatmend of:

= {horea associated with Huntinglon's disease (1)

= Tardeve dyskingsia m adults (1)

+ For patients at nsk for 0T protongation, assess the QT intersal before and aftar
increasing the total dosage above 24 mg per day (2.1)

« Administer with food (2.1)

+ Swallow tabdets whole; dondt chew, cruesh, or break (2.1)

= If gwitching patients from tetrabenazine. discontinee tetrabenagine and initate
AUSTEDD the following day. See full prescribing inlormation for récom manded
conversion table (2.2)

+ Maximym ecommended dosage of AUSTEDD in poor CYPEDE metabolizers is
36 my per day (e, 18 mg twice daily) (2.4, 8.7)

———————— DOSAGE FORMS AND STRENGTHS

Tablets: & mg. 9 mg, and 12 mg (3)

CONTRAINDICATIONS

= Sucidal, or unireatedinadequately reated depression i patients with Hundnglon's
deease (4, 5.1)

* Ilw:lu-:lm mB:f 85,123)
= Taking resempine, 5, tetraberazine (XENATIME®), or valbenazine (4,7.3,74,7.7)
HIHIIIIEB AND HHEGM.ITIDIE
fion: May cause an increase in OT interval. Avoid use in patients with
unq QT syndrome or with armytwmias associated with a prolanged QT

. llauml!ﬂﬁc aligreant Syndiome (NMS): Discontinus if this occurs (5.4)

= Akathisia, agitation, restiessness, and pakinsonism: Reduce dose of discontinue
if this occues (5.5, 5.6)

« Sedatorusamnodence: May impale the patient’s ability to drive or operate compled

machingry (3.7)
ADVERSE REACTIONS

Maost common adverse reactians (8% ol AUSTEDD-trealed patients with Hu
disease and greater than placebo): somnolenca, diarrhea, dry mouth, and fatigue :|
Most comman adverse reactions (thal ocourred in 49 of AUSTEDD-treated patients
with tardive dyskinesia and greater than placeba); nasophanmgitis and insomnia (6.1)
To repart SUSPECTED ADVERSE REACTIONS, conlacl Teva Pharmaceulicals al
1-B809-483-8270 or FOA al 1-B00-FOA- 1088 or www. lda. govimedwalch.
DRUG INTERACTIONS
+ Concomitant use of sirong CYF2D6 inhibitors: Maximum recommended dose of

AUSTEDD is 36 mp per day (18 mg twice daily) (23, ?.yu
= Alcohol or other sedating drugs: May have additive Sedation and somnalence (7.6}

" DTP

DOSAGE AND ADMINISTRATION
Initial Dose | Recommended Dose | Maximum Dose
Chorea associated with |6 mgiday |6 mg— 48 mgiday 48 myg/day
Hurtington's disasse
Tardive dyskinesia 12 mgiday |12 mg-43 mg'day |48 mg./day

= Titrate at weekly intervals by & mg per day based on reduction of chorea or tardive
inesia, and tolerability, up 1o 3 maximum recomimended dally dosage of 48 mg
4 g twice daily] (2.1)
= Agminister total daly dosages of 12 mg or above in two divided doses (2.1)

USE IN SPECIFIC POPULATIONS
Pregnanty- Based on animal data, may cause fatal harm (6.1)

Bee 17 lor PATIENT COUNSELING INFORMATION and Medicalion Guide.
Rivised: DB/2007

FULL PRESCRIBING INFORMATION: CONTENTS *
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FULL PRESCRIBING INFORMATION

WARNING: DEPRESSION AND SUKCIDALITY IN PATIENTS
WITH HUNTINGTON'S DISEASE
AUSTEDO can increasa the risk of deprassion and suicidal thawghts and behavior
{lulﬂlall]g in patients with Huntington's disease. Anyone considering the use
of AUSTEDO must balance tha risks of depression and suicidality with the clinical
need for trestment of chorea, Clasely menitor patients lor the emergence or
worsening ol dopression, sulcidality, or unusual changes in behavior. Pal lents,
|Iia|r caregivers, and families should be infarmed of the risk of depression and

sulcidality and should be instructed to repon behavlars of concem prompily 1o
the treating physician.

Parlicular caulion should be exercised in Irealing palienls wilh a hislory
ol depression or priar suicide atle or idealion, which are increased in
frequency in Huntinglon's diseass. AUSTEDD I3 contraindicated in patient s wha
are sulcidal. and in patients with untreated or inadequately ireated depression
fsee Containdications (4) and Warnings and Precaalions (5. 1)1,

1 INDICATIONS AND USAGE
AUSTEDO® is indicated for the treatment of i :
+ chorea agsociated with Huntington's disease Clivical Studies (14.1)}
= fardive dyskinesia in adults fsee Clinical Studies (14.2)]
2 DOSAGE AND ADMINISTRATION
2.1 Dosing Information
Thie dase of ALSTEDD is determned indnidually Tor each patient based on feduction
ol chorea or tardive dyskinesia and tolerability, When firsl prescribed to patients
who are nol being switched from telrabenazdne (a related VRIATZ inbibitor), the
recommended staming dose of AUSTEDD i= & mg adminisiered arally once daily for
patents with Hunbingtor's disease and 12 my per day (6 mg twice dasly) for patients
with tasdive dvskinesia
* The dose of AUSTEDQ may be increased at weekly intervals inincrements of  mg
per day to a maximum recommended daily dosage of 48 mg
= Armirister total daily dosages of 12 mg of above in two divided doses.
+ Administer AUSTEDD with 500 Ciinica r.ﬂmmmwg‘{fé,a}}
+ Swallow AUSTEDD whole. Do nat chew, crush, or break tablets.
" Inressing tta AUSTEDO dosage aoeve 24 g per day see Warings and
increasing 1 sage above per sew
mwﬁn (5.3) and Drug m:argm-.-s rzz;l.m .
2.2 Switching Patients irom Teirabenazine {XENAZINE) ta AUSTEDD
Discontinue lefrabenazine (MEMAZINE®) and iniiate AUSTEDO the following day
Thee recommended intial dosing I'ﬁll‘l‘l-lﬂ of AUSTEDD In patients switching from
fetradenazing (XENAZINE®) to AUSTEDD is shown in Table 1.

Table 1: Recommended nitial Dasing Regimen when Switching from Telrabenazing
(XEHAZINE®) ta msTElum hﬂ

Cument lelrabenazing Iminial %m ol
daily dosage AUSTEDD

125 mg & mg once daily
25 my § my twice daily
37.5m 9 mj tabce daily
50 meg 12 mg tedee daily
525 mg 15 myg tadce daily
75 mg 18 mg tasce daily
87.5 mg 21 mg taice daily
100 mg 24 mg tasce daily

After patients are switched 1o AUSTEDD, the dosa may be adjusted at weekly intervals
[see Dozage and Administetion (2. 1)]
2.3 Dosage Adjustment with Strong CYPZD6 Inhibitors
In patients recaiving strong CYP2DE inhibitars (e.0.. quiniding, antideprassants such
a8 panowating, fuceting, and bupropian), the daily dosage of AUSTEDD shauld
rit edcsed 35 mg (manmum single dose of 18 meg) [sée Drug Inferastions (7. 1) and
Clinical Pharmacoiogy (12.3)
2.4 Dosage Adpsiment I’r] Poor CY 206 Metabelizers
In pabents who aré poor CYF206 metabolizers, the 1otal daily dosage of AUSTEDD
should not excesd 38 mg (maximum single dose of 18 n‘n:ﬁ [see Use in Specilic
Populations §8.7))
2.5  Discontinuatlon and Interruption of Treatment
Treatment with AUSTEDD can be discontinued withoul tapening. Fallowing Treatment
inbérrupBon of greater tan one week, AUSTEDD the should be re-titrafed when
reswmed. For treatment intesruption of bess than one freatment can e resumed
at the previows maintenance dose without titration
3 DOSAGE FORMS AND STRENGTHS
AUSTEDD tablets are availatle in the following strengths:
= The 6 my tablets are round, puple-coated tatiets, with 507 over "6 pranted n
black ink on one sida.
+ The 9 mg tablets are round, bue-codted tablets. with “50" over “0" printed in
black ink on one side,
= The 12 mQ tablets are round, bEge-coated tablets, with “S07 over “127 printed
in Black ink an one side.

4 CONTRAINDICATIONS
AUSTEDD ks cont raindicated in paBents:
+ With Hurtingtor's disease who are siicidal, of hawe untreated or inadequately
treated depression [see Wamings and Frecactions (5. 1))
= With hepatic impairment fsee Lise 0 Specie Fopulations (8.6), Chmicll Par-
macofogy (12,3
+ Taking ressrpine, Al least 20 days showld elapse after stopping resempine belore
starting AUSTEDOQ fzee Dvug interachions (734
* Taking monoamine axidass inhiditors (MAQIS), AUSTEDO should nat be used in
caombenation with an MADI, of within 14 diys of discontineng therapy with an
MADI feee Dvug fnderactions ¢7.41]
+ Taking tetrabenazing (XEMAZINE®) o1 valbenazing [se¢ Drug Infavactions (7. 73],
5 WARNINGS AND PRECAUTIONS
51  Depression and Sulcidality in Patients with Huntinglon's Diseasa
Patients with HunSinglon's disease are at increasad risk for depression. and sucidal
bdeation or behaviors (sulcidality). AUSTEDO may Increase the risk for subcidality in
patients with Huningion's disease. i
In a 12-week, doulrle-biind, placebo-controlied trial. suicidal ideation was reparted
by 4% of patients treated with AUSTEDD, compared 1o no patisnts on placabo: no
suicide attempts and no completed suicides were repored, Depression was repored
1y 4% of patienits treated with AUSTEDO.
When considering the wse of AUSTEDD, the risk of suicidality should be balanced
apainst the nesd for treatment of chorea. A0l patients treated with AUSTEDO should be
oserved for new or worsening depression or suicidality. i depression or sucidality
does not resolve, consider discontinuing treatment with AUSTEDD. )
Patients, their caregivers, and families should be infarmed of e rigks of depression,
| ing depression. and sudidalily associated with AUSTEDD, and showld be
o répor behaviars of concemn proptly 1o the treatng physiclan. Patients with
Hurtington's disexse wihi eipiess suciel idestion should b erlsated immedately.
52  Clinical Worsening and Adverse Events in Patients with Buntington's Disease
Huntinglon's disease is 2 progressive disorder characterized 1:3;_4;'-rln;elr_l|;|'es= in mood,
cognition, chovea, nigidity, and funcional capacity over ime. YMATZ innilitors. indudng
AUSTEDD, may cawse a warsening in mood, cognition, igedity, and functional capacity.
Prescribars should periodically re-evaluale the need for AUSTEDD n ther patients
4y assestng the eflect on charea and possitie adverse alfacts, including sedationd
SonnokeEnce, depresaon and sulckdality, parkinsonism, skathisia, restlessness. and
cognitive decing. |1 may be dificelt to distinguish between adverss reactions and
prograssion of e underlying diseass; decreasing the dose or stopping the diug may
hiip the clinician to distinguish between the two possibilities. In some patiants. the
underlying charea Rl may improve aver ime, decreasing the need for AUSTEDD.
5.3 QT Prolangalion
Tetrabenazing. a felated VRAATZ inhibitod, Causes anincrease (aboul B meec)
in the corrected BT (Te) Interval.
A clinically redevant OT profongation may occur in some patients treated with
AUSTEDD who are CYPZDG poor metabolizers or are co-administered a strong
CYP2DE inhititor [see Chinical Pharmacalogy (12.2. 12.3]
Far patients who are CYP206 poor metabolizers or are m:ﬂ:rmu CYP20G
inhihitor, dose reduction may be mg!mﬂmmm stration (2.3 24)
Treusen?nmm in mmmaﬂ'l i maur ugm:nhlinmm mmg;}uu
vy resell in ol Y prolongations [see teracifons (72)0
For patients requiring AUSTEDD doses greater than 24 mg per day who are using
AUSTEDO with other druegs known to profong OTc, assess the OTc imterval before
and amﬁi;cmrmng the dase of AUSTEDD of olher medications Bhat are known 16
piolong OTc.
AUSTEDO should also be avoided in patients with congenital long 0T syndsome and
i patsents with a history of cardiae arhythmias. Certain circumstances may increase
the risk of e occurrence of torsade de pontes and/or sudden death in assocation
with the use of drugs that prodong the OTc interval, including (1) bradycardia; (2)
mypokalemia or hypomagnesemis; (3) concomitant use of other drugs that prolong
the 0T interval; and {4) presance of conganital protorgation of the O intaréal.
54 Meuroleptic Malignant Syndroamee (NMS)
& potentially fatal sympiom comples sometimes referred 1o as Neuroleptc
Malignant Syndrome ) has been reparted in association with drugs that reduce
dopaminengic transmitssion. While NhES has not been abserved in patients receiving
AUSTEDQO, it has been abserved in patients receiving tetrabenazing (a closaly relaled
WKIATZ inhibitor). Cliniciars should be alerted to the signs and sy mploms associated
with WS, Clinical marifestations of NMS are hyperpyrexia, musdle rigickty, altered
mental status, and evidence of autonomic instabilty {imegular pulse or blood
pressure, tachycardia, diaphoresis, and cardiac dysthythmia), Addisonal signs may
include elevated creatining phosphokinase, myoglabinunia, rhabdomyolysis, and
acute renal failure. The diagnosis of NMS can be complicated; other ssnous medical
iiness {e.g.. pneumonia, systemic infection) and untieated or inadequately treated
extrapyramidal disasders can present with similar signs and symploms. Other
impartant considerations in the differential diagnaosis include central anticholinergic
toodcity, heat stroke, drug fever, and primary central nersous system |:uutrmm%'_E
The manzgement of NME should include (1) immediate discontnuation of AUSTEDD:
{2} intensive symptomatic treatment and medical menitoring: and (3} treatment
of any concomitamt ssnous medical prablems for which specific trealments are
available, There is no general agreament about specific pharmacalogical treatment
reqimens far NMS.
Recurrence of MMS has been reported with resumption of drug therapy. 1 treatment
with AUSTEDD is needed after recoviry from NMS., patients should be monitonsd for
=igns af recurrence.
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5.5  Akathisia, Agitatlon, and Restlessness )
AUSTEDD may increase e risk of akathissa, agitation, and restlessnéss in patients
with Hurtington's dissase and tardive dyskinesia.

In 2 1240k, doulle-bind, placsbo-controbed Tidl in Hurtinglon's diseass patients.
akathisia, agitadon, of resPessness was reported by 4% of patients freated with
AUSTEDOD, compared 1o 2+, of patients on placebo; in paiients with tandie dysuinesa.
2%, of patients trexted with AUSTEDO and 1%% of patients on placebo expesienced tese

gvenls.
Patients receiving AUSTEDD should be monitored for signs and symptoms of
resflessness and agitation, s these may be indicators of develaping akathisia, If
2 patient develops akathisza duning treatment with AUSTEDD, the AUSTEDD dose
should be reduced; soime patients mai.ruqma disconBinuation of therapy.
5.6  Parkinsonizm in Palients with Hatington's Disease
AUSTEDO may cause parkinsonksm in patients with Huntington's disease.
[Because rgidity can develop s part of the underying disease process in H
disease, it may be difficut fo distinguish between this potential drug- ad
adverse reaction and progression of the enderhing disease process, Drug-induced
parkinsonism has the potential 1o cause more functional disabdity than untreated
chone for some patiertts with Hurtington's disease. If 1 patiertt develops parfnsansm
duiing traatinent with AUSTEDD. the ALSTEDQ dase should be reduced; some patients
m?' require dizcontinuation of therapy
5. Sedation and Somnokence
Sedation is a common doss-limiting adverse reaction of AUSTEDD. In a 12-week,
double-Blind, placebo-controlled trial examiring patierts with Huntington's disease,
11% of AUSTEDO-treated patients reporied somnolence compared with 4%. of patients
on pracebo and 5% of AUSTEDO-trexted patients reported Tasgue compared with 4%
of placebo- frexted patients.
[Patients should not perform JcBvities rquinng mental alerness o maintsin !e sifety
of themselves or others, such 35 operating a motar vehick or operating hazardoes
machinery, umtil they are on 2 mainterance dose of AUSTEDD and knowy how the diug
afrm m-n.
erprolaclinemia

Serum n: actin bmt& were ol evaluated in the AUSTEDD development program.
Tetrabenazine, a dosely related YMAT2 inhibitor. eevates serum profactin concen-
frations in humans. Following administration of 25 mg of tetrabenazing to healthy
wolunieers, peak plasma prodactin levels increased 4- 1o 5-fiold,
Tisswe culture experiments indicate that approximately one-third of human breast
cancers are prolactin-dependent /o wiiro, a factor of potential Impartance i AUSTEDD
is being considered for a patient with previously detected breast cancer. Although
amenotthea, rihiea, 1. and impetence can be caused by devated
serum prolactin concentrations, lhe clinical significance of elevated serum prolactn
concentrations for most patients is unknown,
Chranic increass in serum pralactin levels (althouwgh not evalestad in the AUSTEDD
of letrabenazing deveopment programs) has béen associated with low levels
of estrogen and increased risk of osteoporosis. If there is 2 direcal suspician of
Sy MpIomate hypemeolactinemia, appmpriate kaboratony testing should be done and
congsderatian should be given 10 Sscontinuabion of ALSTED).
5.9  Binding 10 Melanin-Containing Tissues
Since deutetrabenazing or its metabalites bind 10 melanin-containing tissues, it could
accumulate in thase tissues over time. This raises he possibilty ma AUSTEDD
ey cause Wedcily in hese tissues atter extenced use. Neither ophthalmalogic nor
micrscopic examination of the ey has been conducted in the chionic oaicty studies
in 2 pigmented species such as dogs. Ophthalmologic monitaring in humans was
inadequate o exclude the possibility of injury occuming atter long-term exposure
Thee cimical refevance of dewtetrabenazing's binding to meanin-containing Bssuss is
unénown. Althaugh thereare no specific recommendations for pemodic ophthalmologic
maritorng, prescrivers shauld n-amru um possikility of long-term ophthalmologic
effects fm Ciinical Pharmacology {12.2)
6 ADVERSE REACTIONS
Thee follgeing serious adverss reactions dre discussed in greatar detall in other sections
of the labeling:

+ Depression and Suicsdality in Patients with Huntington's diseass [see Wamings

and Precautions (5. 7))

+ (O Prolongation [see Wamings and Pracautions (5.3

+ Meuroleptic Malignant Syndrome (NBS) [see Warnings and Precimlions (5.43/

» Akathitia, Agitation. and ResTessness fsew Warnings and Precaitions (5.51]

= Parkinsorism in Patients with Huntinglon's disease [ses Warmnings and Preciu-

Hons (5.61]
= Sedaton md Somnolence mdearﬁms{s.ﬁj
+ acsnemia Prmw!ms {5.8;f
nding to Melani Issues fsee Warnings and Precantions (5.9)]

& 1 Clinical Trials Experianc

Because clinscal trials are mﬁm‘tm mrmdely varying conditons, adverse reaction
rales ohserved in the dinical trals of a drug cannal be directly compared to raies in
fhe cinical 1riats ufmm*umrnmd may rod reflect the rates observed in practice.
Patients with Huntinglon's Diseasa

Study 1 was a randomized, 12-week, placebo-controlled study in patients wath chorea
associated with Hurtington's disexss A toldl of 45 pafients received AUSTEDD, and
45 patierds received placeho. Patients ranged in age between 23 and 74 years (mean
54 years): 55% were male, and 92% were Camczsan. The most comman adverse
TEACHONS OCCUTng in greater than 8% of AUSTEDO-Teated pasients were somnolence.
diarrhea, dry mouth, and fatigue. Atverse reacions oCCumng in 4% or mon of

patients treated with AUSTEDOD, and with a greater incidence than in patients on
placebo, are summanzed in Table 2

Table 2: Adverse Reaclions i Palienls with Hunl ‘s Disease (Study 1)
Experienced by a1 Least 4% of Palients on AUSTEDO and with a Grealer
Ingidence Ihan on Placabo

Adverse Reaction AUSTEDOD Placebo

(=45} { =45}
Y

Somnobencs 11

Diarshiea ] 0

Dy mouth ) 7

Fatigis 9 4

| Usinary trac infection 7 2

Insomnia 1 4

Aroiiety 4 2

Constipaion d 2

Comntusion 4 2

O of more advarss reactions resulied in a reduction of the dese of study madecation
in T4 of patients in Study 1. The most commen adverse reaction rasulling in dose
regucion in patients recerving AUSTEDD was dizziness (4%
Agitation led fo discontinuation in 2% of patients treated with AUSTEDD in Stedy 1.
Patlenls with Tardive Dyskinesia
The data described below reflect 410 tardive dyskingsia patients participating in clinical
trigls. AUSTEDD was studied primarily in tao 12-week, placebo-controlled frials (fied
dose, dose escalation). The popukation was 15 1o B0 years of age, and had tardive
dyskingsia and had concurrent diagnoses of mood disorder (33%) or schizopheniy/
schizoaflective disorder (63%). In these studies, AUSTEDO was admingstesed in dosis
ranging fram 12-48 mg per day. All patisnts continued on previous stable regimens: of
:ﬂpﬁ;ﬂ#ﬁ 1% and 14% respective atypical and fy picall antipsychotic medications
o] Iy,
The most common adverse reactions occurding in greater than 3% of AUSTEDD-
treated pabients and greater than placebo were nasophanygitis and insomnia. The
alhverse TEACHONS DOCUTInG In >2% or more pakents treated with AUSTEDD (12-
43 mp per day) and greater tan in placebo pabents in two doudle-bind, placebo-
controlled stwedies in patients with tardive dyskinesia (Study 1 and Study 2) are
swmimarnized in Table 3.

Table 3: Adverse Reactions in 2 Placebo-Conirolled Tardive Dyskimesia Studies
Elﬁ 1 and Study 2) o 12-week Trealmend on AUSTEDO Reported in al
Least 2% ol Patients and Greater than Placebo
Preterred Term AUSTEDD Placebo
{H=279) III-131}
(e} (%)
Nasopharyngitis 4 2
Insamnia 4 1
Deprassion’ Dysthymic disorder Z 1
Akathisia‘gitation/Restlessness 2 |

OFe G MOTE Adverse Feactions resulted in 4 reduction of the mmm redicatan

in 4% of AUSTEDOD-treated patients and in 2% of placebo-traated patents.

1 DRUMG INTERACTIONS

7.1 Sirong CYP2DE Inhibitors

& reduction in AUSTEDO dose may be necassary when WYWE

nhibitor in patienis maintained on 3 stable dose of AUSTEDO. use of
CYP206 inhabitors (e.g. paroxeting, flucxeting, quinidine. bupropion) has

Seen shown 10 increase the systemic exposure 10 the active ditydro-metabolites of

deutetrabenazine by approdimately 3-fold, The daily dose of AUSTEDOD should not

exceed 36 mg per day, and the maximun single dose of AUSTEDO should not exceed

18 me in patients taking strong CYFZ06 inhibitors [eee Dosage and Adminisirabion

(2,37 and Ciinfcal Prarmacology (12 23]

7.2 Drugs that Cause OTe Prolongat lon

Tetrabenazine, a closely related VIAT2 bnhitstor, may cause an increase in the

comrected OT (OTc) interval, CBnically relevant OT prolongation may also occur with

AUSTEDQ [sew Warnings avd Frecautions ¢5.3), Clinical Phaimmacology (12,23,

Foi patents requiing AUSTEDD doses above 24 mg per day. who ane usi

AUSTEDD in combination with ofher drugs known to profong O ¢, assess the O

interval before and after increasing the dose of AUSTEDD or other medications

that aré knawn 1o prolong OTc. Drugs known to peclong OTc inclsde antipsychatic

medications {¢.9.. chlorpromagine, haloperidol, thioridazine, zipragidone), ant bictics

{e.9.. monifloxacing, Class 1A (e.g. quiniding, procainamide), and Class Il (e.g.

amindanane, sotalol) anterythmic medications.

1.3 Reserping

Reseming binds irreversibly 1o YIATZ and the durabon of its effect is several days.

Pregcribers should wait or chorea or dyskinesia to réemerge before dministenng

AUSTEDO to help reduce the risk of overdosage and majos depletion of serctonin and

norapinephring in e central narvous spstem. At lesst 20 days should elapss after

stopping reserping hefore starting AUSTEDD. AUSTEDD and resermine should not be

used concomitantly fsae Contraindications (4
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7.4 Monaamine Oxidase Inhibitors [MADIs

AUSTEDD is contraindicated in patients taking MAOIs. AUSTEDD shoukd not be used
in combination with an MADL, or within 14 days of discontinuing Therapy with an
WA fsee Contraindications (4}

7.5  Mewnoleptic Drugs

et risk of parkinganksm, NS, and akathisia may be increased by concomitant use
of AUSTEDD and dopaming antagonists or antipsychotics.

7.6 Alcahol or Other Sedating Drugs

Concomitant use of alcohol or other ssdating drugs may have additive effects and
wiorsen sedation and somnolence [see Warnings and Precaslions (5.7)]

7.7  Concomilani Telrabenazing or Valbenazine

AUSTEDD is contraindicated in patients currently taking tetrabénazing or valbenazine.
AUSTEDD may be initiated the day following athan of tetrabenazing [see
Dosage and Admintstration (2 21

8 USE I8 SPECIFIC POPULATIONS

%I;r Pregnancy

There are no adequate data on the developmental sk associated with the use of
AUSTEDD in pregnant women. Admiristration of deutetrabenazing lo rats dusing
organogenests produced no dear adverse effect on embryofetal development. How-
wver, adminisiraion of tetrabenazine to rats throughout pragnancy and lactation
resultad in an incraass in stillbirths and postnatal offspring mortality [see Data).

In the U5 general population, e esimated background risk of major birth
detects and l%:wrl:ﬁ:i.rimm I:ﬁﬂ[;lmnﬂﬂ:_ll; 2-4% and 1%-“20“&_
Tespectively. bae risk ol major defects mascamiage for he
mhdwpm‘imisuhm

Arimal Data

Oral adrinisteaion of ﬂnﬂmh«mlm {5, 10, ar 30 mgkg'day) or tetrabenanine

E&mmnwmm had no dear effect on emb
mum was § times the maximum r

human dose of 48 mo/day, on a body surface area (mgine) basis,

The effects of deutetrabenazine when administered during organogenesis to rabbits

ar during pregriancy and Lactation o rats have not bean assessed.

Tetrabenazine had no effects on embryoletal when admiresieced 1o prag-

nant ri bits during the paitad of arganagenssis 4 oral doses up 1 B0 mghgiday, Vhen

tetradenazing was administerad 1o female rats (Goses of 5, 15, and 30 mgkgsiday)

from the beganning of organagenesis through the lactation penod, an increass in

stillbirths and offspring postnatal mortslity was obsenced 21 15 and 30 mghgiday,

arrﬂ delayed pup maturation was observed at all doges.

.R.[nt Lactalbon

Summary
There are no data on the présence of deutetrabénazing or its metabolites in human
imilk, the effects on the breastfed Infant, or the effects of the drug on milk production.
The developmental and health benefits of breastieeding showd be considered along
with the mather's clinical need for AUSTEDOD and any potentlal adverse effects on the
hreastfed infant from AUSTEDD or from the wnderlying maternal condiion.
8.4  Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
8.5  Geriatric Use
Glinlcal studies of AUSTEDD did not include sulficient numbers of subjects aged 65
and over to determineg whether they nespond differently from younger subjects. Other
reported dintcal experience has not identified differences in responses between the
ldetly and younger patients. In general, dose selection for an elderly patient should
e caufious, usually starting at the low end of the dasing range. reflecting the greatsr
frequency of hepatic, renal, and cardiac dysfunction, and of conoo mitant disease or
wiher drug therapy.
8.6  Hepatlc Impalnment
Thee effect of hapatic impai rment on the pharmacokinetics of deutetrabenazine and i
prmary metabalites has not been sudied; however, in 2 clinical study conductad with
fetradenazine, 3 dosaly related VIMATZ inhibitor, there was a large increass in expasure
o tetrabenazing and its actve metabolites in patients with hepatc (mpaiment, The
cinical significance of this in¢rexsed sposure has nol been dsSessed, but Decaisse
of concems for a greater risk for seriows adverse reactions, the use of AUSTEDQ in
patients with hepatic impalment is contraindicated [see Contraindications /), Glinigal
FPrarmacology (12.3)].
a7 Poor CYP206 Melabolizers
Although the pharmacakinetics of deutetrabenagine and its metabolites have not
heen systematically evaluated in patients who do not express the drug metabolizing
enzymie, it is likedy that the expasure W o-HTBZ and B-HTEZ would be Increased
siralarly o taking a GYPZDG mnhur{imo:dmalnu -fold). In patients vwho
i et ) o o AT .5 50
mum single dose 3e 2
mmmmm

10 OVERDOSAGE
Overdoses ranging from 100 mg to 1 g have been reparted in the literaiure with
fetrabanazine, a closdy rdated VIMATZ inhititor, The folliowing adverse reactions
occurred with overdosing: acute dystonia, ocubogynic crisis, nausea and vomiting.
sweating, sedation. lwpotension, conmfusion, damhea. halucinations. iubor and tremor.
Treatment shoukd consist of those general measures emploved In the

of owerdosage with any central nervous system-active drisg. General suppo

ment
and

symplomatic measwres are recommended. Gardiac rhythm and vital signs should
b monitored. In managing mardmaqs. the possability of mulsiple drug invalvement
should always be considered. The physician should consider c a poison
control center on e treatment of any overdose. Telephons numbers for certified
paison control centers are listed on the American Association of Poison Control
Centers website wiww aapcc.ang.
il DESCRIPTION . o
AUSTEDD {deutetrabenazine) is a vesicular monoamine fransporter 2 (YMATZ) inhilitor
for gral administrafion, The molecular weight of dewtetrabenazine is 33,46, the pkais
5.31. Deutetrabenazine is 2 hexabydrg-dimethay inglizine derivative and s
the folawing chermical name: (AR 5811,3,4.6.7, 11 deo-9, 10-cli ity -

:| (2 mm_s'hﬂm'l -2H-beren | guindlizn-2-one.

mullwlar formua for dewtetrabenazing is C.H, DN0,. Deuvtstrabenazing is 3

TCEMIC mixt g containing the following structures:

= s

RA-Deutertbenines S{euribenaine

Deutetrabenazine is 2 white to slightly yellow crystalline powder that ks sparingly
soduble in waler and soluble in ethanol
AUSTEDO tabete contain G mg, 9 mg, of 12 meg deutetrabenazing, and the following
nactive Ingredients: ammonsum black iron codde, n-butyl alcohl,
Sutylated hedrowyanisole, Dutylated hydeoytoluene, urn stearate, mannitol,
miceocrystalline cellulose, Dnlu'd'lm'm giveol, polyethylene oxide, polysorbate B0,
alcohol, povidone, propylene gycol, shellac, talc, Stanium dioxide, and
FONC blwﬂ.’lﬂ The & mg tadlets also contain FO&C red #40 lake, The 12 mg
tablits also contain FDGC yellow #6 lake.
12 CLINICAL PHARMACOLOGY
121 Mechanism ol Action
The precise mechanism by which deutetrabenazine axerts its affects in e treatment
of tardive dyshinesia and chorea in patients with Hurtingbor's disease is unknown
Jut is believed 1o be related to its effect a5 a reversibie depletor of monoamines
e ot chelting meobes - Syroienbenine |NTBZ] and - HTEZ) of
maprﬁ i etaolites (oo and p-
Denazine, are reversible inhibitors of VMAT2, resulting in decreased
-ul Manaamings into wrmmnmmﬂmn of monoamine stores.
12.2  Pharmacodynamics

Garcluﬂua

arﬁl o 24-myg dose of ALSTEDD on the QT irterval was stadied
in 3 andomized, doubde- Wind. plac onirolled crossover stisdy in healy male and
female subjects with moxdfloxacin a5 a positive contral. HHIEALEIEWMEI
an appoodmately 4.5 meec mean Increase in OTc (0% Cl- 2.4, 5.5 maec). Effects at
higher sxposures 1o AUSTEDD of its metabolibes have not bean evalusted.

Mdelanin Binding

Deutetrabenazing or s metabolites bind w0 melanin-containing tissues e, oy,
sk, fur} in plgmented rats. After 2 single orl dose of radictabeled deutetrabenazine,
radioa was otll detectad in eye and fur af 35 days following dosing [see
Warnings and Precairlions (5.9)].

123 Pharmacokinelics

Afer oral dosing up 10 25 m). plasma concentrations of dewetrabenazing are
peninally belowy the Bmit of detection bacase of the wensn'e hipatic matabalism
of dewtetrabenazing 1o the active deuterated dihydre metabolites (HTEZ). o-HTEZ
aned B-HTBEL. Linear dose dependence of G and AUG was observed lor the dctive
metabolites following single or multiple doses of dewetrabenazing (6 mg to 24 mg
and 7.5 mg twlce daiky to 22.5 mg twice dally).

ption
%mmwwwwmmammwm , thee enctent of alysorption is at least

Flasma concentrations of devtelrabenazine are mrﬂy below the bmit of detection
after oral dosing. Peak plasma concentrations () of dewterated o-HTEZ and
B-Hlﬂgfara within 3 to 4 houwrs after dosing.

Effect of Food

The effects of food on the bicavailability of AUSTEDD were studied in subjects
adminisiered a single doss with and witout food. Food had no effect on the arsa
under the plasma concentraBon-ime curve (AUC) of o-HT8Z or [3-HTBZ, although

%;\m mﬂm&urﬂy approcamatedy 50% in the presence of food [see Dosage and

The median volume of destribution (Vo/F) of the «-HTBZ, and the B-HTEL metabolites
of AUSTEDD are approodmately 500 L and T30 L, respectively.

Aasults of PET-scan studies in humans show that following imravenous Injection of
C-labaled twirabenazing or «-HTBZ, radioaciivity |5 rapidly distribuied to the beain,
'with vl highest binding in the stratum and lowest Snding in the corex.

The i vilrg protein binding of tetrabenazine, o-HTEZ, and R-HTBZ was examined
i human plasma for concentrations ranging from 50 to 200 ng/ml. Tetrabenazine
binding ranged from B2% to B5%, w-HTBZ binding ranged from G0% to 68%. and
fi-HTBZ binding ranged from 354 ta 63%,
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[Elirmination

AUSTEDD |5 prirearily eliminated in Se form of mefabolites.

Thee: haif-lite of total o) HTEZ from deutetrabenazine is apprcod Sto 10 hours
The median clearance values (CLF) of the o«HTBZ, and the p-HTBZ metabolites of
AUSTEDO are approsimately 47 LAwour and 70 Linour, respectively, inthe Huntinglon's
disease patient population.

Metabolism

Iy witr gupaiments in human liver microsomes demonstrate hat deutetrybenazing
is actensively biotransformed, mainky by carboryl reductase, to ks major active
metabolites, a-HTEZ and g-HTEZ, which are :Lﬁugfwm primarily by
CYPZDE, with minor ons of CYF1AZ and o form several mingr
metabolites.

Exeraiion

In a mass balance study in & healthy subjects, 75% 10 B6% of the deutstrabenazing
dose was excreted in the urine, and fecall recovery accounted for B% to 11% of the
dmunumﬂmnfhu-ﬁmwﬁ retabolites froem deutelrabenasine
each accounted for less than 107 of he administered dose. Sulfate and glucuronide
conjugates of the o-HTEZ and p-HTEZ metabolites of dewtetrabenazine, as well a5
products of ouidative metabolism, accounted for the majority of metaboites in the urine.

and e Patiers
Theere is no apparent affect of pender on the pharmacokinetios of a-HTEZ and B-HTEZ
of deutetrabenazine.

Mo dlinical studies have been conducted to assess the effect of renal impairment on
fthe P of AUSTEDO.

Faliants virth Hapatie Impairménd

Thee: effact of hepatic Impalrment on the pharmacokingtics of devtdrabavazing and
s primary matabolites has ot been studied. Howevar, in a clinlcal study conducted
1o assess the eflect of hapatic impalrmint on the pharmacokinetics of tefrabenazine,
4 chosety related VMATE inhibitor, the expogure 1o o-HTBZ and p-HTBI was up o
40t greater in patients with hepatic impairment, and the mean tetrabenasne Cr, n
patients with hepatic impairment was up to 190-fald higher than in healthy' subjects
[see Contraingications (4), Use in Specific Populations (8 5}j.

Poor CYPZDE Melrbolizars

Athough the pharmacokinetics of deutetrabenazine and its metabolites have not
bheen mﬁerm’dﬂl{ evaluated in patients who do not express the et bolzing
enzyme CYP204, 11 is ikely that the exposure 1o o-HTEZ and g-HTBZ would be
increased simiady to taking strong CYP2DG inhibitors (approximately 3-fold) fsee
Dosage and Administragion (2 4], Dvug inferactions (7.1)].

[Drug Irteraction Slltlu

eutelrabenazing, o and p-HTBZ have not been evaluated In do witro stsdies
for indwetion or rﬂuﬂm of CYP enzymes of interaction with P-glycoprotein. The
resulis of in wirp studies of twlbamzma r.'h:- not s Illt fefrabenazine or its
«-HTEL or B-HTBL metabolites are li significant inhibition
af CYP2DE, CYP1A2, CYP2BG, CY {:"I'PE{'.‘B i‘.“f‘ﬁm CYF2E1, of CYF3A.
In g studles suggest that neither letrabanadne mar Jl’s a-HTEZ af §-HTEZ
imetabolites are likaly o rasult in significant induction of CYP1A2, CYPIAL,
CYP2E6, CYP2C8, CYP2GI, or CYP2C19. Meither tetrabenazing nor its «-HTBL or
B-HTEZ metabolites are likely 1o be a substrate or infiblior of P-glveoprotein at
clinically relevant concentralions in v,
The deutetrabenazing metabolites, 2-methyipropanolc scid of p-HTEZ (M1) and
mionoiydioy tetrabenazing (M), have been evaluzted in a panel of v wirg drug-
drug irteraction Studies; tha msuts indicate that M1 ane nat expeciad o causs
% relevant diug iMeractions.

Inthibitors

In witre-studies indicate thal the o-HTEZ and B-HTBZ metabolites of deutetrabenadne
are substrales for CYP2DG. The effect of CYP206 Inhibiion on the pharmacokinetics
of deutetrabenazine and its metabolites was studied in 24 healthy subjects fllowing
1 sngle 22 5 mg dase of dewtetrabenazine given after 3 days of administralion of
fihe strong CYF206 Inhibitor paroxetine 20 mg dally_ In The presence of paroxetine.
g%u“rrﬂlc*mum {AUG ) of a HTBsz l.&-lnlﬂlmmé “:‘ B HIEBZ w}m%i
T, resulting in app noximately 3-1old increase in AUG, for total o+

Paroweting decreased the dearince of o-HTBZ and p-HTEZ metabalies of AUSTEDD
with cornegponding increases in mean half-life of approximstely 1.5-fold and 2.7-fold,
respecively, In the presence of pargseting, G 0f a-HTBZ and p-HTEZ were 1.2-fold
and 2 2-fold higher, respectively.

The eflect of modarate or weak CYP2DE inhibitors such as dulcxetine, terbinaline,
amendarane, or seriraling on the exposure of deutetrabenazing and its metabolites
has not been evalated

ﬁSTEDO was not evaluxted for interaction with digowin. Digowdn is @ substrate for

PP-glycoprotein, A study in healthy subjects showed that 1etrabenazine (25 my teice

daily for 3 days) did not atfect the bioavallability of digtxin, suggesting that at this

dose, terabenazing does not affect P-glycoprotedn in the intestinal tract. fn vitro

%u 2150 00 nat suQpest hat TEIATENAZInG of its mataboktes are P-glycoprotein
fors

13 MONCLINICAL TOXICOLOGY
13,1  Carcinogenesiz, Mutagenasis, impairmend ol Fertility

No carcinogenicity studies were performed with dewtetrabenazine,
No Increass in temors was observed in p53+ tran mice treated orally with
tetrabenazing at doses of 0, 5, 15, and 30 mokgiday for 26 weeks.

Mutagenesis
Deutetrabenazine and its deuterated o-HTEZ and p-HTEZ metabolites were negative in
i wifre (bacterial reverse mutabion and chromosome aberration in heman peripheral
Hood |ymphocytes) assays in the presence or absence of metabalic activation and in
the i wivo micranuclaus assay in mice,
Impainment of Fevtilily
Thie effects of deutetrabenazing on fertility hawe not been evaluated. Ordl admin-
istration of deutetrabenazine {doses of 5. 10, or 30 mghkgiday) to female rats for
‘3 manths resufted in estrous cycle disruption at all doses: the lowest dose lested was
similar o the maximum human dose (48 ma/day) on a body surface
area (mg/m) basis
Oral administration of tetrabenazing (doses of 5, 15, or 30 mtw':lag} 1o female
tats priof 1o and throughout mating, and continuing through day 7
tesilted [0 disnupled estrous cyclbaty al doses greater thin 5
on mating and feriility n:lm or sperm parameters (motility, count, ﬂ-mslm werE
observed when males were treated ﬂlﬁllfﬂlllta‘tlibﬂ'mﬂmﬂﬁ 1500
30 mgdegiday prior to and thioughout mating with untrexted females
14 CLINICAL STUDIES
4.1 Chorea Associaled with Hundi 's Disease
Double-Blind, Placebo-Controlled
The efficacy of AUSTEDD as a treatment for chorea associated with Huntington's
dizease was established primarily in Study 1, a randomized, doudle-blind, placebo-
cofitralled, muld-center tial conducted m 90 ambulatory patients with manlfest
charea associated with Hurtington's disease. The diagnosis of Huntington's dissase
was based on family history, neurological sam, and genetic testing. Treatment
duration wag 12 weeks, including an 8-week dose fitration period and 3 4-wesk
maintenance period, followed by a 1-week washowt. Patients were not blinded to
dizoortinuation. AUSTEDD was started at G mg per day and titrated upeard, at
weekly intervals, in 6 mg increments untll saBsfactory treatment of chorea was
achieved, intolerable side eftects oot unned, or il 3 maxamal dose of 48 mg per day
was reached. The primary efficacy endpoant was the Total Madmal Chorea Score,
an e of the Unified Hunt s Dvsase FI:I Scale (UHDRS). On this scale,
mwalsritedlrmnl.'lwli rea) for T different pants of the
body. The total score mnwslm IH-: 2.
Of the 50 patients anrolled, §7 patients completid the study. The mean age was 54
(rangé 23 to 74). Patents wene 56% make and 92% Caucasian. The mean dosa after
titration was 40 mg per day. Table 4 and Figura 1 sumemaiize the eMects of AUSTEDD
on ¢harea based on the Total Masdmal Chorea Scare. Total Maxi mal Chorea Scores for
patients recenving AUSTEDD improved by approsamately 4.4 aits from basedine to the
maintenance pariod (average of Wesk 9 and Weesk 12), compared o approsimately
1.9 wnits in the placebo group, The treatment effect of -2.5 wnits was statistically
significant (p<0.0001), The Maintenance Endpcind is the mean of the Total Maximal
mrmm far the Weel 9 and Week 12 visits. At the Week 13 follow-up visit
week afier discortinuation of the medication), the Total Iaximal Chorea
ufpwmrmmmms D0 retumed to baseline (Figurs 1).
Table 4: Change from Baseling 1o Maimlenance Thesapy in Tobal Maximal Chorea
(TMIC)* Seore In Patbents with Husinglon's Disease Trealed with AUSTEDD

in Study 1

Malor Endpoint AUSTEDD Placeba p value
N=45 N=45

[¥ in Tatal Chorea Seore® om 44 14 <0.0001

B 1o Maintenance Therapy*

TRAC s a subscale of the Unifled Hunfington's Disease Rating Scale (HDRS)
"Primary eficacy endpaint
Figure 1: Total Maximal Chorea Score Over Time in Study 1

|+ AUSTEDO -+ Piacsbo |

Maoan [SEM Tolal Medmal Chorea Score
2z

o | [T |
*pe I
0 2 H & H 2 13 Manensnee
Studly Wesk Enipeint
AUSTEDOR 45 48 M 44 “ E
Flaoabo, n 46 4 A5 dd g a3 43 df
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Figure 2: Distribution of the Champe in Tolal Maximal Chorea Scores in Study 1 Table 5 |lﬂ;ﬂllﬂ?ﬂhl5minﬁﬂﬂhfﬂﬂﬂﬂlmwh
40 impravement womening Study | Treatment Group Primary Efficacy Measure: AIMS Tolal Score
“ T Mean |LS Mean Treatment Effect
Baseling {95% Cl)
a0 . Scare (SD) Eaains (3¢ SE)
B soseno Study 1 AUSTEDO 36 mg- 10.1(3.21) -3.3(042) |-19(300,079)
M=
Baor [ Fisosba AUSTED0 24 g 94 (293) |-32(045) |-18(-300,063)
N=
g AUSTEDO 12 mg 0.6 (240) |-2.1(042) |07 (-184,042)
10 {n= B0}
Placebo 95(271) |-14{041)
{n=58)
L w B oY W oo N v W W @ Study 2 | AUSTEDQ (12-48 mgiday)* 9.7 (4.14) |-3.0(045) |-14(-256.-02)
T g g 5 5 & & 82 82 8 4 (= 56)
y &% py 2oL XD Placebo 56 (3.78) 1.6 (0.48)
i {n="57)

Total Chorea Score: Change from Baseline to Maintenance

Figure 2 shows the distribution of values for the change in Total Maximal Chorea
‘Soore in Study 1. Negative values indicate a reduction in chorea and positive numbers:
indicate an increase in chorea.
A patlent-rated global impression of change assessed how patients rated their overall
Huntington's disease symptoms., Fitty-one percent of patients treated with AUSTEDD
rated their symgtoms. a5 “Much Improved™ or “Very Much Improved” at the end of
treatment, compared 10 20% of placebo-treated pabents.
Ina physictan-rated chnical global impression of change, 42% percent of patients
treated with AUSTEDO rated their symptoms as “Much Improved™ or “Vary Much
Improved™ at the end of treatment comipared 10 13% of placebo-treated patients.
14,2 Tardive Dyskinesia
Thee efficacy of AUSTEDD in the treatment for tardive dyskinesia was established in two
12-woek, randomized, double-blind. placebo-controlied, multi-Canter trials conducted
in 335 adult ambulatory patients with tandive dyskinesia caused by use of dopaminge
recaplon anlagonists. Patmats had a history of using a dopaming receptor antagonist
{antipsychotics, metoclopramide) for ab least 3 months {or 1 manth in patients
60 years of age and older ), Concurrent diagnoses included schirophrenia/schi
disorder (62%) and mood disorder (33%). With respect to concurrent antipsychotic

use, 54% of patients were recerving afypical antipsychotics, 12% were receiving typical
ar wmmmn antipsychotics, and 24% wera nol receiving antipsychatics.
Tt Abnirmial Involuntary Moverment Scale mlusi}mslheprim? eificacy measure
for the assessment of tardive dyskimesta severity, The AIMS is a 12-item scale; Rems:
1 10 7 assess the severity of involunkary movements across body reglons and these:
Mems were used in this study. Each of the 7 ilems was scored on a 0 to 4 scale,
rated as: O=not present: 1=minimal, may be exireme nonmal (abnoomal movements
occur infrequently andor are difficult fo detect); 2=mild (abnormal movements

occur infrequently and are easy to detect); 3=moderate (abnormal movemenls occur
frequently and ane gasy to detect) or 4 =5everg [abA0nTEl Movements ocour almaost
continwously and/or of extreme inlensity). The AIMS total score (sum of bems 1 Lo
7) could thizs range from 0 to 28, with 4 decrease in score indicating Mmiprovement,
In Study 1, 3 12-week, placebo-controlied, fixed-dose trial, adults with tardive dyskinesia
wera randomized 1:1:1:1 10 12 mg AUSTEDD, 24 mg AUSTEDD. 36 mg ALISTED],
or plcebo. Treabment duration included a 4-week dose escalation period and an
B-week mainterance period bllowesd by 2 1-wesk washout. The dase of AUSTEDO was
’?&“"Eﬂ&ﬁ"’?ﬁ?‘“’ﬁ“’ . 36 i m.m Li:; i zizzm;q 4 ﬁ
adose of 12 mg, 24 mg or 36 mg par popultation [n= was
81 years ol (mean 57 years), 48% made, and 70% Caucasian. in Study 1, the AIMS
fndal score or patients recelving AUSTEDD demonsiraled statistically significant
improvement, from basefine to k 12, of 3.3 and 3.2 units for the 35 mg and
24 mg arms. respectively, compared with 1.4 units in placebo (Study 1 in Tabke 5).
The improvemants on the AIMS tofal score over the course of the study are disptayed
in Figure 3. Data did not suggest substantial differances in efficacy across various
demographic groups. The Ireaiment response rale disiribulion, based on magnide
of AIMS to1al score from baseline to week 12 is displayed in Figure 4.
The mean changes in the AIMS 1otal score by visit ane shown in Fgure 3
In Study 2. a 12-week, placebo-conirolied, flexible-dase trial, adults with tardive
dyskinesia (n=113) received daily doses of placebo or AUSTEDQ, starting at 12 mg per
day with inCrezses allowed in G-mg increments at 1-week imenvals until satstactary
controd of dyskinesia was achieved, umlil imtolerabls side effects occurred, of until a
maximal dose of 48 mg per day was reached. Treatment duration incheded a G-vweek
dose titration period and a 6-week mainmenance pericd followed by a 1-week washoul.
The population was 25 to 75 yvears old (mean 55 years), 48% male, and 7(r
Caucasian. Patients ware litrated to an optimal dosa over 6 weeks. The avarage dose
of AUSTED after treatment was 38.3 mg per day, There was no evidence suggesting
substantial diflerences in efficacy acrass vanous demographic groups. In Study 2,
AIMS total scone for patients receiving AUSTEDD demonsirated statistically sigrifican
wmprovement by 30 wnits lrom baseline bo endpoint (Week 12), cofmparsd vith
1.6 units in the placebo group with a treatment eflect of -1.4 units. Table 5 summarizes
the eftects of AUSTEDO on tardive dyskinesia basad on the AIMS.

.Bﬁﬂu was stalistically significantly different from placebo afer adjusting for

miultiplicity.

LS Mean = Least-squares mean; S0 = Standard deviation; 3E = Standard error;

Gl = 2-sided 85% confidencs interval
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1  How Supplied

AUSTEDO tabbets are availabbe in the following s1rms|lrm and packages

& my: round, pur abed tablets, with “50° over 6 pnmatlinbhmuhunnnesm
Battles of 60 5 NOC 6E546-170-60,

9 myg: round, blue-coated tablets, with S0 over “9” printed in black ink on one side.
Battles of 60 tablets: NOC 68546-171-60.

12 mg: rownd, beige-coated tablets. with "S0” aver 12" printed in black ink on one side.
Bottles of G0 tablets: NDG 68546-172-60.

16.2 Slorage
Stone at 25°C (77°F): excursions permitted 10 15°C to 30°C (59°F to B6*F) [see USP
Controliad Room |, Protect irom light and moisture.
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1T PATIENT COUNSELING INFORMATION
Eﬂi’ﬁ the patient or caregiver to read the FDA-approved patient labeling (Medication

Adminisiration instructions
Ahiis patients 10 take AUSTEDO with food. AUSTEDO tablets should be swallcwed
wholk and nOt chiewed. crusnéd. of umm {m mmc and Administration (2.1)).

. 1 Patients " e
M'.Ilse pauerm lhﬂr r.:areql-rers and farrlies mat A TEW rrux mwaase the: nisk
of depression, worsening depression, and suicidality, and 1o immediately repart

any symptoms 10 2 healihcare provider [see Contraindications (4. Wamnings and

Precautions (5.2)).

[Prolongation of e OT¢ [nberyal

Infoem patents to consull thelr physdan (mmediately if they fedl fant lose

consclowsness, of have heart palpitations [see Wiwniogs and Precaulions (5.3)]

gthllqe ”“k"“‘“m inform physcians that they are takang AUSTEDO before ary new
rugis taken,

Advize patients that AU rmay cause sedation and somnolence and may impair
the ability 10 perform tasks that require complex matar and mental skills. Uil they
leam how they fespond to a stible dose of AUSTEDD, patients shauld be carihul
doing activities i'm require them to be alert, such 23 driving 2 car or operating
machinery [zee and Precaptions .?;j
In]alagdlqn umm o Oher Sedating Or

Advise patients that slcohal or other drugs that camse slespiness will worsen
somnolence [see Diug lnferactions (7.61).
Concomitant hisdications

Advise patients to nobfy Ter physiclan of all medicaions they are tiking and fo
corsull with their healtheare provider before Starng any new medicalions because af
2 potential for interactons fsee Contrangications (4 and Dvug infeachions (7.1, 7.5)]
Distebuted by:

Teva Phanmacauticals USA, Inc,

Narth Wales, P4 19454

AUS-002
LS. Patanit Nos: 8,524,733; 9,233 959; 5,208 730 0, 550, 780
XEMAZINE® |s a trademark of Valeant Pharmaceuticals Luxembourg S ARL.

MEDICATION GUIDE
AUSTEDD® [aw-STED-oh)
(deutelrabenazine)
lablets, for oral use

What is the most important information | should know about

AUSTEDO?

« AUSTEDD can cause serious side effects in people with Hunting-
tom's desease, including:
= depression
= Ssuicidal thoughts.
= suicidal actions

+ Do naot start taking AUSTEDO if vou have Huntington's disease
and are deprassed (have untreated depression or depression that
is not well controlled by medicing) or have suicidal thoughts.

« Pay close attention to any changes, especially sudden changes, in
maood, behaviors, thoughis, or feelings. This is especially import-
ant when ALUSTEDO is started and when the dose s changed.

Call your healthcare provider right away il you become depressed

or have any of the lollowing symploms, especially if they are

nw WOISe, Of WOrry you:
» feel sad or have crying spells

« |ose interest in sesing your friends ar doing things vou used to

anjay

sleep a lot more or a lot less than usual

feel unimportant

feel guilty

fegl hopeless or helpless

feel more irritable, angry, or aggressive than usual

feel more o kess hungry than usual of notice a big change in

your body weight

« have frouble paying attention

+ feel tired or sleepy all the time

* have thoughts about hurting yourself or ending your life

What is AUSTEDD? N _

AUSTEDQ is a prescnption medicine that & used to freat:

+ the involuntary movements (chorea) of Huntington's disaase,
AUSTEDO does not cure the cause of the involuntary movemeants,
and it does not freal other symptoms of Huntington's diseasa,
such as problems with thinking or emotions.

+ movements in the face, tongue, or other body parts that cannot
be controlled (tardive dyskinesia).

It is not known if AUSTEDOD is sate and etfective in children

Who should not lake AUSTEDO?

Do nol take AUSTEDO If you:

+ hawve Hunlmglﬁ; s disease and are depressed or hiave thoughts
of suicide “What is the most important information |
should know about AUSTEDO?"

+ have liver problems.

+ are taking a moncaming oxidase inhibitor (MAQI) medicine. Do
not 1ake an MACI within 14 days after vou stop taking ALUSTEDO.
Do not start AUSTEDQ if vou stopped faking an MAQI in the last
14 days. Ask your healthcare provider or pharmacist if you are
not sure.

+ are taking reserping. Do mot take medicines that contain reserpine
{such as Serpalan and Renese-R) with AUSTEDO. If your healthcare
provider plans to switch you fromtaking reserpine to AUSTEDO,
you muest wait at least 20 days atter vour last dosa of resarpine
bafore you start 1aking AUSTEDO.

+ are flaking tetrabenazine (Xenazine). If your healthcare provider
plans to swilch you from fetrabenazine ( Xenazing) to AUSTEDO,
take your first dose of AUSTEDD on the day after your last dose
of tetrabanazing {Xenazing).

+ are taking valbenazing (Ingrezza).

Before taking AUSTEDD, tell your healthcare provider ahout all

of your medical conditions, including if you;

+ have emotional or mental problems (for example, depression,
nervousness, anxiety, anger, agitation, psvchosis, previous
suicidal thoughts or suicide allempls).

+ Rave liver disease,

« have an irregular heart rhythm or heartbeat (QT prolongation,
cardiac arrhythmia) or @ heart problem called congenital long
QT syndrome.

+ have low levels of potassium or magnesium in your blood
{hypokalemia or hypomagnesemia).

* have breast cancer or a history of breast cancer,

* are nr&gnanl or plan to bacoma pregnant. It is not known it
AUSTEDO can harm your unborn baby.

+ are breastieading or planto breastfead. It is not known if AUSTEDO
passes into breast milk.

Tell your healthcare provider about all of the medicines you take,

including prascription and overthe-counter madicings. vitaming,

and herbal supplements,

Taking AUSTEDO with certain other medicings may cause side

effects. Do not start any new medicines while taking AUSTEDO

without 1alking fo your healthcare provider first,
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How should | take AUSTEDO?

* Take AUSTEDO exactly as your healthcare provider tells vou to
take it

« Take AUSTEDO by mouth and with food.

« Swallow AUSTEDO tablets whole with water. Do not chaw,
crush, or break AUSTEDO tablets before swallowing. If you cannod
swallow AUSTEDO tabletz whole, tell your healthcare provider.
You may need a differant medicine,

s If your dose of AUSTEDO is 12 mg or more each day, take
ALUSTEDO tablets 2 times a day in equal dosas with food

+ Your healthcare provider will increase your dose of AUSTEDO

each week for several weeks, until you and your healtheare

provider find the right dose for you,

Tell your heatthcare provider if you stop taking AUSTEDO for

more than 1 week. Do nol take another dose until you talk to your

healthcare provider.

How should | stere AUSTEDD?

« Store AUSTEDO tablets at room temperature, between G8°F to
77°F (20°C 10 25°C)

« Keep the bottle tightly closed to protect AUSTEDO from light and
moistura.

Keep AUSTEDO tablets and all medications oul ol reach of children.

General information aboul the sate and eflective use of AUSTEDD.
Medicines are sometimes prescribed for purposes other than
those listed in a Medication Guide. Do not use AUSTEDO for a
condition for which it was not prescribed. Do not give AUSTEDO
to other people, even if they have the same symploms you have.
[t may harm them. You can ask your pharmacist or healthcare
provider for information about AUSTEDO that is written for health
professionals

What should | avoid while taking AUSTEDO?

Sleepiness (sedation) is a common side effect of AUSTEDD. While
taking AUSTEDO, do not drive & car or operate dangerous machingry
until vou know how AUSTEDOD affects you. Drinking akcohol and
taking other drugs that may atso cause sleepiness while you are
taking AUSTEDD may increase any sleepiness caused by AUSTEDO.

What are the possible side effects of AUSTEDO?

AUSTEDO can cause serious side effects, including:

* Depression and suicidal thoughls or aclions in people with

Hunlinglon's disease. Ses “Whal is the most important infor-

mation | should know about AUSTEDO?

Irregular heartbeat (QT prolongation). AUSTEDD increasss

your chance of having certain changes in the lectrical activity

m your hearl. These changas can lead to 2 dangerous abmormal

heartbeat. Taking AUSTEDD with cerain medicines may increase

thes chance.

o If you are af rigk of QT prolongation, your healthcare provider
should check wour heart before and after increasing your
AUSTEDO dose above 24 mg a day.

Neuraleptic Malignant Syndrome (NMS). Call vour healthcare

provider right away and go to the nearest emergency room

il you develop thesa signs and symptoms that do nol have

another obyious cause:

o high fever

= problems thinking

= mereased sweating

o shiff muscles

o yary fast or uneven heartbeat

Restlessness. You may get a condition wherg you feal a strong

urge to move. This is called akathisia.

Parkinsonism in people with Hunlington's disease. Symploms

of parkinsonism include: slight shaking, body stifiness, trouble

mowing, or keeping your balance

The mosl common side effecls of AUSTEDD in people wilh

Huntington's disease include:

* sleepiness (sedation)

+ diarrhea

+ firadness

+ dry maouth

The most common side effects of AUSTEDD in people with tardive

dyskinesia include;

« inflammation of the nose and throat (nasopharyngitis

+ problems sleeping (iNsomnia)

These ara nol all the possible side effects of AUSTEDO. Call your

doctor for medical advice about side effects. You may report side

affects 1o FDA at 1-B00-FDA-1088,

What are the ingredients in AUSTEDD?

Active ingredient: deulstrabenazing

Inactive ingredients: ammonium hydroxide, black iran oxide, n-butyl
alcohol, butylated hydroxyanisole, butylated hydroxytoluene, mag-
nesium stearate, manndol, microcrystalling cellulose, polyethylane
glycol, polyathylene oxide, polysorbate 80, polyvinyl alcohol, povi-
done, propylene giycol, shellac, talg, titanium dioxide, and FD&C
blue #2 lake. The & mg tablets also contain FD&C red #40 lake. The
12 my tablets also contain FDAC yellow #6 lake.

Distributed by:

Tewa Pharmaceuticals USA, Inc.

Morth Wales, PA 19454

ALISMG-002

For more information, go to wwww AUSTEDD com or call 1-888-

483-8279.

This Medication Guide has been approved by the U5 Food and
Drug Administration, Revised: August 2017

ALUS-40479
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