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INDICATIONS AND USAGE

AUSTEDO® (deutetrabenazine) tablets 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 de pression.

Please see Important Safety Information continued on next page and accompanying full Prescribing
information, including Boxed Warning.



IMPORTANT SAFETY INFORMATION (CONTINUED)

Contraindications: AUSTEDO is contraindicated in patients with Huntington's dizease whao 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 reserping; patients taking monoamine oxidase inhibitors (MADIs), or within 14 days of
discontinuing MAQI therapy: and patients taking tetrabenazing (Xenazine®) or valbenazine {ingrezza®).

Clinical Worsening and Adverse Events in Patients with Huntington's Disease: AUSTEDO may cause 3 worsening in moad,
cognition, rigidity, and functional capacity. Prescribars should periodically re-evaluate the need for AUSTEDO in their patients by
assessing the effect on chores and possible adverse effects.

OTe Prolongation: AUSTEDOD may prolong the QT interval, but the degree of QT prolongation is not clinically significant when
AUESTEDD is administered within the recormmended dosage range. AUSTEDD should be avoided in patients with congenital Long OT
syndrorme and in patients with a history of cardiac arrhythmias,

Meuroleptic Malignant Syndrome (NMS5), a potentially fatal symptom complex reparted in association with drugs that reduce
dopaminergic transmission, has baen observad in patiants receiving tetrabanazine. The risk may be increasad by concomitant use
of dopamine antagonists or antipsychotics. The management of MM3S should include immediate discontinuation of AUSTEDD,
intensive sympiomatic treatment and medical monitoring: and treatment of any concomitant serious medical problams,

Akathisia, Agitation, and Restlessness: AUSTEDO may increase the risk of akathisia, agitation, and restlessness. The risk of
akathisia may be increased by concornitant use of dopamine antagonists or antipsychotics. If 3 patient develops akathisia, tha
AUSTEDO dose should be reduced; some patients may reguire discontinuation of tharapy.

Parkinsonism: AUSTEDQ may causa parkinsonism in patients with Huntington's disease or tardive dyskinasia. Parkinsonism has
also been observed with other YVMAT 2 inhibitors. The risk of parkinsonism may be increased by concomitant use of dopamine
antagonists or antipsychotics. If & patient develops parkinsonism, the AUSTEDO dose should be reduced; some patients may
require discontinuation of therapy.

Sedation and Somnolence: Sedation is a commaon dose-Llimiting adverse reaction of AUSTEDOD, Patients should not perform
activities requiring rmental alertness, such as operating a motor vehicle or hazardous machinery, until they are on a maintanance
dose of AUSTEDO and know how the drug affects thern. Concomitant use of aleohol or other sedating drugs rmay have additive
effects and worsen sedation and somnolence,

Hyperprolactinemia: Tetrabenazine elevates serum prolactin concentrations in humans. If there is a clinical suspicion of
symptomatic hyparprolactinemia, appropriate Laboratory testing should be done and considaration should be givan 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. Preseribers should be aware of the possibility of long-term ophthalmologic effects.

Commaon Adverse Reactions: The most common adverse reactions for AUSTEDD [>8% and greater than placebo) in a controlled
clinical study in patients with Huntington's disease were somnolence, diarrhea. dry mouth, and fatigue. T he most comman adverse
reactions for AUSTEDD (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 Waming.
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HIGH LIGHTS OF PRESCRIBING | NFORMATION

Thase highlights do nal includa all the intormation needed to usa AUSTEDD sababy and
effectively. See full prescribing infonmation lor AUSTEDD,

AUSTEDD” {dewtetrabenazine] tablets, lor oral use

Invitial LS. Approvalz 2017

WARNING: DEPRESSION AND SUICIDALITY IN PATIENTS
WITH HUNTINGTON'S DISEASE
See Full prescribing imfarmation for complefe baxad warming.
Increases e fisk of depression and suicidal thoughts and behavier (suicidality) in
patients wilh Huntingbon's diseass (5.1)
Balance risks ol depression and suicidality with the clinical meed lor trealment of
chorea wisen considering the wse ol AWSTEDD (5.1)
Mo ifor patignts bor Hee emerdence of worsenin g of depression, suicidality, or uausual
changes in behavior (5.1}
Infogin patients, caregivers, and familes of the sk of deprosson and suicidality and
inztruct to report bahaviorsof concern promipty to tlee Maating physician (5.1
Exercise cawtion when freating patienks with a history of depression or prior suickie
attempts or ideation (3.1}
= AUSTEDD is contraindicated in patisnts whao are suicidal, and in pafsnks with uniraated

or inadequately treated depression (4, 5]

RECENT MAJOR CHANGES
Dosage and Admirastration (2,11 {removal)
Warnings and Precautions (5.3)

Taanin
1242020
IMMCATIONS AND USAGE
ALISTEDO i5 2 wesicular manazrmine transportes 2 {(WTRATZ] inhibitar | ndicated for the freatmeant of:
= Chores assaciated with Huntington's diseasea (1]

= Tardive dvskinesa in adults (7

- DOSAGE AMD ADMINISTRATION

Initial Dose Recommended Dosa | Maxirmum Dose
Chearen sssociated with £ mindday £ mie- 45 ma/day 48 mygday
Humtington's disaasa
Tardiva dyshinesia 12 maday 12ma- 4 mgsday | 48 masday

= Titrate at weekly intervals by & mg par day basad on 1aduction of chorea or tardive
dyskinesia, and tolerabilicy, up to a madmum recammendad daily desage of 48 mg (24 mg
bwica dailys (2.1

= Administer tatal daity dosages of 12 mg or ahovein oo divided doses (2

= Administer with food (21)

FULL PRESCRIBING INFORMATI OM: CONTENTS:
WARNING: DEPRESSION AND SUICIDALITY BN PATIENTS WITH HUNTINGTON'S DISEASE
T IWDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATHON
11 Dasing Infarmatian
2.2 Awitching Patiants from Tetrabenazing (XENAZ HES ta AUSTEDO
43 Dasage Adjustment with Streng CYP2DE | nhibitars
24 Dasage Adjustment nPoce CYFIDE Wetabalizars
25 Discontineation and Intaruption of Treatment
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS

5  WARNINGS AND PRECAUTIONS
51  Deprassion and Suicidality in Pafiantz with Hurdington's Dizseasa
52 Clinical Yarsening and Advarse Events in Patients with Huntington's Disesse
53 {TcProlongation
54 Bleuralaptic Malignant Syndrome (NS
55 Aksthisia, Amstation and Rastlessness
56 Parkirsanism
57 Sadation and Soenalance
58 Hypempralactinemia
59 Binding bo Melanin-Cantaining Tissues
i ADVERSE REACTIONS
£1  Clinieal Treals Expanens
T [NRLM; INTERACTIONS
71 Strong CYPZ0a Inhikbitors
72 Resamping
73 Moneamina 0w dase Inhibitors (MADIsE

AUSTEDD (deutetrabenazine) tablets

v Swallow bablats whale: do not chew, crish, or break (21}
* |F switching patiants fram tetrabenazmea, discantinue tetraharazine and initiate AUSTEDC the
fellowing day. See full prescribing mformation for recommendad comeersion table (2.2)
» Tdaxium recommended dosage of RUSTEDD in poar CYP2046 metabolizers is 36 mg par day
(e, 18 mg twica dailyd (2.4, .73
DOSAGE FORMS AND STRENGTHS
Tahlets & mo. 9 mg, and 12 mg i3k

COMNTRAINMMCATIONS

+ Suicidal, ar untrested/iradequately treated dapression in patients with Hurdingtons dsease

4, 51

Il:;lepniicimpairmaﬂ 4 85 123)

Takirg reseming, SA0Ls, tetrabenazine (ERAZIRE®, o valbenazine (4, 72, 73, T6)
YWARNINGS AND PRECAUTIONS

a7 Prolendgatian: Avaid use in patients with cangandtal lang OT syndnamea ar with arriythmias

associated with a pralonged OF intereal (3.3}

Feurd eptic Mali gnant Syndiomea (NMSY: Discantinue i this occurs (5.4

fikathisia, agitation, reslessness, and parkinsanisne Reduce dose o discontinue if this

OCeUns (5.4, B

Sedationsamnolence; May impair the patient's ability to dive or eparate camplas machinary

5T

ADVERSE REACTIONS

Kost comman adversa reactions &% of AUSTEDD-treatad patiants with Huntingion's disease

and greater than placeba); samnolenca, diarrhea, dry rmauth, and fatiqgue{6.1]

Mest common adyerse resctions {that accurrad in 4% aof AUSTEDOtreated patients with tardive

dyskinesia and graater than placebol: nasepharyngitis and insormmia (65

To report SUSPECTED ADVERSE AEACTIONS, contack Teva Phammaceuticals at 1-§50-483-

B279 or FDA at 1-800-FOA-1088 or wivw. ifa.gov/medwalch.

DRUG INTERALTIGNS

* Concomitant us2 of strong CYP204 inhibitors: Maxirum reconmended dose of AUSTEDD is
36 g par day (18 g telce d2ily) 2.3, 10

+ Alzohel or other sedating drugs: May have additive sedation and somndlence (25

USE IH SPECIFIC POPULATIONS

Pragnancy: Based oo animal data, may cawss fatal harm (B1)

Sae 7 bar PATIENT COUMSELING INFORMATION and Medication Gubda

Fievised: 22020

14 Heuraleptic Dugs
1h  Mlcohol ar Other Sadating Drugs
16 Cancamitant Tetrabenazine ar Yalbenazine
F  WSEINSPECIFIC POPULATIONS
&1 Pregnancy
B2 Lactation
84 Padiatric Use
&5 Geriatric Use
A6 Hepatic Impairment
&7 Pagr CYFZDE Mefabofizers
W WERDOSAGE
DESCRIPTION
2 CUMICAL PHARMACOLOGY
121 Machanism of Action
122 Pharmacedmamics
23 Prarmacokinetics
5 HOMCLINICAL TORICOLOGY
131 Carcinogenasis, Mutagenesis. Impairment of Fertility
H CLINICAL STUDIES
M1 Chaorea Associated with Huntingtoms Disesse
M. Tardeve Dvskinasia
16 HOW SUPPLIED /STORAGE AND HANDLING
W] How supplsad
W2 Storage
IF PATIENT COUNSELING INFORMATION

“Sections or subsections amittad from thefull prescabing information are rat listed,
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FULL PRESCRIFING INFORMATION

WAHRNING: DEFRESSION AND SUICIDALITY [H PATIENTS
WITH HUNTINGTON'S DISEASE

BUSTEDO can increase the risk of depression and suicidal thowghts and behavior
(suicidality) in patents wilh Hunlington's diseasa. Anvone consiering the use of
AUSTEDD must balance the risks ol deprassion and suickdalily wilh the clinical meesd
lor treatment ol chorea, Closely monitor patients for the emergence or warsening of
depression, suicidality, or unuzual changes in belavior. Patients, their caregivers, and
lamilias should be informed ol the risk of depression and swicidality and should be
inzstrected to report behaviors of comcern pro mpHy to Hhe treating physician.
Particular caution should be exercised in treating patients with a history of depression
or prior suickle attempts or ideation, which are increased in frequency in Huntington's
tisaase, AUSTEDD is contraindicated in patients who are suicidal, apd in patients with
unfreated or inadequately treated depression [see Contraindications (4) and Waimings
amd Pracautions (5111,

1 IHDICATIONS AND USAGE
ALISTEDC® is indicatad far the treatment of:

= cherea azsocated with Huntington's disease fsee Cilvical Sadies (T4 11

= tardive dvskinesia in adults See Chivieal Smedies d4.2)
2 DOSAGE AND ADMINISTRATION
21 Duxsing Information
The dase of AUSTEDO is determined mdividually for each patient based on reduction of choren o
fardive dyskinesa and tolerability. When first preseribed bo patiants who are not being switched
Fromm tetrabanazine {3 ralated YRATZ inhibitor), the recommended starfing dose of AUSTEDD &
& my admiristered crally once daily for patients with Huntingten’s disease and &2 my per day
16 mg twica daily) for patients with tardyve dyskinesia,

= Thadase of AUSTEDD rray be increased at weekly inbarvals inincraments of B mg pear day ke 3

masanen resomimended daly dasage of 46 ma.

= Adiministan total daily dasages af 12 mg ar abavein o divided dosas,

= Addrranister ALSTEDC with food fsee Ol Phamtgy J250,

= Zwallow AUSTEDD whele, Donet ches, crush, or break tablets,
22 Switehing Patizits rom Tatrabamazing {XENAZINE™) to AUSTEDD
Discontinue tefrabanazine (XEMAZINET: and initiate AUSTEDO the felloving day, The
recarmmended initial desing regimen of ALETEDD in patients sviatching from tatrabenazine
{MENAZINE™ to AUSTEDO Is shown In Table 1.

Table = Rocommendsd lnitid Dosing Ragimen when Switching frem Telrabelaziiee
DENAZINET) bo AUSTEDD
Current betrabenazing daily dosage Initial regimen of AUSTEDO
125 mg & my ence daiy
25myg & g taice daily
375 9 g basice daily
50 myg 12 myg bevice daily
G2E M 15 17 bwice daily
TEMY 18 17 i ce daily
Bi5mg 21 mg bwice daily
100 my 24 my tedice daity

After patients ara switched fa AUSTEDD, the dose may be adjusted at weekly infervals (see
Dasage ane Adwivssration (211
23 Diesane Adjustment with Strong CYP20H Inhibitors
In patients receiving strang CYFE06 inhiitors (2o, quiniding, antidepressants such as paroetine,
flugeting, and buprapion?, the tatal daily dosage of ALSTEDD should net eeceed 36 mg drsaximum
gingla doze of 18 mgh soe Dng inivracions () ang Cinical Fiarmacaiogy (530
24 Desane Adjustment in Poor CYP204 Metabolizers
In patiants whe are poar CYP206 matabolizers, the tatal daily dosage of ALSTEDD should not
eyceed 56 ng imasmum single dose of 15 ma) [soe s fo Spoeilie Popilafons (S0
25 Discontinuation and Intermption of Treatment
Trestroant with AUSTEDD ean be discontinuedvwithaut tapening, Follosing trestrent interruption
af graater han one vwieek, AUSTEDO therapy shauld be re-titrstad vihan resumed, For treatment
intermuption of less than cna week. trestment can b resumed at the previous maintenance dose
without fifration.
3 DOSAGE FORMS AND STREMGTHS
AILSTEDC tablats are avallable in the fallasding strangths:
= Tha &g tahlets are rund, purple-raated tablets, with "307 aver 6" printad in Hackink on
o s
= Tha 4 mg tablets are reund, Hua-caated tablats, with “50° over @ printed in black ink an
e e,
= Thelz mglablets are raund, besge-coated tablets, with "50° over 127 printed in back ink an
brie & e,

q CONTRAINDICATIONS
ALISTEDD is contraindicated in patients:
= With Huntinglon's disease wha are suicidsl or have untrested ar inadequately treated
deprassian See Wamings and Precaunions Bk
= With hepatic impaiment see lse i Speoic Populalions (.62 Chmcal Flrarmacmiogy J2.30
= Taking raserpina. Al baast 20 days shauld ela psa afber stopping resarpina bafora starting
BLETEDD [eee Drgy interactions (02T,
= Taking moncaming csidase inhibitors (MAGIs). AUSTEDD should not be used m
combination with an MADI ar within 14 days of discontinuing therapy with an MAD] [see
Uy irberactins (I
= Taking tatrabemazine (XEMAZINE ") of valbemazing faoe (g nmraerions (r.ik,

5 WARNINGS AND PRECAUTIONS

5l Depression and Suicidalily in Patients with Huntington's Diseaze

Patients with Hurtington's disease are at increased sk for depression, and suicidal i deation
of babaviors (suicidaling). AUSTEDD ey inclease the risk for suicidality in patients with
Hurfingtan's diseaze,

In 8 1Z-wesk. double-hlind. placebo-vontrolled trial, suicidal deation was reparted by 2% of
patients treated with AUSTECD, comparad to no patients cn paceba: no suicide attempts and
na carpletad suirides were reported, Depression was raported by 4% of patients treated with
ALISTEDD,

When conzideting the uze of ALSTEDD the sk of suicidalty should be balanced against the
need for brectment of charea, &1 patients restad with AUSTEDD should be observed Tor newi
of warsanm g deprassion or suicidaity, IF daprassion or suicidality doss not resabes, consider
dizcontinuing treatiment with ALSTED O,

Patients, their caregwers, 2nd Bimill es should be infarned of the rsks of depressan, worsening
deprassion, and suicidality associsted with AUSTEDCD, and should be instructed to report
behaviors of concem prorpthly ta thetreating phyesician, Patients with Huntington's disease who
eiprass suicidal ideation shoubd be avalusted mmmediately,

52 Clinical Worsening and Adverse Events in Patients with Huntington's Disease
Hurtingtoms digease is a progressive disorder characterized by changes in meod, cognition,
choraa, rigidity, and Functional capacity aver tire, YMATZ inhibitors, including AUSTEDD, may
cause a worsening in mood, cognition, rigidity, and funclional capacity,

Praseribars should paridically ra-evaluata the nasd for AUSTEDG i their pationts by asseesing
the effect on cherza and possible adverse effects, including sedation/ somnalence, depressian
and suicidality. paminsonizm, akathisia. restlessness. snd cognitive decline. It reay be
difficuift to distinguish beteeen adverse 1eactions and progression of the underlying disesse;
decreasing the dose or stepping the drug may halp the dinician to distinguish betaeen the twa
passihiliti es, In some patients, the underlymg chorea itself ey improve ear tire. decreasing
thie need for ALSTECD.

53 O Prodoigation

ALETEDD may pralong the OT interval, but the degres of OT prelongation is net clinically
sgnificant when AUSTEDD is administered within the recommended dasage rangs Gee
(it Mo (2201

ALIETEDD sheuld be avaided in patients with congenital long OT syndroma andin patients with
a histery of cardiae arrkythenias, Certain circumatances may increase the sk of the coowrrence
of tarsade de pointes and /or suddan death in szsociation with the use of drugs that prelong the
OTe interwal, ineluding (11 bradycardia; {2 hypakalemia ar hypamapnesamia; (3] concamitant
w2 of other diugs that prolong the OTe interval; and (4) presence of congenital prol cngation of
the dT intarval.

54 Heuraleptic Malignant Syndrome (HMS)

A patangially fatal svmptom complae somatimes refaned te as Neurdlaptic Malignant Syndrome
(MY has beon reported in agsaciation with drugs that reduce depaminargic ransmission.
While NW5 has not beenabsarvedin patients recaiving AUSTEDD, ithas besn chzervedin patients
receiving tetrabenazing £ closaly related YMATZ inhibitar). Chnicians shawd be alarted ta the
sns and symptoes associated with BWS. Clinical manifestations of NS aie hypeipyiess,
muscle figdity, attered mental status, and evidence of autanomie inskahilty (imegular pulse
of blacd prassure, tachyeardia. diapheeasis, and cardiae dysshythmia), Additional signs may
include alevatad cieatinine phesphokinase, myaglebinuia, mabdemyolyss, and acute enal
failura, The dizgnasis of MRS canbe complicated, other sarious medical iBness (2.0, pnaumodia,
systemic infection) and untrested or inadequately treated sxtrapyraridal diserdars can presant
with similar signs and smptoms. Other impoetant cansiderations in the diferential diagnosis
inelude central articholnergic taxicty, heat stioke, diig faver, and prirary central fesvols
system pathalogy,

Tha managemeant af NMS shauld includa {17 immeadi ate discortinuation of AUSTEDD; {21 intansive
symotamatic traatment and medcal manitarieg; and (3) treatment of any concamitant sarious
medica problems for which specific freatments are available There is no genaral agreament
abeut specific phammaco ogical treatment 1egimans for NS

Racurrenceaf WM S has b2en repartadwith resumplion of drugtherapy, IFreatmeant with AUSTEDDi 5
needad aftar recasany from MMS, paticts should o rmonitoned For signs of socurrence,

5.5 Hkcathisia, Agitation, and Restlossmss

ALETEDD mae increase the risk of gkathisia. agitation, and restlessness in patients with
Hurfingtan's disease and tardive dvskinesia,

In 2 122wesk, double-blind, placeba-conticded tial m Huntington's dsease patients, akathesiz
agtation, or restlessrass was reperted by 4% of pabiants traated with AUSTEDD, compared to 2% of
patients on placeba: in patients with fardive dyskinesia. 2% of patients treated with AUSTEDG and
195 o patients on placebo esperiencad these events.

Patlents recerving AUSTEDD should be manitesed for slgns and symptams of restiessness and
agitation. as thase may he indicators of develening akathisia, If a patient devalops akathisia
during treatment viith AUSTEDD, the AUSTECLD dose shauld be reduced; same patients may
redjui re discontinuation af therapy

5.6 Parkinzonism

AUSTEDD may cause parkinsonism in patients with Huntingtan's dsease o tandive dyshinesia,
Parkinsonism has also bean absarved vith athear WAT2 inhibdars,

Because rigidiy can deselop as part of the undertying disease process in Hunbington’s diseass,
ity be difficult to distinguish beteesn potentia duginduced parkinsonism and progression
of undestying Huntington’s disease, Drugdnducad parfinscnism has the poterdial o cause more
functicnal disability than untraated chorea for some patients with Huntingtons diseasa,
Postmarketing cases of parkinsenism in patients treated with ASSTEDD for tardive dyskinesia
hawe hean raporied Signs and srmptems in reported cases have included bradvkinesia, gait
disturbanees, which ad fa falls in some cases. and the emargenca o worsaning of tremer. In
mast cases, the development of paikinsonism accunnad within the first teo weeks after starting
ot incleasing the daze of AUSTEDOD. In cases inwhich Fallow-up climcal | nformation was available
parkinzonism was raparted fo resabve falkning decontinestion of AUSTEDD therapy,
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If a patient develops parkinserism during reatnent with AUSTEDQ, the AUSTEDD dose shauld be
reduced; same patierts may require discanfinesation of thersay.
57 Sedabion and Sommobence
Sadation i & commen desadinwting adverse reaction of ALSTEDD, In 2 12-weak, doukba-biind,
plezeha-candrolled trial examining patierts with Hurtington's dissase, 1% af AUSTEDDArextad
patients reported sormnglence compared with 4% of patients an placebp and 9% of AUSTEDD-
teated pationts repot ted fatigua campared with 2% of placebo-traatad patients.
Patients should nof performn activifies requising mental aleriness to maintsin the safety of
themselves or gthers. such as operating a motor wehicle o aperating hazardous machinery. until
they ara oh2 maintenanes dose of AIATEDO and know bow e diug sffects tham
58 Hy parprolactinemia
Serum profactin l=vels were not evaluated in the AUSTEDD developrient program, Tetrabenszine,
a closely relabed VIATZ |l b, elevates serum prokactin cancentratians in rumans Following
administration of 25 mi of tetrabenazine ta healthy volunteers, peak plasis pralactin levels
incressed 4- to 5-fald,
Tissue cufture sxperiments indicate that approxenately cre-third of human breast cancers are
pralactin-dependent i v, 3 factar of potential importance i AUSTEDO is being cansidered
for a patient with previously detected breast cancer, Although amensrhea, galactarrhes,
gynacomastia, and impotence can be caused by alevated serum pralactin concentrations, the
clinical significance of & evated sarum profactin concentrations for mosk patiertsis unknown
Chranic increase in sawm pralactin levels (although not evaluated in the AUSTECD or
tetrabenazing devedopmant progiamsd has been sxsociated with low levels of estrogen and
incressedrisk of psteaparesis, Ifihere s a clinical suspicien of symptomatic fyperpratactinemia,
appropriste laboratory testing shawld be done amd considerstion should be given to
discontinuation of AUSTED.
59 Binding ko Malanin-Contadning Tisswes
Jince deutetrabenazine or its metabolitas bind to melanin-ceataming fissues, & could
accumulate in these tissues over ime This rases the passibility that AUSTEDD may cause
teeity inthesetissues afan extended use. Neither aphithalmedagic nar micrascapic examinatian
af the ave has been conducted in the chronic tedcity studies in 3 pigmented specias such &5
dogs, Ophthalrmologic manitering in humans was ingdaquateta exclucde the possiibty ofinjury
accuring alter lang-term expasure.
The dmical redevance of dautetrabenazing's binding o mefanan-containing tissues is inknoesn,
Athewgh thers are no specific recommendations for penodic aphthalmaologic monitering.
preseribers should be svare af the passibility of lengterm ophthalmaloge affecls fsee G
Fhamaaenhy (2L
L ADVERSE REACTIONS
The folbawing sefious adverse reactions are dizcussad in greatar detail in other sections of the
Fabseling:

= Depression and Suiddality in Patients with Humtingtons dsease jSee Wamings ang

Frevsidianm (RF

= (ITc Praangabion fsee Warnings ang Precauiioms (0

= Hewraleptic Malignant Smdiome (NMS) See Warnigs and Precautions (i

= (Eathisia, Agitation, and Rest essness ee Bamimgs s cmcaetioss (0 0510

= Parkinsonism fzee Mamings aml Precaofons [0

= Sadaticn and Somnalenca Foo e ans Frocaions (R

= Hyperpralactinemia feoe Wamioms e frocanions )]

= Einding te Melanin-Containing Tissues fsae Wamings and Mevariigs (5007
il Clinkzal Triaks Exparence
Because elircal tials ave condueted under widsly vanving conditions, adverss reaction rates
ahservedin the clinicad frials of @ drug eannot e directy comparad ta ratesin the clinical trigks
of anesher drug and may not reflect the rates observed in practice,
Pabients with Hoiltingbons Diseasa
Study 1vas a randomizad, 12-wesk, placebo-contralled study in patientsvith chores associated
with Huntingten's disease. A total of 45 patients received AUSTEDO, and 45 patsents receivad
placaba. Patients ranged in age betvieen 23 and 7 yedrs [mesn 549 years); 55% were male,
and 9% wera Caucasan, The most comman adverse reactions acdirring in greater than B
of AUSTEDO-treatad patients were somnalence, darthed, dry mouth, and fatigue, Adverse
reactions accuming in 4% of mare of patients trested with AUSTEDD, and with a greater
incidence than in patients an placebo, are summarized in Table 2,

Table 2 Adverse Reactionsin Patients with Huntington's Disease (Study 1} Experienced
by at Least 4% of Patients on AUSTEDD and with a Greater Incidence than on
Placebo

Adversa Reaction ARUSTEDD Macelsy

(H=45) {N=45}

Samnalence 1

Diarrhaa 9 ]

Diry meauth 4 0

Fatigjuwsa g 9

Unnary tract infection 7 2

I rsamnia 7 4

Armisty 9 ?

Constipation 4 ?

Cantusian 4 2

One ar more atversa reactions resufted in 3 raduction of tha desa of study mecication in 7% of
patiants in Study 1. The most commion adverss reaction resulting in dose reduction in patients
racaiving AUSTEDD was deziness (4%

hpitatian lad to diseantinustion in 2% of patients trested with AUSTEDD in Stedy 1.

Patienks with Tardive Dyskinesia

The data described belaw reflact M0 tardive dyskinesis patients participsting | clirecal
trials. AUSTEDD was studied primarnily in boo 124mesk, placebo-cantrolled trials fixed dosa
dose escalation), The population was 18 to 8O vears of age. and had tardve dyskinesia and
had cancuerent dizgnesas of mood disarder {33%: ar schizophrenia.schizoaffective disorder
[63%, In thess studies, AUSTEDD was sdminesterad in dosas ranging fram 12-48 mg per day,
Al patients continued an previcus stable regimens of aatipsychotics, T1% and 14% raspective
atypical and fypical anbipsychotic medications at study enbry.

The mast common adrersa regetions accuming in greater than 2% of AUSTEDO-treated patients
and greates than placabo were nasaphanyngite and maomnia. The adveize raactions oceuiring
in = 2% 0 morg patients treated with AUSTEDO (12-48 g i dayd and greater tan in placeba
patients in tea daudle-blind. placebo-controded studies n patients with tardive dvshinesia
[Stody 1 and Shudy 2} are summarnzed in Tabla 3,

Tabla 3:  Adversa Reactions in 2 Placebo-Controllsd Tardive Dyskinesia Shadies (Shedy

1and Study 2 of 12-week Treatment on AUSTED) Reported in af Least 2% of

Patients and Greater than Placebo
Prefemed Term ALISTED) Placebo

(=279 (N=131)
(%) (%)

BMlasopharyn gitis 4 2
nsomniz 4 1
Depressions Dysthymic disorder 2 1
AleathisialAgitation/Restlessnass 2 1

(e of mare adverse reactars resulted ina reduction of the doss of study medication in 4% of
ALLSTEDOtraated patiants and in 2% of placebo-treated patiants.

T DRLMG INTERACTIONS

7 Strong CYPHDG [mhibitors

A reduction in RUSTEDO doss ey be necessary when adding a strang CYP20S Inhibetor in
patients maintained on a stahle doze of ALSTED QL Concomitant use of strang CYP20G inhikitors
{eg., paroxeting, flucseting, quinidine, bupropion] has been shown to incrzase the systemic
grposure o the active diydro-metabolites of deutetrabenazine by 8 poraximateny 3ok, The
daily dose of AUSTEDD should net exceed 36 mg per day. and the maximum single dose af
ALUETEDD should net exceed 18 mg in pati ents taking strang CYPEDE mhibitors fwee Dosare and
Avrnirisiraiion (25 s Clinvea! Phanmacany 200

T Resarpine

Reseming binds inesarsitily to VMATZ and the duration of its efect is several days. Prosaribers
should wat for cholea or dygdanesia to reemerge befove admninistering SAUSTEDOD to help
reduce the risk of overdosags and majer depletion of serctanin and norepinephring in the
ceittral nenvaus systam At loast 20 days should alapss aftar stapping 1esarping befaro staiting
ALLETEDD, AUSTEDD and raserpine shauld not be wsad concomitanty oo Conmaingicamons ()1
T3 Boenoamine Oxkdaze Inhibifors (MAGIs)

ALIETEDD is canfraindicated in patients faking MAGIs, AUSTEDRO should nat be used in
cormairation with an MADL or within 19 days of Sscontinuing therapy with an MAN so0
Conlraimivailins (45

74 Hewreleptic Drugs

The sk af parkinsonizmm, MME, and sathizia may be incragsed by concomitant use of ALSTEDD
and dapamine antapanists or antipsychotics.

5 Alcohol or (ther Sedating Drugs

Cancamitant use af aleshal or other sedating drogs may have additive ellects and warsen
sadatian and somnolence fee Warniegs s Prevauioms (r

76 Concomitant Tetrabe nazine or valbenazine

ALISTEDD b5 confraindicsted in patients currently taking tetrabenazine or valbenazine
ALSTEDD may be initiabad the day following d@scontinustion of telrabenazine e Nasape and
Advisranion (220,

B USE IN SPECIFIC POPLLATIONS

Bl Pragnancy

s Sumrans

There ara no adequate data en the developmental rigc associated with the use of AUSTEDD in
pragnant womean, Adminisiration of deutetrabenazine fo rats during organagenesis produced
na claar adverse effect on embryafatal devel coment. However, adminisiratian of tetrzbenazine
10 rats troughout pregmancy and lactation resultad inan inerease in Sill births and pastratal
offapring mertality oo Caga

In the LL3. general populstion. the estimated background risk of major hirth defacts and
miscamriage in clirically rocognized plegnancies is 2-3% and 6-20% respectively. The
backaraund sk of major brth defacts and missarriage fo the indicatad papulation s unknosn.
ity

A sty

(ral adminlsiration of deutetrabenazine (5, 10, o 50 rmgdg day) an tebraberazine (30 mio'ke'day)
o pragnant rats duning argancdenesis had e clear effect on embrvofets dessiopment, The
highest dose tested was 6 times the radmum recommended human dese of 48 mg/day. on a
bay surfece ares (g7 basgs.

The efferts of destetrabenazine when administared during arganogenesis ta rabbits or during
pragnancy and lactation Larats have not bean assassad

Telrzhanazina had no effacts on embryofetal development when adminstered to pregnant rabbits
duiing the period of organopenesis at oral doses up to 50 mgdadday. When tetrabenazine
Was administered to fermale rats (doses of & 15 and 30 mg'kg/day) frem tha beginaing of
organogenesis thrawgh the lactation peried, an increasa in stillbirths and offspring postnatal
mortality was observed at 15 and 30 mokgiday, and delayed pup maturation was chsansad
at all doses.



AUSTED (deuketrabenazine} tablets

AUSTEDD (deutetrabemnsazine) tablets

a2z Lactation

Rvsk Surrary

Thete aie ne data on the presence of deutetrabanazing of its metaholites in human milk, the
effects on the breastfod infant, o the effects of the drug oo milk preduction.

The develapmental and health benefits of breasifesding should be cansidered along with the
mesher s clinieal need far AUSTEDD and any petendial advarse effects on the bresstfed infant
fram AUSTEDD ar fram the undelying matemal conditian.

4 Fediatnc Use

Safety and effectiveness in pedistic patients have not been established.

B Gariatric Lss

Clinical studias of AUSTEDO dd nat inclede sufficient numbers of subjects aged 65 and over
i determine whether they respand differantly fram veunger subjects, Gther reported clinical
avparience has not identified diferences in respanses betwean the eldedy and younger
patanits. In general, doss selectan far 4n ldery patient should be cautioes, usually starting 2t
the low end of the desing range, reflecting the greater frequancy of hepatie, renal, and cardiac
dysfunction, and of concomitant diseasa or other drug therapy,

P Hepalic: Impai mant

The affect af hepatic impaiment en the pharmacokinetic s of deutetrabenazing and its primary
metabolites has nat bean studied; however, in a clinical study conducted with tetrabenazing,
a closely ralated WMATZ inhibitar, thare vias a large incraase in exposurs bo tetrabensazine and
its active metabalites in patients with bepatic irmpairment. The clinical significance af this
ineress ed axposure has not boen assessed, buk bacause of concerns for 3 greator nsk for sariowes
arversa reactions, the use of AUSTEDD in patients with hepatic impairment is condraind cated
e Condraiieahions () Qs Marmaengy J2. 10

a7 Faor CYP20G Matabolizers

Althaugh the phanmacckinetics of cautetrabenzzine zad itz metzbalites have not bean
systematically evaluated in patiants who do not express the drug metabelizing enevmea, itis
likety that the axpesure to «-HTEZ and p-HTEZ would be increased similarhy to taking a strang
CYF204 inhibitor apprasmataly 34ald). In patiants wha are CYF20E poar metabolizers, the
daiby doze of AUSTEDD should nat excesd 36 mg (masimen single desa of 15 mg) fsas losage
A Agrimsiratiog (241 ang Cliniea Mgy (220

L WERDSAGE

Crverdoses ranging from 100 mgta 1 g feve been rapartad in the literature with t=trabenazing, &
clesely redated VBATZ inbibitor, Tha fallewing adverse reachans oveured with overdosing acite
dystonia, sculagytic crisls, nawssa and vonvling, seeating. sedation, hypatensian, confusion,
dizerhes, hallucinatiore, rubor, and tamor.

Treatment should consist of those general messures amployed in the managemant of
averdesage with any central nervous system-active drug. General suppartive & nd synplamatic
medsuras dre recommendad. Cardiae rhythm and vital signs shauld be manitored. In mansging
averdosage, the possility of multiple diug imalvement should shvays be considerad, The
physician should consider contacting a poison contral cantar on thetieatmant of any crardose.
Telephane nurbars for certified poason control canters are listed an the American Association
aof Paizon Control Centers website warwaspot.ong.

il DESCRIPTION

ALUSTEDD (deutetrabenazing) i a vesicular manoamine transparter 2 (YMATZ) inhibRar far oral
administration The malecularweight of deutetrabenaging iz 323.46: thepk a is 631, Dautetrabanazine
& & hawahydro-dimethmybanzoquinalzne dedvative and has the fallowing chemical name: {95
854, 3,4, 8, 7 Nb-hexahydra-8, 10-c mathoay-d--3-(2-methylpropydi-3H-benzals]ouinolizin-2-ane,
The malecular formula for deutetrabenazing is C-HADMNG, Doutetrabenazing is a racemic
mixtLra containing the follawing stuctu es:

Si-Davtatrzbenaz e S5-Daukktraenaz s
Deutetrabarazing |5 8 white to slightly vellow crygalling povwoer that |s sparmgly seluble @
waler and salubda in athanal,

ALSTEDD tablets eontain & mg. 9 mag, or 12 mg deutetraberazing and the following inactive
Ingradents: armmanium hydrowide, black ran agide, n-buty| alcohed, bubilated hpdrasyanisale,
butylated hydrosytoliane, magnesium  steseate, mannital, micracrystalline  cellwass,
patyettivlena glyeel, polyethylens cdde, polysarbate RO, poledim alzehol poddone, propylens
glyead, shellac, tale, titanium dicadde, and FORC blua #2 ke, The & rg tablets alsa contamn FORC
red #40 laka. The1? mo tablets aksa cankain FO&C yallow &6 lake,

12 CLINICAL PHARMACOLIGY

121 Mechanism of Action

The precise machanism by which deutetrahenazine axert s its affectsinthetreatment of tardive
dyshinesia and chorea in patients vidth Hunfingtons disease is unknown but is believed to
b ralated to its effect a2 a reversible dapleton of manaamines (sueh a5 daparvang, Seretonin,
narepinephring, and histamingl fram nerve temmingls, The major circulating metahalites
{xe-dihydrotetrabenazing HTBE] and [3-HTEZ) of deutetrabenazing, are reversibla inhibitars of
WIATZ, resulting in decieased uptake of moncamines inta synaptic vesiclas and dapletion of
menaanine storas.

122  Pharmacodynamics

Cardize Ebeciraphysiology

Af tha maximuim recomniended dose, SUSTEDO doas not pralang the AT intereal toany clinically
relevant extent. An sxpasureresponsa aralysis on OTc prolongation from a study in extansive
arimtermediata {ER) and pace CYFDE metabalizers (PR showed that a clinically-relevant efect
can be avcludad at expasures elbawing single doses of 29 and 48 mg of ALSTEDD.

Kelanin Bindirng

Deutetrabenazine ar its metabal@as bind to melsnin-contsining tissueas (e, eye skin fur) in
pigrmantad rats, After a single oral dose of radiclabeled dautatrabenazing, radioactiity was still
datected in eye and fur at 35 days follewing dosing see Hamdngs ang Frecanmions (0L

B3  Pharmacokinetics

After arsl desmg up fa 26 o, plasms cancanirations of dewtetrabanszina are generally Belmy
the lirndt of detection becauss of the evtensive hepatic metabalism of deutetrabenazine to the
artiva deutarated difdra metabalites (HTBZ), -HTEE and |5-HTEZ. Lingar dose degandance
of ... and ALC was chsarved for the active metaholites following singla or multple dosas of
dautstrabenazing (6 mgte 24 mg and 25 mg talce daily to 22.5mg teice daily).

Ahzoipdion

Fod lowing oral administration of gautstrabenszine, the extent of absorplion is at least B0%,
Pasma concerfrations of deutelrabanazing are genecally bebaw the limi of detaction afted
oid | desing Pedk plagma concentrabons (0, ) of deuterated cHTEZ and B-HTEE are reachad
within 3 to 4 hours afier dosing.

Fifert of Fogd

The effects of food on the bisavailability of AUSTEDD were sluded in subjects administerad
a sngle dose with and without food. Food had no effect an the area under the plasma
concantrationdimg curve (AUC) of coHTBZ or B-HTEZ, akhough C.. was increased by
appraximabealy 50% in thea presance of food fee Oesane aod Adminiaiim 200,

Digtriburtion

The madian solume of distibution Ve/F} of the o-HTBZ, and the [8-HTBZ metaboktes of
ALITEDD are approsimately S00 L and 730 L, respactivaly,

Razults of PET-scan studies in hismans shaw that fallowaing infravenous injection af "C4abelad
tetrabenazine ar o HTBZ, 1adioactivity is rapidly distributed to the brain, with the highest
binding in the strigtum and |owest hindingin the cortex.

Tha fon it prokein binding of tetrabensging, «HTBZ, and B-HTES vias examinad in human
plasma for sancentrations ranging from 50 te 200 ngmlL. Tetrabenazine binding ranged from
B2% to B5%, re-HTES binding ranged from G0% bo 68%, and [3-HTEL binding rangad from 59%
o B3%,

Elirmration

ALETEDD i privrenily renally el minated in the fonm of metabeldas,

The haliHife of total (o+3-HTEEZ from dewutetraberaging is approwirnataly $1210 hours.

The median clearance values (CLF) of the c-HTRYE, and the (-HTEZ metabelites of AUSTEDO are
approdimately 47 Lhour and 70 Lhawr, respectisely, in the Huntington's disease patient papulation.
Ietandism

I wire expeniments in human |Wee micrasomes demonstrate that ceutstrabenszing is
extensivaly biatransfarmed, mainly by carbonyl reductase. ta its major active metabalites,
Ce-HTEEZ and [5-HTEE. which are subsequerdly metaboized prirarily by CYPZDE. with minor
contributions of CYPIA2 and CYP3ALS, to fonm several minor matabalites

Exreliog

In @ rass balance study in & healthy subjects, /5% io 86% of the deutetrabenazine dosa was
ecieted inthe urine, and fecal recovery accountad for B3 o 1% of the dose. Lkinary excietion of
the o-HTEE and f-HTEZ rctabiolites from deutediabenazine each accounted far less than 1065 of
the sdministered dese Sulfata snd glueuranide conjugates of the w-HTBZ and 5-HTBZ metataltas
of deutetrzhandzing, as well as products of addative metabalism, accounted for the majonity of
metabiolites in theurina.

Specific Populations

i and Memats Matiants

There 15 no apparent effect of gendar an the pharmacosinetics of coHTES and [-HIEE of
deuterahenzine.

Palien(s With Senal Impaiment

He elirical studies have bean eanducted Lo assess tha effect of renal impairrent on the PK of
ALISTEDD,

Patiants With Mepratic Inpaiment

The effect of hapatic impaimnent on the pharmacokinetics of deutetrsbenazing and its prinvary
metzhalites has nat been studied, Hovweever, in & clinical study conducted te assess the effect of
Ropaticimgaimmeant an the phaimacokinatics of tetrabaraging, 2 clozaby rd ated YMAT2 inhibator;
the exposure to <o HTBZ and p-HTEZ wias up bo 409% grester in patients with hepatic impainmat,
and the mean tetraberszine ... in patients with hapatic imparment was wo to150-fold higher
thanin healthy subjects fsee Gomrainoicaiions (51 Use e Spocifc Popriations (BAH.

oy CYPZ0G Sl anioers

Athough the pharmacokinetics of deutebrsenazine and its metabolites hawe nat beesn
gystematically evaluated inpatients who do not exprees the drg meta bolizing enzyme CYP205,
it iz likely that the eiposura (o c-HTBE and F-HTEZ waould be incraasad similaly to taking
sreny CYP205 inhibitors {approzimately 3-fold) Sas Mesage ang Administeation 240 rug
Ao (L

Drug Ineraction Studies

Deutetrabenazing, «-HTEZ, and (3-HTEZ have ret been evaluated in i e studies for induction
of infibiticn of CYP er@ynes of interaction with P-ghyecpratein The resuits of i vt studies of
tetrananannag do not sugoest thal tetrabenazine or ibs <-HTEE or B-HTBE metaboltas are likely
1o result in climically significant infibition of CYP20e, CYPIAZ, CYP2BG. CYP208, CYF20a CYP2019,
CYP2EY, or CYF3A i wio studies suggest that nether tetrabenazing nor its coHTBZ or [-HTEZ
metabolites are likaly fo result in clnically significant induction of CYPIAZ, CYPIA4, CYFIBE
CYP2CR, CYFECA, ar CYPRCID, Naither tetrabenazine nor its «o-HTEZ or f-HTBZ retabalites are
likely to be a substiato or inhibites of P-glycopratein 2 cinically 1elgeait concantrations i e,
The deutetrabenzzine metaholites, 2-ethylprapancés acid of B-HTEZ (W1} and monohydrogy
tefrahienazine (M43, have been evalusted in @ panel of is wilse tug-drug nteraction studies, the
resuits inckeate that M1 e nat evpected e cause clinically relevant diug intelactions



AUSTEDN [dentetrabenazine) tablets AUSTEDD [dentetrabenazine) tablets
CVPELG Ipdibitors Figure 1:  Total Maxiial Clores Scote 0wer Tinee in Study 1
i @it studies indicate that the c-HIRS and fi-HIBS metabalites of deatetrabenazine 15
are subgirates for CYPE06, The effect of CYFDE inhibitien on the pharmacakineties of E |_._ AUSTSOO -o Pazebe | G
deulelrabanasing and ils melaboliles was sludied in 24 heallhy subjects dlewing a single & 141 i
L5 mg dase of fautatrabenaring given atter § days af administration of the strang CYF2E noq3d } l
inhitetar parcaatice A0 mg daik In tha presance af paroweting, svetemiz exposura (G, ) of E P
ve-HTEZ weas 1.8-Told higher and F-HTBZ was 65-fald higher, resulling in approsnataly 3-lokd RS P
increass in AL, for total fre=(8)-HEES. Paroeeting dacreaza the clarance ol oHIES aml E 114 ]
BHTRT et bebtes of AUSTODD with comespending increases inmean half-life of appaodmeatedy 5
15 fekd and 27 Fold, respoctivele In e presencs of parsseting, Cyyp af o HTEE aied pHTEE wore 2 1o
1.2tk and 2. 2-uld hagher, resgectively, 3 o
The effect of mederate ar weake CYPEDE inhibitors such as dubogetine, terbinafine, amiedarene, E
ar sertraling on te cxpesure of deutetrabenazing and its netabolites has netbeen eealuated, g B -1
igee 1
ALSTERD was not evaluated far interaction with digeaan, Digexin is asubstratefar F-glycopretein, % d -
B sty in healthy subjecls showed hal lelrabenagne £25 my leice daily for 3 days) did nol 3 6 il ] | o
alfect tha hioauailabélity af digosn, simesting that at thiz dose, ratrabenarsing does not alact = preREER
F-glycearctain in the intestingl tract, & i studies aksa o not suggest that tetrabanazine or o 2 4 E H 12 13 [Mainienancs
its nelabolites ara P-glyzoprotuin inhibitors, Stutly Weak Encipaant
13 MOHCLINICAL TOXICHLOGY AL RODY M LD s aq ] L A dd b
130 Carcinegenssis, Mutagenasis, Impairment of Fertility 2 43 A . % daeds 49

Pl R T A

o carcinogenicily sludies were gerformed wilh deuletrabanazing,

e incresse in tumors was obserded in phas ransgenss mice reatzd crally with tetrabenazine
at doses of 0, 5,14, and 30 mo/h) day for 246 weeks,

Mirfaneneas

llautetrabienazine and itz cautersted c-HIRS and B-HIRS matabalites were negativa in o W
hacterial reverse mulation ard chromosems shesration in homan pariphel bood nphocytes)
assays i Lhe prasence oe absence of melzbolic actiation and in e v ess micronuckies assay
in mice.

||r\-'_|ﬁ|'|-|~\‘_ foain rﬂr‘"'LF

The ellecls ol deulelrabenasing on Terlilily have nol besn evalizled. Oral adininistration
of deutstrabenazing (doses of o, W, ar 20 mafka'day] ta female rats far 3 manths resulted
in estreus eycle distuption ot all doges: the kwost dose tested was similar to the maxinn
recarmmended uman doss (43 mgddayd on g body surfacs arga (ngme) basis.

Cral administratian of tatrabenszine [Aoses of 5 15, or 30 mg kg May) to fama ke rate priar ta and
threughout mating, and continuing through day © of gestation, resulted in dismpted estrows
cylicity at doses greater than § mg'kndday. o effects an mating and tertility indicas ar sperm
parameters (mofility, count, cersityd were cheerved when males were traated arally with
letrabenazing al doses of 515 or 30 mo'hg/day price l and thraughoutl mating with untreated

lernales.
14 CLIMICAL STUMES
4l Chorea Asseciated vith Huntington’s Disease

Double-Blind, Placebo-Controlled Study
The efficary of MISTEDE &3 3 treatment far chores associsted with Huntington's disease was
astabdished prnatily in Study 1 a randenized, double-blind, placebo-cortralked, nule-center
iral conducted fn 90 ambulatery paticnts with manifest chorea assoclated with Huntington's
dizzaza, [he disgnasis of Huntingtan's disease vwas bazed an tamiky history, nearalogical exam,
and genatic testing, Treatment duration was 12 weeks, including an -week dase titratsan pariod
anf a A-waek mainlanance pariod, lalloved by o -eesk washoul, Falsnls ware nol blindael (o
disceatinuation. AL HICO was started at 6 mg per day and fitratad upaard, st weekly infervals,
in & mi increments ur | satisfactory reatment of chorea was achisved, intelera bla side affacts
accurrad, or unlil @ maximal dese of 48 ny per day was rachad, The primary allicasy endpoinl
wis tha lotal Maximal Cheeaa Seorg, an item af the Unifizd Hontingten's isaase Hating Scale
SUHDRS) O this seak, cherea s satad from 4 te 4 faith U representing o chorea) far ¢ difforant
parts of the body, The tolal score manges Tromd Lo 28,

Ol e A0 patients ennolled, 8 patients completed e study The msan age was 54 5range &5 o 24).
Patients wiere Sz male and 3255 Caucasian, The nean dage after teratsan was 40 nig per day Table
4 and Figure 1 sunnsarize e effects of AUSTIOO on cheres bagad an e Tetal Maximal Charea
Hrara, latal Maximal Chares Scares for patiends recaiving AUSTELC improverd by approximately 4.4
units from hazefne o the maintenance period (average of Weak ¥ and Yieek 12), compared 1o
apprxiniately 19 units i the placcla greugs The teatiment offect of 25 mits wias statistically
signiticant (p.00EI). helMaintenance bndpaint &tha mean ot the latal MazimalChoras Seares
for the Week 9 and Weak 12 visite, it the Waek 13 fallaw-up visit {1 weak aftar diszantinuaticn of
lhe sludy medicalion), te Tolal Maximal Shorea Scoess of paliants who had received AUSTEDG
refiurmes o bazeling {Figure 1).

Tabled: Changa from Bazelina to Maintenance Therapy in Total Maximal Choraa (THMC)E

Score in Patients with Huatingten’s Disease Trealed with AUSTEDD in Study 1
Makar Endpoint AVSTEDN Flaceba pvalue
N=45 H=45
-44 14

Change in Total Chores Seore® from <1

Baselineto Maintenance Therapy”

TG iz 2 suileseale of the Unified Hurtington's Dscaze Rating Seale sUHDRSE
YPrirnary efficacy endpoint

H ]

Figure 2: Distribution of the Changa in Toral Maximal Choraa Scores in Study 1
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Tl:ltal Choraa Scora: Charga from Basaling o Maintanaros

Tigurs 2 shaws the dstribution af values for e change in Tatal Moxina ] Chorea Seers i Study
1. Mezgalive values indicala a reduclion in chorsa and pesilive rombers indicale an ncrass in
chares,
A paticnt-rated global inpression of change assessod baw pationts rated their averall
Huntingtan's diseasa sympéeans, Hity-nne pereant af patients frasted with ALUSEHIC rated thesr
symptams as Tuch Impraved” e "Very Wuch Improved” 31 the 2nd of freatment, camparad 1o
2% of placehe-treated patints,
In & physician-rater: clinical glabal imgression of change, phesicians raled 42% percent of
patiants tregted with AUSTEDD as “Much Improver™ or “fery Much Impraved” at the end of
freatinent campaed 1 12% of dacobs treated paticints
4.2 Tardiva Dyskinasia
Iha efticacy af ALSTFLED in the freatment tor tardive dyskingsia was establishad in two12-weak,
radamized, double blind, placebo ceatrelled, multl cenker fals condustad In X35 adult
ambnslatery palinls witl Lardive dyshivasia cawsed by wse of dogaining racaplor anlagonisls,
Patizrts had a histery of uzing  deparnine reoeptar antagenistiantipaychotios. metesiopramide)
for at least 3 menths for 1aonth in patkants & years of age aid oldar), Cancurrent dizgnoses
included schizophraniasschizealfaclva disordar (52%) and maod diserder (2350, Wilh respect
o zoncurant antpsychatic use, 64% of patients were recefving atypical anfipsychaties, 10
et receping typieal orcambiration antipsychotics, and 245 were net receiving antipsyshotics
Ihet dhnarmal Invoheniary Movement Scale (Al5] was the primary elficacy measure for the
assessment af tandiva dyskinesia sevarity, [he MBS is & 1%-item scale; items 1 1o 7 assess the
sauerity of invaluntary marements acrss body regicns and thFSE'ItF'nI% werz uzedin this study,
Fach al Lhe 7 ilems was scorad on a4 Lo 4 scale, raled g O=nol presenl; I=minimal may be
axtrema narmal {ahnarmal mevaments orenrinfraquantly andlar are difficult to detart], #-mild
abnarmal mevements aceur infrequently and are casy te deteet); J=moderate (abnermal
maamenls ovear reguently and areeasy lo dalecl) or 4 =sesare (zbnonmal mosgmenls occuer
almest cortinuonsly andior of extrema intensity]. [he AIMGS total score (sam of items 110 7}
crlld thus range frean O 028, with o deeneage in soore indicating impretyament,
In Study 1, o 12wieck, placeka-cantralled, figad dose trial, adults with ardbe dyskinesla ware
rardarnized 1:31:0 10 12 g AUETEDC, &4 mg AUSTEDD, 36 mg AUSTECD, or placeha, Treatmant
duratica included a 4-week dos: escalation petiod and an ek maintenare period falloeed
by @ 1 weok washeut, The dose of AUSTLO0 was started ot 12 mg por day and increasad at
weekly intercals in & molday increments o a dosa targat of 12 mg, 21 ma or 38 mg par day.
The: prpulation [n= 2220 was 2 to &1 years old (mean 5 yearsh 485 male, and /% Caurasian,
In Bldy 1 the AINE Lelal score Tor patienls recesing SLSTEDD demmonsirale:d slalislically
sipnificant improvernant, trom basefing b Waelk 02 of 203 and 3.2 units for tha 35 me and 240 my
Armg, respectively, campared with 14 units in placehe {Study 1in Table 53, Tha impreverents on
Lhee 45 Lola] scers ovar the course of e study are displavad in Figare 3, Dzla did nol suggesl
substantial differances in alficacy seross varicas demagra phic groops. The treaimeant respanse
rarte distribwtion, ased s riagnitude of AINS tatal score from baselig towed 52 5 disployed
in Figure 4,
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The mean shanges in e AIRE total ssorc by visit are shava in Tigure 2,

In Study 7, 8 12-aeak, placehe-controlled, Hexibila-dose tial, adults with tardesa dyskinasia n-15)
received daily deses af placebe or AUSTEDD, starting at 12 myg per day with incraases allowed in
Gomy incremanls al T-wesk inlersals until salislzclaory conlrol af dyskinesia was achigeed, unll
intnlerable side afferts aceareec, ar entil 8 masimal doss of A2 mi per day was rached. restment
duration included a s-waak dase titration pedod and 3 B-ees maintenance pesicd fallomad by
a lmoph washoul, The populalion was 26 Lo 75 years ald {mean 55 woars), 4% mak, aed 70%
Cancasian Patients wers tilrzled 1o an oplimal dose over § weaks. Tha averags diss of BUSTHIO
after treatment was U1 mg per dag Thete was no evidence suggesting substartal differenees
in efflsacy ocioss vadaus demographls gratips, In Study 2, GMS tatal sears for patients noceilisg
ALETEDRD clesnonstratad shalistically sigoilicant improvemsnl by 30 urils Dom bassline b adpoint
Wk 120, campared with 16 unitz in the glaceba group with a treatment effect of 14 units, Table &
sumimarizes the officts of AUSTLOO o tarckis dysbinesla based on the AMS,

Table5:  Improvemant in AIMS Total Scora in Patiants Traated with AUSTEDO in Study 1
and Shudy ¥
Study | Treatment Group Primary Efficacy Meazure: AIMS Total Score
Mean Baseline | LS Msan Change | Treatment Effsct
Score (S0) Elmm Easalira [SE] |{%5% Cl}
Study 1 | AUSTEDO 35 rg® 10 (320 | 33047 190 309, LTI
{i=55)
AUSTOD0 24 g o4 (2,90 3240.45) LaL 300, hE3
{n= 145 |
J".UST%JU 12 iy D6 (2,400 | ziina 4 104, 0421
(1= G}
Flacabic NI | IRERIFIT
in=5E | )
Study 7 | ALSTEOD 248 mgiday® |97 (404 l-anag A48, 0.2)
=560 < | B
Flacabi ak (A74) BT
n=&7

"oz that was statstically significantly dilfarent fom placebo atber adjusting fer multipscite
L% llean — Least-squares maan; S0 - Standard deviation; 3F - Standard erar; G - E-sided
At confidence interval

Figure 3: Least Sguare Maans of Change in AIMS Tokal Score from Basaline for AUSTEDD

Comparad to Placeb (Study 1}
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Figure 4: Parcant of Palisnts with Specified Magnitude of AIMS Total Scora Improvement
at the End of wieek 12 (5tudy 11
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16 HOW SUPPLIEDYSTORAGE AND HAMOLING

16.1 Howe Suppliad

ALSTOOAD tablets arc available in the falkwing strangths o packagaes

5 img: ravined, purgle- coated tablets, with “S0° over G privted inBlack ink on one sile
Borttles of GO lablels: HOE G&56-70-60,

Al rannd, blve-coated tabiats, with "S07 aver 97 printed in black ink on cne side,
Battles of G0 tablits: HDC BDS36 171 40,

12 gz poune], Lebgu coabed taldeds, witl "5 oo *12Y privded in Dadk inkan onc sids

Eattles ot 60 tablets: NI EESA6AT2-R),

62 Skorage

Sl al 250 77°F: ecurabns penmilled Lo 1550 o 30°0 (R9°F Lo B5°F) e UAE Coniraied
Horm lemyseiature). Brotact from light aned moistare,

17 PATIENT COUNSELING INFORMATION

Bdwlse the patlert or caregiver te read the TOA approved paticit labeling (Medization Guld:),
Belrninisbration lnslruclions

Nidvisa patients to take MISTEDD with focd, AUSTEDD tablets should b2 swallowed whale ard
ok shewed, crushed, o braben e Doesge and Adialstraii (2000

Risk of Doprassion and Suicide in Palients with Hunlinglen's Disease

Nidwize patients, their ca regivers, 2nd familizs that AUSTEDD may increase the risk af deprassion,
wersening depression, and svicida bty and to imniediatehy report any saaptams bea beatheare
provider tsee Lol ainicatons (1, Menmags zae frecawtions 520

I'ralongatian ot Ic Inferval

Inform patients to consylt thedr physician immeadiatehy if they feel faint, lose conscicusness,
or hawe hearl palpitalions (see Wariogs o Srecsoions (5.200 Advise patients Lo inlorm
physizians that thew are taking AUSTHID hetora ame naw drng is taken.

Parkinganisim

Infurm palients thal SUSTEDD may cause Parkinzon-like swnplos, whioh could be savers,
figlviza patients o cansult their healthcare provider it they experance slight shaking, hedy
stiffiess, trauble meving, toulbe keoging their balance. or falls Moo Baags o Prossonang
ma

iz patients that AUSTIOO niay cawse sedation and somnckeiceand may inpair the ability o
poefarin tasks that fguire comples motor aid aieital skilks, Uatil they learn haw they fespoid te
Astable dose of AL TENG, patiznts shonkd ba careful daing activities that reguire tham ta ba alert,
sich as driving a carar oparating machinery fsee Waahngs s00 Prasactions 200

Inleracion wilh Sl or Diher Sedating Drugs

fidvisa patiants that alcahal or cther drugs that causa sleepiness will worsen 2amnelencs | 2s9
v fmisractions (201

Concamilanl Medicalivins

fieviza patients ta ntify their physician of all madiczions they ara taking and ta consult
ith their healthsars provider befene starting amy new med atiens because of o gotential for
Inleractivars faoe Sontminaicaiine (4 e Sy Waractons (71 7400

Distribustend by

Teva Pharmscenticals USA, Ine,

Farsippany, Bl a4

= lewa Neuroecience, Inc.

filJs-ans

L5 Patent Hos: £524, 050 4,208 3058 82896, 9050, 61

SEHAZINE" is a Lraclemnark o Valeanl Phammacaulicals Lussmbeoryg 5.6.R.L
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MEDICATION GUIDE
AUSTEDD (aw-STED-0h)
(deutetrabenazing)
tahlets, for oral use

What is the most important information | should know about AUSTEDO?

« AUSTEDD can cause serious side effects in peaple with Humington's
dizease, including:
= deprassion
» slicidal thoughts
» slicidal actions

« Do nat start taking AUSTEDO I you have Humtington's dissase and ane
depressed (have untreated depression or depression that is not wall
controlked by medicine) or have suicidal thoughts,

« Pay close attention to any changes, especially sudden changes, in mood,
Behaviors, thaughts, or feelings. This Is especially impariant when
AUSTEDD I3 started and when the dose Is changed.

Callyourhealthcare provider right away ifyou become depressed or have

any ofthe following symploms, especially if they are new, worse, orworry

you:

« feal sad or have crying spalls

» |ose interest in seeing your friends or doing things you used to enjoy

sleep a lot mare or a Lol less than usual

fes ] unimportant

fel quilty

feal hapeless or halplass

« few| more iritable, angry, or aggressive than usual

« fesl more or less hungry than usual or notics a big change In your body

weight

have trouble paying attention

feel tired or sleepy all the tima

+ have thoughts about hurting yourself of ending your it

L)
Ll
L]
L)

-

-

= have an irregular heart riyrthm or heartbeat (O7 prelongation, cardiac
arriythmia) or & heart problem called congenital lang AT syndrome.

= have kow levels of potassium or magnesium inyour blocd (fypokalemia or
hypomagnesemia).

= have breast cancer or a history of breast cancer.

« are pregnant of plan to become pregnant. Itis not known if AUSTEDD can
harm your unborm baby,

= are breastfeeding or plan to breastfeed. Itis not known f AUSTEDD passes
into breast milk.

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

including prescription and over-the-caunter medicines, vitaming, and herbal

supplements.

Taking AUSTEDD with certain other medicines may cause side effects. o

not start any new medicines while taking AUSTEDD without talking fo wour

healthcare provider first.

How should | take AUSTEDO?

+ Take AUSTEDO exactly as your healtheare provider tells you to taks 1L

+ Take AUSTEDO by mauth and with food,

+ Swallow AUSTEDD tablets whale with water, Do not chew, crush, or break
AUSTEDCD tablets biefiore swallowing, If you cannot swallow AUSTEDD tablets
whiole, tell your healtheare provider, You may nead 8 differnt medicine,

= [fyour dose of AUSTEDD is 12 mg or more each day, take AUSTEDO tablets
21imes a day in egual doses with food,

+ Your healtheare provider will increase your dose of AUSTEDD each wesk
for several weeks, until you and your healtheane provider find the right
dose for you,

« Tell your healthcare provider if you stop taking AUSTEDRO far more than 1
week, Do not take another dose until you talk to vour healthcare provider,

What is AUSTEDO?

AUSTEDC is & prescription madicine that is used totreat:
= the involurtary movements (chorea) of Huntington's disease, AUSTECD
does not cure the cause of the inwoluntary movements, and it does not
treat ether symptoms of Huntingten's diseasa, such as problems with
thinking or emotions.

« movements in the face, tongue, or other body parts that cannot be
controlled (tardive dyshkinesial

It iz nat knawn it AUSTEDD is safe and effective in children.

What should | avoid while taking AUSTEDO?

Slespiness (sedation) is a common side effect of AUSTEDD. While taking
AUSTEDD, do not drive & car or operate dangeraus machinery until you know
how AUSTEDD affects you. Drinking alcohal and taking other drugs that
may also cause sleapiness whils you ane taking AUSTEDD may increase any
sleapiness causad by AUSTEDD,

Whe should not take AUSTEDO?

Do not take AUSTEDRO if you:

* have Hurrtmgton 5 disease and are depresssd or have thoughts of suicide.
See “What is the mosl important information | should know about
AUSTEDO?

have livar probkems,

aretaking a mencaming oxidase inhibitor (MACH medicineg, Do not take an
MAG! within 14 days after you stap taking AUSTEDD, Do not start AUSTEDD
if you stopped taking an MACH in the last 14 days. Ask your healthcare
provider or phamacist if you are not sure.

are taking reserpine Do not take medicines that contain reserping (such
as Serpalan and Renese-R) with AUSTEDD. If your healthears provider
plans fo switch you from taking reserpine to AUSTEDD, wou must wait
at least 20 days after your last dose of reserpine befors you start taking
AUSTEDD,

ara taking tetrabenazing (Xenazina). If your healthcare provider plans to
switeh you from tetrabenazing (Renazing) to AUSTEDD, take your Tirst dose
of AUSTEDQ on the day afteryour last dose of tetrabenazine (Xenazing).

+ are taking valbenazine (Ingrezza).

-+

-

-

-

Before taking AUSTEDO, tell your healthcare provider about all of your
medical conditions, including if you:
= have emotional or mental problems (for example, depression, nenrousness,
anziety, anger, agitation, psychosis, previous suicidsl thoughts or suicide
attempis),
« have liver disease,
continued

What are the possible side effects of AUSTEDD?

AUSTEDD can cause serious side effects, including:

* Depression and suicidal thoughts or actions in peeple with
Huntington's disease. See “What is the most impartant information |
should know about AUSTEDG?”

+ Irregular heartbeat (QT prolongation). AUSTEDD increases your chance
of hawing certain changes in the slectrical activity In your hearl. These
changes can lead to a dangerous abnormal heartheat. Taking AUSTEDD
with certain medicines may increase this chance,

* Meurpleptic Malignant Syndrome {NMS}. Call your healthcare provider
right away and go to the nearest emergency room i you develop these
slgns and symptams that do not have another obvious cause:

o high fever

= problems thinking

= increased sweating

= stiff muscles

= very fast or uneven heartbeat

+ Restlessness. You may get a condition where you feel a strang urge to
move. This s called akathisla.

« Parkinsonism. Symptoms of parkinsonism include: slight shaking, body
stifiness, trauble moving, trouble keeping your balance, or falls.

The most common side effects of AUSTEDOD in people with Huntington's

disease include:

+ slpapiness (sedation)

« dlarrhea

+ firedness

= dry mouth

confinued
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The most common side effects of AUSTEDO in people with tardive

dyskinesiainclude:

= inflammation of the nese and throat {nasopharyngitis)

= problems sleeping (insomnia)

Thesa are not all the possible side effects of AUSTEDG, Call your doctar for

medical advice about side effects, You may report side effects to FO& af

1-800-FOA-1088.

How should | store AUSTEDO?

« Efore AUSTEDD tablets at room temperature, between 65°F to 77F (2070
to 257,

= leap the bottle tightly closed to protact AUSTEDD from light and maistuns,

Keep AUSTEDO tablets and all medications out of reach of children.

General information about the safe and effective use of AUSTEDO,

Medicines ars scmetimes prescribed for purposes cther than those listed

ina Medication Guide. Do not use AUSTEDOD for & condition for which it was

not prescribed. Do not give AUSTEDD fo ather people, even if they have the

same symptoms you have, It may harm them. You can ask your pharmacist

or healthcare provider for information sbout AUSTEDD that is written for

health professionals.

What are the ingredients in AUSTEDO?

Active ingredient: deutetrabenazine

Inactive ingredients: ammonium hydride, black iron cxdde, n-butyl

aleahol, butylated hydroxyanisole, butylated hydroxytoluene, magnesium

stearate, mannitol, microcrystalling  cellulose, palyethylene  glycol,

pobyethylens oxide, polysorbate 80, polyvinyl alcohel, povidone, propylene

glyzol, shellac, talc, titanium dioxide, and FD&C blue $2 lake. The 8 mg

tablets also contain FD&C red #40 lake. The 12 mg tablets also contain FD&C

yellow #6 lake.

Distributed by:

Tewa Pharmaceuticals USA, Inc.

Parsippany. M) 07054

2000 Teva Neuroscience, Ine.

ALISHIG-005

For more information, go o wwnw AUSTEDD.com or call 1-828-483-2278,

This Medication Guide has been approved by the LS, Food and Drug
Administ ration.
Revised: December 2020

AlS-£7838




