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Contraindications: AUSTEDO XR and AUSTEDO are contraindicated 
in patients with Huntington’s disease who are suicidal, or have 
untreated or inadequately treated depression. AUSTEDO XR 
and AUSTEDO are also contraindicated in: patients with hepatic 
impairment; patients taking reserpine or within 20 days of 
discontinuing reserpine; patients taking monoamine oxidase inhibitors 
(MAOIs), or within 14 days of discontinuing MAOI therapy; and patients 
taking tetrabenazine or valbenazine.

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

QTc Prolongation: AUSTEDO XR and AUSTEDO may prolong the QT 
interval, but the degree of QT prolongation is not clinically signi� cant 
when AUSTEDO XR or AUSTEDO is administered within the 
recommended dosage range. AUSTEDO XR and 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 dopamine antagonists or antipsychotics. The 
management of NMS should include immediate discontinuation of 
AUSTEDO XR and AUSTEDO; intensive symptomatic treatment 
and medical monitoring; and treatment of any concomitant serious 
medical problems.

Please see additional Important Safety Information throughout 
this brochure and full Prescribing Information, including 
Boxed Warning, attached inside.
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Join the conversation about 
once-daily AUSTEDO XR, now available

INDICATIONS AND USAGE
AUSTEDO® XR (deutetrabenazine) extended-release tablets and 
AUSTEDO® (deutetrabenazine) tablets are indicated in adults for the 
treatment of chorea associated with Huntington’s disease and for the 
treatment of tardive dyskinesia.

IMPORTANT SAFETY INFORMATION
Depression and Suicidality in Patients with Huntington’s 
Disease: AUSTEDO XR and 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 XR 
and AUSTEDO are contraindicated in patients who are 
suicidal, and in patients with untreated or inadequately 
treated depression.

Please see additional Important Safety Information throughout 
and full Prescribing Information, including Boxed Warning, 
inside the invitation.

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.

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. Adverse reactions with AUSTEDO XR extended-release 
tablets are expected to be similar to AUSTEDO tablets.

Please see full Prescribing Information, including Boxed 
Warning, attached below.

You may choose to have your name removed from our mailing list 
at any time by writing us at: Teva/Privacy Of� cer, 400 Interpace 
Parkway, Building A, Parsippany, NJ 07054

IMPORTANT SAFETY INFORMATION (continued)
Akathisia, Agitation, and Restlessness: AUSTEDO XR and 
AUSTEDO may increase the risk of akathisia, agitation, and 
restlessness. The risk of akathisia may be increased by concomitant 
use of dopamine antagonists or antipsychotics. If a patient develops 
akathisia, the AUSTEDO XR or AUSTEDO dose should be reduced; 
some patients may require discontinuation of therapy.

Parkinsonism: AUSTEDO XR and AUSTEDO may cause 
parkinsonism in patients with Huntington’s disease or tardive 
dyskinesia. Parkinsonism has also been observed with other VMAT2 
inhibitors. The risk of parkinsonism may be increased by concomitant 
use of dopamine antagonists or antipsychotics. If a patient develops 
parkinsonism, the AUSTEDO XR or 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 XR and 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 XR or 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 hyperprolactinemia, appropriate laboratory testing 
should be done and consideration should be given to discontinuation 
of AUSTEDO XR and AUSTEDO.

Teva Pharmaceuticals
400 Interpace Parkway, Parsippany, NJ 07054

© 2023 Teva Neuroscience, Inc.   AUS-45791   April 2023

The launch of once-daily AUSTEDO XR is under way, and 
registration for an upcoming broadcast has begun. Led by experts 
in psychiatry and movement disorders, this broadcast will focus 
on the recently approved once-daily AUSTEDO XR. This is an 
excellent opportunity to stay up-to-date about a once-daily 
treatment option for your patients with tardive dyskinesia (TD).

Don’t miss your chance to be a part of this informative and exciting 
event. Also available is the opportunity to join the conversation with 
other healthcare professionals live at one of the designated venues set 
up across the country. To � nd out more, visit the sign-up link below.

Experts will share perspectives on the impact of TD and how to 
manage patients with AUSTEDO XR over the long term. 

There will be an opportunity to ask questions and share 
insights with peers.

REGISTRATION IS NOW OPEN!

4 broadcasts on
Wednesday, June 14, 2023
12:00 PM, 3:00 PM, 7:00 PM, and 9:30 PM ET
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 ha

ve
 un

tre
at

ed
 or

 in
ad

eq
ua

te
ly 

tre
at

ed
 de

pr
es

sio
n 

[s
ee

 W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.1
)].

 
• 

W
ith

 h
ep

at
ic 

im
pa

irm
en

t [
se

e U
se

 in
 Sp

ec
ifi

c P
op

ula
tio

ns
 (8

.6)
, C

lin
ica

l P
ha

rm
ac

olo
gy

 (1
2.3

)].
 

• 
Ta

kin
g 

re
se

rp
in

e. 
At

 le
as

t 2
0 

da
ys

 s
ho

ul
d 

el
ap

se
 a

fte
r 

st
op

pi
ng

 r
es

er
pi

ne
 b

ef
or

e 
st

ar
tin

g 
AU

ST
ED

O 
XR

 or
 A

US
TE

DO
 [s

ee
 D

ru
g I

nt
er

ac
tio

ns
 (7

.2)
].

 
• 

Ta
kin

g 
m

on
oa

m
in

e 
ox

id
as

e 
in

hi
bi

to
rs

 (M
AO

Is)
. A

US
TE

DO
 X

R 
an

d 
AU

ST
ED

O 
sh

ou
ld

 n
ot

 b
e 

us
ed

 
in

 co
m

bi
na

tio
n 

wi
th

 a
n 

MA
OI

, o
r w

ith
in

 14
 d

ay
s o

f d
isc

on
tin

ui
ng

 th
er

ap
y w

ith
 a

n 
MA

OI
 [s

ee
 D

ru
g 

In
te

ra
ct

ion
s (

7.3
)].

 
• 

Ta
kin

g 
te

tra
be

na
zin

e o
r v

alb
en

az
in

e [
se

e D
ru

g 
In

te
ra

ct
ion

s (
7.6

)].
5 

W
AR

NI
NG

S 
AN

D 
PR

EC
AU

TI
ON

S
5.1

 
De

pr
es

si
on

 a
nd

 S
ui

ci
da

lit
y i

n 
Pa

tie
nt

s w
ith

 H
un

tin
gt

on
’s 

Di
se

as
e

Pa
tie

nt
s 

wi
th

 H
un

tin
gt

on
’s 

di
se

as
e 

ar
e 

at
 in

cr
ea

se
d 

ris
k 

fo
r 

de
pr

es
sio

n, 
an

d 
su

ici
da

l i
de

at
ion

 o
r 

be
ha

vio
rs

 (s
ui

cid
ali

ty
). A

US
TE

DO
 XR

 an
d A

US
TE

DO
 m

ay
 in

cr
ea

se
 th

e r
isk

 fo
r s

ui
cid

ali
ty

 in
 pa

tie
nt

s w
ith

 
Hu

nt
in

gt
on

’s 
di

se
as

e.
In

 a
 12

-w
ee

k, 
do

ub
le-

bl
in

d, 
pl

ac
eb

o-
co

nt
ro

lle
d 

tri
al,

 su
ici

da
l i

de
at

ion
 w

as
 re

po
rte

d 
by

 2
%

 o
f p

at
ien

ts
 

tre
at

ed
 w

ith
 A

US
TE

DO
, c

om
pa

re
d 

to
 n

o 
pa

tie
nt

s 
on

 p
lac

eb
o;

 n
o 

su
ici

de
 a

tte
m

pt
s 

an
d 

no
 c

om
pl

et
ed

 
su

ici
de

s w
er

e r
ep

or
te

d. 
De

pr
es

sio
n 

wa
s r

ep
or

te
d 

by
 4%

 of
 p

at
ien

ts
 tr

ea
te

d 
wi

th
 A

US
TE

DO
.

W
he

n 
co

ns
id

er
in

g 
th

e 
us

e 
of

 A
US

TE
DO

 X
R 

or
 A

US
TE

DO
, t

he
 ri

sk
 o

f s
ui

cid
ali

ty
 s

ho
ul

d 
be

 b
ala

nc
ed

 
ag

ain
st

 th
e n

ee
d 

fo
r t

re
at

m
en

t o
f c

ho
re

a. 
Al

l p
at

ien
ts

 tr
ea

te
d 

wi
th

 A
US

TE
DO

 XR
 or

 A
US

TE
DO

 sh
ou

ld
 b

e 
ob

se
rv

ed
 fo

r n
ew

 or
 w

or
se

ni
ng

 d
ep

re
ss

ion
 or

 su
ici

da
lit

y. 
If 

de
pr

es
sio

n 
or

 su
ici

da
lit

y d
oe

s n
ot

 re
so

lve
, 

co
ns

id
er

 d
isc

on
tin

ui
ng

 tr
ea

tm
en

t w
ith

 A
US

TE
DO

 XR
 or

 A
US

TE
DO

.
Pa

tie
nt

s, 
th

eir
 c

ar
eg

ive
rs

, a
nd

 fa
m

ilie
s 

sh
ou

ld
 b

e 
in

fo
rm

ed
 o

f t
he

 r
isk

s 
of

 d
ep

re
ss

ion
, w

or
s e

ni
ng

 
de

pr
es

sio
n, 

an
d 

su
ici

da
lit

y 
as

so
cia

te
d 

wi
th

 A
US

TE
DO

 X
R 

an
d 

AU
ST

ED
O,

 a
nd

 s
ho

ul
d 

be
 in

st
ru

ct
ed

 to
 

re
po

rt 
be

ha
vio

rs
 of

 co
nc

er
n p

ro
m

pt
ly 

to
 th

e t
re

at
in

g p
hy

sic
ian

. P
at

ien
ts

 w
ith

 H
un

tin
gt

on
’s 

di
se

as
e w

ho
 

ex
pr

es
s s

ui
cid

al 
id

ea
tio

n 
sh

ou
ld

 b
e e

va
lu

at
ed

 im
m

ed
iat

ely
.

5.
2 

Cl
in

ic
al

 W
or

se
ni

ng
 a

nd
 A

dv
er

se
 Ev

en
ts

 in
 P

at
ie

nt
s w

ith
 H

un
tin

gt
on

’s 
Di

se
as

e 
Hu

nt
in

gt
on

’s 
di

se
as

e i
s a

 p
ro

gr
es

siv
e d

iso
rd

er
 ch

ar
ac

te
riz

ed
 b

y c
ha

ng
es

 in
 m

oo
d, 

co
gn

iti
on

, c
ho

re
a, 

rig
id

ity
, a

nd
 fu

nc
tio

na
l c

ap
ac

ity
 o

ve
r t

im
e. 

VM
AT

2 
in

hi
bi

to
rs

, i
nc

lu
di

ng
 A

US
TE

DO
 X

R 
an

d 
AU

ST
ED

O,
 

m
ay

 ca
us

e a
 w

or
se

ni
ng

 in
 m

oo
d, 

co
gn

iti
on

, r
ig

id
ity

, a
nd

 fu
nc

tio
na

l c
ap

ac
ity

.
Pr

es
cr

ib
er

s 
sh

ou
ld

 p
er

io
di

ca
lly

 re
-e

va
lu

at
e 

th
e 

ne
ed

 fo
r A

US
TE

DO
 X

R 
or

 A
US

TE
DO

 in
 th

eir
 p

at
ien

ts
 

by
 a

ss
es

sin
g 

th
e 

ef
fe

ct
 o

n 
ch

or
ea

 a
nd

 p
os

sib
le 

ad
ve

rs
e 

ef
fe

ct
s, 

in
clu

di
ng

 s
ed

at
ion

/s
om

no
len

ce
, 

de
pr

es
sio

n 
an

d 
su

ici
da

lit
y, 

pa
rk

in
so

ni
sm

, a
ka

th
isi

a, 
re

st
les

sn
es

s, 
an

d 
co

gn
iti

ve
 d

ec
lin

e. 
It 

m
ay

 
be

 d
iff

icu
lt 

to
 d

ist
in

gu
ish

 b
et

we
en

 a
dv

er
se

 r
ea

ct
ion

s 
an

d 
pr

og
re

ss
ion

 o
f t

he
 u

nd
er

lyi
ng

 d
ise

as
e;

 
de

cr
ea

sin
g 

th
e 

do
se

 o
r s

to
pp

in
g 

th
e 

dr
ug

 m
ay

 h
elp

 th
e 

cli
ni

cia
n 

to
 d

ist
in

gu
ish

 b
et

we
en

 th
e 

tw
o 

po
ss

ib
ilit

ies
. I

n 
so

m
e 

pa
tie

nt
s, 

th
e 

un
de

rly
in

g 
ch

or
ea

 it
se

lf 
m

ay
 im

pr
ov

e 
ov

er
 ti

m
e, 

de
cr

ea
sin

g 
th

e 
ne

ed
 fo

r A
US

TE
DO

 XR
 or

 A
US

TE
DO

.
5.

3 
QT

c P
ro

lo
ng

at
io

n
AU

ST
ED

O 
XR

 a
nd

 A
US

TE
DO

 m
ay

 p
ro

lon
g 

th
e 

QT
 in

te
rv

al,
 b

ut
 th

e 
de

gr
ee

 o
f Q

T 
pr

olo
ng

at
ion

 is
 n

ot
 

cli
ni

ca
lly

 si
gn

ifi
ca

nt
 w

he
n 

AU
ST

ED
O 

XR
 or

 A
US

TE
DO

 is
 ad

m
in

ist
er

ed
 w

ith
in

 th
e r

ec
om

m
en

de
d 

do
sa

ge
 

ra
ng

e [
se

e C
lin

ica
l P

ha
rm

ac
olo

gy
 (1

2.2
)].

AU
ST

ED
O 

XR
 a

nd
 A

US
TE

DO
 s

ho
ul

d 
be

 a
vo

id
ed

 in
 p

at
ien

ts 
wi

th
 c

on
ge

ni
ta

l l
on

g 
QT

 s
yn

dr
om

e 
an

d 
in

 
pa

tie
nt

s 
wi

th
 a

 h
ist

or
y 

of
 c

ar
dia

c 
ar

rh
yt

hm
ias

. C
er

ta
in

 c
irc

um
sta

nc
es

 m
ay

 in
cr

ea
se

 th
e 

ris
k 

of
 th

e 
oc

cu
rre

nc
e o

f to
rs

ad
e d

e p
oin

te
s a

nd
/o

r s
ud

de
n d

ea
th

 in
 as

so
cia

tio
n w

ith
 th

e u
se

 of
 dr

ug
s t

ha
t p

ro
lon

g 
th

e Q
Tc

 in
te

rv
al,

 in
clu

di
ng

 (1
) b

ra
dy

ca
rd

ia;
 (2

) h
yp

ok
ale

m
ia 

or
 hy

po
m

ag
ne

se
m

ia;
 (3

) c
on

co
m

ita
nt

 us
e o

f 
ot

he
r d

ru
gs

 th
at

 pr
olo

ng
 th

e Q
Tc

 in
te

rv
al;

 an
d (

4)
 pr

es
en

ce
 of

 co
ng

en
ita

l p
ro

lon
ga

tio
n o

f t
he

 Q
T i

nt
er

va
l.

5.4
 

Ne
ur

ol
ep

tic
 M

al
ig

na
nt

 S
yn

dr
om

e (
NM

S)
A 

po
te

nt
ial

ly 
fat

al 
sy

m
pt

om
 c

om
ple

x s
om

et
im

es
 re

fer
re

d 
to

 a
s N

eu
ro

lep
tic

 M
ali

gn
an

t S
yn

dr
om

e 
(N

MS
) 

ha
s 

be
en

 re
po

rte
d 

in
 a

ss
oc

iat
ion

 w
ith

 d
ru

gs
 th

at
 re

du
ce

 d
op

am
in

er
gic

 tr
an

sm
iss

ion
. W

hi
le 

NM
S 

ha
s 

no
t b

ee
n 

ob
se

rv
ed

 in
 p

at
ien

ts 
re

ce
ivi

ng
 A

US
TE

DO
 X

R 
or

 A
US

TE
DO

, i
t h

as
 b

ee
n 

ob
se

rv
ed

 in
 p

at
ien

ts 
re

ce
ivi

ng
 te

tra
be

na
zin

e (
a c

los
ely

 re
lat

ed
 V

MA
T2

 in
hi

bi
to

r).
 C

lin
ici

an
s s

ho
uld

 b
e a

ler
t e

d 
to

 th
e s

ign
s a

nd
 

sy
m

pt
om

s a
ss

oc
iat

ed
 w

ith
 N

MS
. C

lin
ica

l m
an

ife
sta

tio
ns

 of
 N

MS
 ar

e h
yp

er
py

re
xia

, m
us

cle
 ri

gid
ity

, a
lte

re
d 

m
en

ta
l s

ta
tu

s, 
an

d 
ev

ide
nc

e 
of 

au
to

no
m

ic 
in

sta
bil

ity
 (i

rre
gu

lar
 p

uls
e 

or
 b

loo
d 

pr
es

su
re

, t
ac

hy
ca

rd
ia,

 
dia

ph
or

es
is,

 an
d c

ar
dia

c d
ys

rh
yt

hm
ia)

. A
dd

itio
na

l s
ign

s m
ay

 in
clu

de
 el

ev
at

ed
 cr

ea
tin

in
e p

ho
sp

ho
kin

as
e, 

m
yo

glo
bin

ur
ia,

 rh
ab

do
m

yo
lys

is,
 an

d a
cu

te
 re

na
l fa

ilu
re

. T
he

 di
ag

no
sis

 o f
 N

MS
 ca

n 
be

 co
m

pli
ca

te
d;

 ot
he

r 
se

rio
us

 m
ed

ica
l i

lln
es

s 
(e

.g.
, p

ne
um

on
ia,

 s
ys

te
m

ic 
in

fec
tio

n)
 a

nd
 u

nt
re

at
ed

 o
r 

ina
de

qu
at

ely
 tr

ea
te

d 
ex

tra
py

ra
m

ida
l d

iso
rd

er
s c

an
 p

re
se

nt
 w

ith
 si

m
ila

r s
ign

s a
nd

 sy
m

pt
om

s. 
Ot

he
r i

m
po

rta
nt

 co
ns

ide
ra

tio
ns

 
in

 th
e 

di
ffe

re
nt

ial
 d

iag
no

sis
 in

clu
de

 ce
nt

ra
l a

nt
ich

oli
ne

rg
ic 

to
xic

ity
, h

ea
t s

tro
ke

, d
ru

g 
fev

er
, a

nd
 p

rim
ar

y 
ce

nt
ra

l n
er

vo
us

 sy
ste

m
 p

at
ho

lo
gy

.
Th

e m
an

ag
em

en
t o

f N
MS

 sh
ou

ld
 in

clu
de

 (1
) i

m
m

ed
iat

e d
isc

on
tin

ua
tio

n 
of

 A
US

TE
DO

 X
R 

an
d 

AU
ST

ED
O;

 
(2

) i
nt

en
siv

e 
sy

m
pt

om
at

ic 
tre

at
m

en
t a

nd
 m

ed
ica

l m
on

ito
rin

g;
 a

nd
 (3

) t
re

at
m

en
t o

f a
ny

 c
on

co
m

ita
nt

 
se

rio
us

 m
ed

ica
l p

ro
bl

em
s f

or
 w

hi
ch

 sp
ec

ifi
c t

re
at

m
en

ts
 a

re
 av

ail
ab

le.
 Th

er
e 

is 
no

 g
en

er
al 

ag
re

em
en

t 
ab

ou
t s

pe
cif

ic 
ph

ar
m

ac
olo

gi
ca

l t
re

at
m

en
t r

eg
im

en
s f

or
 N

MS
.

Re
cu

rre
nc

e o
f N

MS
 h

as
 b

ee
n 

re
po

rte
d 

wi
th

 re
su

m
pt

ion
 of

 d
ru

g 
th

er
ap

y. 
If 

tre
at

m
en

t w
ith

 A
US

TE
DO

 XR
 

or
 A

US
TE

DO
 is

 n
ee

de
d 

af
te

r r
ec

ov
er

y f
ro

m
 N

MS
, p

at
ien

ts
 sh

ou
ld

 b
e m

on
ito

re
d 

fo
r s

ig
ns

 of
 re

cu
rre

nc
e.

5.
5 

Ak
at

hi
sia

, A
gi

ta
tio

n,
 an

d 
Re

st
le

ss
ne

ss
 

AU
ST

ED
O 

XR
 a

nd
 A

US
TE

DO
 m

ay
 in

cr
ea

se
 th

e 
ris

k 
of

 a
ka

th
isi

a, 
ag

ita
tio

n, 
an

d 
re

st
les

sn
es

s i
n 

pa
tie

nt
s 

wi
th

 H
un

tin
gt

on
’s 

di
se

as
e a

nd
 ta

rd
ive

 d
ys

kin
es

ia.
In

 a
 12

-w
ee

k, 
do

ub
le-

bl
in

d, 
pl

ac
eb

o-
co

nt
ro

lle
d 

tri
al 

in
 p

at
ien

ts
 w

ith
 H

un
tin

gt
on

’s 
di

se
as

e, 
ak

at
hi

sia
, 

ag
ita

tio
n, 

or
 re

st
les

sn
es

s w
as

 re
po

rte
d 

by
 4

%
 o

f p
at

ien
ts

 tr
ea

te
d 

wi
th

 A
US

TE
DO

, c
om

pa
re

d 
to

 2
%

 o
f 

pa
tie

nt
s o

n 
pl

ac
eb

o;
 in

 p
at

ien
ts

 w
ith

 ta
rd

ive
 d

ys
kin

es
ia,

 2%
 o

f p
at

ien
ts

 tr
ea

te
d 

wi
th

 A
US

TE
DO

 a
nd

 1%
 

of
 p

at
ien

ts
 on

 p
lac

eb
o e

xp
er

ien
ce

d 
th

es
e e

ve
nt

s.
Pa

tie
nt

s 
re

ce
ivi

ng
 A

US
TE

DO
 X

R 
or

 A
US

TE
DO

 s
ho

ul
d 

be
 m

on
ito

re
d 

fo
r 

sig
ns

 a
nd

 s
ym

pt
om

s 
of

 
re

st
les

sn
es

s a
nd

 a
gi

ta
tio

n, 
as

 th
es

e 
m

ay
 b

e 
in

di
ca

to
rs

 o
f d

ev
elo

pi
ng

 a
ka

th
isi

a. 
If 

a 
pa

tie
nt

 d
ev

elo
ps

 
ak

at
hi

sia
 du

rin
g t

re
at

m
en

t w
ith

 AU
ST

ED
O 

XR
 or

 AU
ST

ED
O,

 th
e A

US
TE

DO
 XR

 or
 AU

ST
ED

O 
do

se
 sh

ou
ld

 be
 

re
du

ce
d;

 so
m

e p
at

ien
ts

 m
ay

 re
qu

ire
 d

isc
on

tin
ua

tio
n 

of
 th

er
ap

y.
5.6

 
Pa

rk
in

so
ni

sm
AU

ST
ED

O 
XR

 a
nd

 A
US

TE
DO

 m
ay

 c
au

se
 p

ar
kin

so
ni

sm
 in

 p
at

ien
ts 

wi
th

 H
un

tin
gt

on
’s 

dis
ea

se
 o

r t
ar

div
e 

dy
sk

in
es

ia.
 Pa

rk
in

so
ni

sm
 ha

s a
lso

 be
en

 ob
se

rv
ed

 w
ith

 ot
he

r V
MA

T2
 in

hi
bi

to
rs

.
Be

ca
u s

e 
rig

idi
ty

 c
an

 d
ev

elo
p 

as
 p

ar
t o

f t
he

 u
nd

er
lyi

ng
 d

ise
as

e 
pr

oc
es

s i
n 

Hu
nt

in
gt

on
’s 

dis
ea

se
, it

 m
ay

 
be

 d
iff

icu
lt 

to
 d

ist
in

gu
ish

 b
et

we
en

 p
ot

en
tia

l d
ru

g-
in

du
ce

d 
pa

rk
in

so
ni

sm
 a

nd
 p

ro
gr

es
sio

n 
of 

un
de

rly
in

g 
Hu

nt
in

gt
on

’s 
dis

ea
se

. D
ru

g-
in

du
ce

d 
pa

rk
in

so
ni

sm
 h

as
 th

e 
po

te
nt

ial
 to

 c
au

se
 m

or
e 

fu
nc

tio
na

l d
isa

bil
ity

 
th

an
 un

tre
at

ed
 ch

or
ea

 fo
r s

om
e p

at
ien

ts 
wi

th
 H

un
tin

gt
on

’s 
dis

ea
se

.
Po

st
m

ar
ke

tin
g 

ca
se

s 
of

 p
ar

kin
so

ni
sm

 in
 p

at
ien

ts
 tr

ea
te

d 
wi

th
 A

US
TE

DO
 fo

r t
ar

di
ve

 d
ys

kin
es

ia 
ha

ve
 

be
en

 re
po

rte
d. 

Si
gn

s a
nd

 sy
m

pt
om

s i
n 

re
po

rte
d 

ca
se

s h
av

e i
nc

lu
de

d 
br

ad
yk

in
es

ia,
 g

ai
t d

ist
ur

ba
nc

es
, 

wh
ich

 le
d 

to
 fa

lls
 in

 s
om

e 
ca

se
s, 

an
d 

th
e 

em
er

ge
nc

e 
or

 w
or

se
ni

ng
 o

f t
re

m
or

. I
n 

m
os

t c
as

es
, t

he
 

de
ve

lop
m

en
t o

f p
ar

kin
so

ni
sm

 oc
cu

rre
d w

ith
in

 th
e f

irs
t t

wo
 w

ee
ks

 af
te

r s
ta

rti
ng

 or
 in

cr
ea

sin
g t

he
 do

se
 

of
 AU

ST
ED

O.
 In

 ca
se

s i
n w

hi
ch

 fo
llo

w-
up

 cl
in

ica
l in

fo
rm

at
ion

 w
as

 av
ail

ab
le,

 pa
rk

in
so

ni
sm

 w
as

 re
po

rte
d 

to
 re

so
lve

 fo
llo

wi
ng

 d
isc

on
tin

ua
tio

n 
of

 A
US

TE
DO

 th
er

ap
y.

If a
 pa

tie
nt

 de
ve

lop
s p

ar
kin

so
ni

sm
 du

rin
g t

re
at

m
en

t w
ith

 A
US

TE
DO

 XR
 or

 A
US

TE
DO

, th
e A

US
TE

DO
 XR

 or
 

AU
ST

ED
O 

do
se

 sh
ou

ld
 b

e r
ed

uc
ed

; s
om

e p
at

ien
ts

 m
ay

 re
qu

ire
 d

isc
on

tin
ua

tio
n 

of
 th

er
ap

y.
5.

7 
Se

da
tio

n 
an

d 
So

m
no

le
nc

e
Se

da
tio

n i
s a

 co
m

m
on

 do
se

-li
m

itin
g a

dv
er

se
 re

ac
tio

n o
f A

US
TE

DO
 XR

 an
d A

US
TE

DO
. In

 a 
12

-w
ee

k, 
do

ub
le-

bli
nd

, p
lac

eb
o-

co
nt

ro
lle

d 
tri

al 
ex

am
in

in
g 

pa
tie

nt
s 

wi
th

 H
un

tin
gt

on
’s 

dis
ea

se
, 1

1%
 o

f A
US

TE
DO

-tr
ea

te
d 

pa
tie

nt
s 

re
po

rte
d 

so
m

no
len

ce
 c

om
pa

re
d 

wi
th

 4
%

 o
f p

at
ien

ts 
on

 p
lac

eb
o 

an
d 

9%
 o

f A
US

TE
DO

-tr
ea

te
d 

pa
tie

nt
s r

ep
or

te
d f

at
igu

e c
om

pa
re

d w
ith

 4%
 of

 pl
ac

eb
o-

tre
at

ed
 pa

tie
nt

s.
Pa

tie
nt

s s
ho

uld
 n

ot
 p

er
fo

rm
 a

ct
ivi

tie
s r

eq
uir

in
g 

m
en

ta
l a

ler
tn

es
s t

o 
m

ain
ta

in
 th

e 
sa

fe
ty

 o
f t

he
m

se
lve

s 
or

 o
th

er
s, 

su
ch

 a
s 

op
er

at
in

g 
a 

m
ot

or
 v

eh
icl

e 
or

 o
pe

ra
tin

g 
ha

za
rd

ou
s 

m
ac

hi
ne

ry
, u

nt
il 

th
ey

 a
re

 o
n 

a 
m

ain
te

na
nc

e d
os

e o
f A

US
TE

DO
 XR

 or
 AU

ST
ED

O 
an

d k
no

w 
ho

w 
th

e d
ru

g a
ffe

ct
s t

he
m

.

5.
8 

Hy
pe

rp
ro

la
ct

in
em

ia
Se

ru
m

 p
ro

lac
tin

 le
ve

ls 
we

re
 n

ot
 e

va
lua

te
d 

in
 th

e 
AU

ST
ED

O 
XR

 a
nd

 A
US

TE
DO

 d
ev

elo
pm

en
t p

ro
gr

am
. 

Te
tra

be
na

zin
e, 

a 
clo

se
ly 

re
lat

ed
 V

MA
T2

 in
hi

bi
to

r, 
ele

va
te

s s
er

um
 p

ro
lac

tin
 c

on
ce

nt
ra

tio
ns

 in
 h

um
an

s. 
Fo

llo
wi

ng
 ad

m
in

ist
ra

tio
n o

f 2
5 m

g o
f t

et
ra

be
na

zin
e t

o h
ea

lth
y v

olu
nt

ee
rs

, p
ea

k p
las

m
a p

ro
lac

tin
 le

ve
ls 

in
cr

ea
se

d 
4-

 to
 5-

fo
ld

.
Tis

su
e 

cu
ltu

re
 e

xp
er

im
en

ts
 i

nd
ica

te
 t

ha
t 

ap
pr

ox
im

at
ely

 o
ne

-th
ird

 o
f 

hu
m

an
 b

re
as

t 
ca

nc
er

s 
ar

e 
pr

ola
ct

in
-d

ep
en

de
nt

 in
 v

itr
o, 

a 
fa

ct
or

 o
f p

ot
en

tia
l i

m
po

rta
nc

e 
if 

AU
ST

ED
O 

XR
 o

r A
US

TE
DO

 is
 b

ein
g 

co
ns

id
er

ed
 fo

r a
 p

at
ien

t w
ith

 p
re

vio
us

ly 
de

te
ct

ed
 b

re
as

t c
an

ce
r. A

lth
ou

gh
 a

m
en

or
rh

ea
, g

ala
ct

or
rh

ea
, 

gy
ne

co
m

as
tia

, a
nd

 im
po

te
nc

e c
an

 b
e c

au
se

d 
by

 el
ev

at
ed

 se
ru

m
 p

ro
lac

tin
 co

nc
en

tra
tio

ns
, th

e c
lin

ica
l 

sig
ni

fic
an

ce
 of

 el
ev

at
ed

 se
ru

m
 p

ro
lac

tin
 co

nc
en

tra
tio

ns
 fo

r m
os

t p
at

ien
ts

 is
 u

nk
no

wn
.

Ch
ro

ni
c 

in
cr

ea
se

 in
 s

er
um

 p
ro

lac
tin

 le
ve

ls 
(a

lth
ou

gh
 n

ot
 e

va
lu

at
ed

 in
 th

e 
AU

ST
ED

O 
XR

, A
US

TE
DO

, o
r 

te
tra

be
na

zin
e d

ev
elo

pm
en

t p
ro

gr
am

s)
 ha

s b
ee

n 
as

so
cia

te
d 

wi
th

 lo
w 

lev
els

 of
 es

tro
ge

n 
an

d 
in

cr
ea

se
d 

ris
k 

of
 o

ste
op

or
os

is.
 If

 th
er

e 
is 

a 
cli

ni
ca

l s
us

pi
cio

n 
of

 s
ym

pt
om

at
ic 

hy
pe

rp
ro

lac
tin

em
ia,

 a
pp

ro
pr

iat
e 

lab
or

at
or

y t
es

tin
g 

sh
ou

ld
 b

e 
do

ne
 a

nd
 c

on
sid

er
at

ion
 sh

ou
ld

 b
e 

gi
ve

n 
to

 d
isc

on
tin

ua
tio

n 
of

 A
US

TE
DO

 
XR

 an
d 

AU
ST

ED
O.

5.
9 

Bi
nd

in
g 

to
 M

el
an

in
-C

on
ta

in
in

g 
Ti

ss
ue

s
Si

nc
e 

de
ut

et
ra

be
na

zin
e 

or
 it

s m
et

ab
ol

ite
s b

in
d 

to
 m

el
an

in
-c

on
ta

in
in

g 
tis

su
es

, it
 c

ou
ld

 a
cc

um
ul

at
e 

in
 th

es
e 

tis
su

es
 o

ve
r t

im
e. 

Th
is 

ra
ise

s 
th

e 
po

ss
ib

ili
ty

 th
at

 A
US

TE
DO

 X
R 

an
d 

AU
ST

ED
O 

m
ay

 c
au

se
 

to
xic

ity
 in

 th
es

e 
tis

su
es

 a
fte

r e
xt

en
de

d 
us

e. 
Ne

ith
er

 o
ph

th
al

m
ol

og
ic 

no
r m

icr
os

co
pi

c 
ex

am
in

at
io

n 
of

 th
e e

ye
 h

as
 b

ee
n 

co
nd

uc
te

d 
in

 th
e c

hr
on

ic 
to

xic
ity

 st
ud

ie
s i

n 
a p

ig
m

en
te

d 
sp

ec
ie

s s
uc

h 
as

 d
og

s. 
Op

ht
ha

lm
ol

og
ic 

m
on

ito
rin

g i
n h

um
an

s w
as

 in
ad

eq
ua

te
 to

 ex
clu

de
 th

e p
os

sib
ili

ty
 of

 in
ju

ry
 oc

cu
rri

ng
 

af
te

r l
on

g-
te

rm
 ex

po
su

re
.

Th
e 

cli
ni

ca
l r

ele
va

nc
e 

of
 d

eu
te

tra
be

na
zin

e’s
 b

in
di

ng
 t

o 
m

ela
ni

n-
co

nt
ain

in
g 

tis
su

es
 is

 u
nk

no
wn

. 
Al

th
ou

gh
 th

er
e 

ar
e 

no
 s

pe
cif

ic 
re

co
m

m
en

da
tio

ns
 fo

r p
er

iod
ic 

op
ht

ha
lm

olo
gic

 m
on

ito
rin

g, 
pr

es
cr

ibe
rs

 
sh

ou
ld 

be
 aw

ar
e o

f th
e p

os
sib

ilit
y o

f lo
ng

-te
rm

 op
ht

ha
lm

olo
gic

 eff
ec

ts 
[se

e C
lin

ica
l P

ha
rm

ac
olo

gy
 (1

2.2
)].

6 
AD

VE
RS

E R
EA

CT
IO

NS
Th

e f
oll

ow
in

g s
er

iou
s a

dv
er

se
 re

ac
tio

ns
 ar

e d
isc

us
se

d i
n g

re
at

er
 de

ta
il i

n o
th

er
 se

ct
ion

s o
f th

e l
ab

eli
ng

:
 

• 
De

pr
es

sio
n a

nd
 Su

ici
da

lit
y i

n P
at

ien
ts 

wi
th

 H
un

tin
gt

on
’s d

ise
as

e [
se

e W
ar

nin
gs

 an
d P

re
ca

ut
ion

s (
5.1

)]
 

• 
QT

c P
ro

lon
ga

tio
n 

[s
ee

 W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.3
)]

 
• 

Ne
ur

ole
pt

ic 
Ma

lig
na

nt
 Sy

nd
ro

m
e (

NM
S)

 [s
ee

 W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.4
)]

 
• 

Ak
at

hi
sia

, A
gi

ta
tio

n, 
an

d 
Re

st
les

sn
es

s [
se

e W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.5
)]

 
• 

Pa
rk

in
so

ni
sm

 [s
ee

 W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.6
)]

 
• 

Se
da

tio
n 

an
d 

So
m

no
len

ce
 [s

ee
 W

ar
ni

ng
s a

nd
 P

re
ca

ut
ion

s (
5.7

)]
 

• 
Hy

pe
rp

ro
lac

tin
em

ia 
[s

ee
 W

ar
ni

ng
s a

nd
 P

re
ca

ut
ion

s (
5.8

)]
 

• 
Bi

nd
in

g 
to

 M
ela

ni
n-

Co
nt

ain
in

g 
Tis

su
es

 [s
ee

 W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.9
)]

6.1
 

Cl
in

ic
al

 Tr
ia

ls
 E

xp
er

ie
nc

e
Be

ca
us

e c
lin

ica
l tr

ial
s a

re
 co

nd
uc

te
d u

nd
er

 w
id

ely
 va

ry
in

g c
on

di
tio

ns
, a

dv
er

se
 re

ac
tio

n r
at

es
 ob

se
rv

ed
 

in
 th

e c
lin

ica
l t

ria
ls 

of
 a 

dr
ug

 ca
nn

ot
 b

e d
ire

ct
ly 

co
m

pa
re

d 
to

 ra
te

s i
n 

th
e c

lin
ica

l t
ria

ls 
of

 an
ot

he
r d

ru
g 

an
d 

m
ay

 n
ot

 re
fle

ct
 th

e r
at

es
 ob

se
rv

ed
 in

 p
ra

ct
ice

.
Th

e s
tu

di
es

 d
es

cr
ib

ed
 b

elo
w 

we
re

 co
nd

uc
te

d 
wi

th
 A

US
TE

DO
 ta

bl
et

s; 
ad

ve
rs

e r
ea

ct
ion

s w
ith

 A
US

TE
DO

 
XR

 ex
te

nd
ed

-re
lea

se
 ta

bl
et

s a
re

 ex
pe

ct
ed

 to
 b

e s
im

ila
r t

o A
US

TE
DO

 ta
bl

et
s.

Pa
tie

nt
s w

ith
 H

un
tin

gt
on

’s 
Di

se
as

e
St

ud
y 

1 [
se

e 
Cl

in
ica

l S
tu

di
es

 (1
4.1

)] 
wa

s 
a 

ra
nd

om
ize

d, 
12

-w
ee

k, 
pl

ac
eb

o-
co

nt
ro

lle
d 

stu
dy

 in
 p

at
ien

ts
 

wi
th

 c
ho

re
a 

as
so

cia
te

d 
wi

th
 H

un
tin

gt
on

’s 
di

se
as

e. 
A 

to
ta

l o
f 4

5 
pa

tie
nt

s 
re

ce
ive

d 
AU

ST
ED

O,
 a

nd
 4

5 
pa

tie
nt

s r
ec

eiv
ed

 pl
ac

eb
o. 

Pa
tie

nt
s r

an
ge

d i
n a

ge
 be

tw
ee

n 2
3 a

nd
 74

 ye
ar

s (
m

ea
n 5

4 y
ea

rs
); 

56
%

 w
er

e 
m

ale
, a

nd
 9

2%
 w

er
e 

Ca
uc

as
ian

. T
he

 m
os

t c
om

m
on

 a
dv

er
se

 re
ac

tio
ns

 o
cc

ur
rin

g 
in

 g
re

at
er

 th
an

 8
%

 
of

 A
US

TE
DO

-tr
ea

te
d 

pa
tie

nt
s 

we
re

 s
om

no
len

ce
, d

iar
rh

ea
, d

ry
 m

ou
th

, a
nd

 fa
tig

ue
. A

dv
er

se
 re

ac
tio

ns
 

oc
cu

rri
ng

 in
 4

%
 o

r m
or

e 
of

 p
at

ien
ts

 tr
ea

te
d 

wi
th

 A
US

TE
DO

, a
nd

 w
ith

 a
 g

re
at

er
 in

cid
en

ce
 th

an
 in

 
pa

tie
nt

s o
n 

pl
ac

eb
o, 

ar
e s

um
m

ar
ize

d 
in

 Ta
bl

e 3
.

Ta
bl

e 
3:

 
Ad

ve
rs

e 
Re

ac
tio

ns
 in

 P
at

ie
nt

s 
w

ith
 H

un
tin

gt
on

’s 
Di

se
as

e 
(S

tu
dy

 1)
 E

xp
er

ie
nc

ed
 b

y 
at

 
Le

as
t 4

%
 of

 Pa
tie

nt
s o

n A
US

TE
DO

 an
d w

ith
 a 

Gr
ea

te
r I

nc
id

en
ce

 th
an

 on
 Pl

ac
eb

o
Ad

ve
rs

e R
ea

ct
io

n
AU

ST
ED

O
(N

 =
 4

5)
%

Pl
ac

eb
o

(N
 =

 4
5)

%
So

m
no

len
ce

11
4

Di
ar

rh
ea

9
0

Dr
y m

ou
th

9
7

Fa
tig

ue
9

4
Ur

in
ar

y t
ra

ct
 in

fe
ct

ion
7

2
In

so
m

ni
a

7
4

An
xie

ty
4

2
Co

ns
tip

at
ion

4
2

Co
nt

us
ion

4
2

On
e o

r m
or

e a
dv

er
se

 re
ac

tio
ns

 re
su

lte
d i

n a
 re

du
ct

ion
 of

 th
e d

os
e o

f s
tu

dy
 m

ed
ica

tio
n i

n 7
%

 of
 pa

tie
nt

s 
in

 S
tu

dy
 1.

 T
he

 m
os

t c
om

m
on

 a
dv

er
se

 r
ea

ct
ion

 r
es

ul
tin

g 
in

 d
os

e 
re

du
ct

ion
 in

 p
at

ien
ts

 r
ec

eiv
in

g 
AU

ST
ED

O 
wa

s d
izz

in
es

s (
4%

).
Ag

ita
tio

n 
led

 to
 d

isc
on

tin
ua

tio
n 

in
 2%

 of
 p

at
ien

ts
 tr

ea
te

d 
wi

th
 A

US
TE

DO
 in

 S
tu

dy
 1.

Pa
tie

nt
s w

ith
 Ta

rd
ive

 D
ys

kin
es

ia
Th

e 
da

ta
 d

es
cr

ib
ed

 b
elo

w 
re

fle
ct

 4
10

 t
ar

di
ve

 d
ys

kin
es

ia 
pa

tie
nt

s 
pa

rti
cip

at
in

g 
in

 c
lin

ica
l t

ria
ls.

 
AU

ST
ED

O 
wa

s s
tu

di
ed

 p
rim

ar
ily

 in
 tw

o 1
2-

we
ek

, p
lac

eb
o-

co
nt

ro
lle

d 
tri

als
 (f

ixe
d 

do
se

, d
os

e e
sc

ala
tio

n)
 

[s
ee

 C
lin

ica
l S

tu
di

es
 (1

4.2
)].

 Th
e 

po
pu

lat
ion

 w
as

 18
 to

 8
0 

ye
ar

s o
f a

ge
, a

nd
 h

ad
 ta

rd
ive

 d
ys

kin
es

ia 
an

d 
ha

d 
co

nc
ur

re
nt

 d
iag

no
se

s 
of

 m
oo

d 
di

so
rd

er
 (3

3%
) o

r s
ch

izo
ph

re
ni

a/
sc

hi
zo

aff
ec

tiv
e 

di
so

rd
er

 (6
3%

). 
In

 th
es

e 
stu

di
es

, A
US

TE
DO

 w
as

 a
dm

in
ist

er
ed

 in
 d

os
es

 ra
ng

in
g 

fro
m

 12
-4

8 
m

g 
pe

r d
ay

. A
ll 

pa
tie

nt
s 

co
nt

in
ue

d o
n 

pr
ev

iou
s s

ta
bl

e r
eg

im
en

s o
f a

nt
ip

sy
ch

ot
ics

; 7
1%

 an
d 1

4%
 re

sp
ec

tiv
e a

ty
pi

ca
l a

nd
 ty

pi
ca

l 
an

tip
sy

ch
ot

ic 
m

ed
ica

tio
ns

 at
 st

ud
y e

nt
ry

.
Th

e 
m

os
t c

om
m

on
 a

dv
er

se
 re

ac
tio

ns
 o

cc
ur

rin
g 

in
 g

re
at

er
 th

an
 3

%
 o

f A
US

TE
DO

-tr
ea

te
d 

pa
tie

nt
s a

nd
 

gr
ea

te
r t

ha
n 

pl
ac

eb
o 

we
re

 n
as

op
ha

ry
ng

iti
s a

nd
 in

so
m

ni
a. 

Th
e a

dv
er

se
 re

ac
tio

ns
 o

cc
ur

rin
g 

in
 >

2%
 o

r 
m

or
e 

pa
tie

nt
s t

re
at

ed
 w

ith
 A

US
TE

DO
 (1

2-
48

 m
g 

pe
r d

ay
) a

nd
 g

re
at

er
 th

an
 in

 p
lac

eb
o 

pa
tie

nt
s i

n 
tw

o 
do

ub
le-

bl
in

d, 
pl

ac
eb

o-
co

nt
ro

lle
d 

stu
di

es
 in

 p
at

ien
ts

 w
ith

 ta
rd

ive
 d

ys
kin

es
ia 

(S
tu

dy
 1 

an
d 

St
ud

y 2
) a

re
 

su
m

m
ar

ize
d 

in
 Ta

bl
e 4

.
Ta

bl
e 

4:
 

Ad
ve

rs
e 

Re
ac

tio
ns

 in
 2

 P
la

ce
bo

-C
on

tro
lle

d 
Ta

rd
ive

 D
ys

ki
ne

sia
 S

tu
di

es
 (S

tu
dy

 1 
an

d 
St

ud
y 

2)
 o

f 1
2-

we
ek

 T
re

at
m

en
t o

n 
AU

ST
ED

O 
Re

po
rte

d 
in

 a
t L

ea
st

 2
%

 o
f P

at
ie

nt
s 

an
d 

Gr
ea

te
r t

ha
n 

Pl
ac

eb
o

Pr
ef

er
re

d 
Te

rm
AU

ST
ED

O
(N

= 2
79

)
(%

)

Pl
ac

eb
o

(N
= 1

31
)

(%
)

Na
so

ph
ar

yn
gi

tis
4

2 
In

so
m

ni
a

4
1 

De
pr

es
sio

n/
 D

ys
th

ym
ic 

di
so

rd
er

2
1

Ak
at

hi
sia

/A
gi

ta
tio

n/
Re

st
les

sn
es

s
2

1
On

e 
or

 m
or

e 
ad

ve
rs

e 
re

ac
tio

ns
 re

su
lte

d 
in

 a
 re

du
ct

ion
 o

f t
he

 d
os

e 
of

 s
tu

dy
 m

ed
ica

tio
n 

in
 4

%
 o

f 
AU

ST
ED

O-
tre

at
ed

 p
at

ien
ts

 an
d 

in
 2%

 of
 p

lac
eb

o-
tre

at
ed

 p
at

ien
ts

.
7 

DR
UG

 IN
TE

RA
CT

IO
NS

7.1
 

St
ro

ng
 C

YP
2D

6 
In

hi
bi

to
rs

A 
re

du
ct

ion
 in

 A
US

TE
DO

 XR
 or

 A
US

TE
DO

 d
os

e m
ay

 b
e n

ec
es

sa
ry

 w
he

n 
ad

din
g 

a s
tro

ng
 C

YP
2D

6 i
nh

ibi
to

r 
in

 p
at

ien
ts 

m
ain

ta
in

ed
 on

 a 
sta

ble
 d

os
e o

f A
US

TE
DO

 XR
 or

 A
US

TE
DO

. C
on

co
m

ita
nt

 u
se

 o
f s

tro
ng

 C
YP

2D
6 

in
hi

bi
to

rs
 (e

.g.
, p

ar
ox

et
in

e, 
flu

ox
et

in
e, 

qu
in

idi
ne

, b
up

ro
pio

n)
 h

as
 b

ee
n 

sh
ow

n 
to

 in
cr

ea
se

 th
e 

sy
ste

m
ic 

ex
po

su
re

 to
 th

e 
ac

tiv
e 

dih
yd

ro
-m

et
ab

oli
te

s o
f d

eu
te

tra
be

na
zin

e 
by

 a
pp

ro
xim

at
ely

 3
-fo

ld.
 Th

e 
da

ily
 d

os
e 

of 
AU

ST
ED

O 
XR

 or
 AU

ST
ED

O 
sh

ou
ld 

no
t e

xc
ee

d 3
6 m

g p
er

 da
y i

n p
at

ien
ts 

ta
kin

g s
tro

ng
 C

YP
2D

6 i
nh

ibi
to

rs
 

[se
e D

os
ag

e a
nd

 Ad
mi

nis
tra

tio
n (

2.3
) a

nd
 Cl

ini
ca

l P
ha

rm
ac

olo
gy

 (1
2.3

)].
7.2

 
Re

se
rp

in
e

Re
se

rp
in

e b
in

ds
 ir

re
ve

rs
ib

ly 
to

 V
MA

T2
 an

d 
th

e d
ur

at
ion

 of
 it

s e
ffe

ct
 is

 se
ve

ra
l d

ay
s. 

Pr
es

cr
ib

er
s s

ho
ul

d 
wa

it 
fo

r c
ho

re
a 

or
 d

ys
kin

es
ia 

to
 re

em
er

ge
 b

ef
or

e 
ad

m
in

ist
er

in
g 

AU
ST

ED
O 

XR
 o

r A
US

TE
DO

 to
 h

elp
 

re
du

ce
 th

e 
ris

k 
of

 o
ve

rd
os

ag
e 

an
d 

m
ajo

r d
ep

let
ion

 o
f s

er
ot

on
in

 a
nd

 n
or

ep
in

ep
hr

in
e 

in
 th

e 
ce

nt
ra

l 
ne

rv
ou

s 
sy

ste
m

. A
t l

ea
st

 2
0 

da
ys

 s
ho

ul
d 

ela
ps

e 
af

te
r s

to
pp

in
g 

re
se

rp
in

e 
be

fo
re

 s
ta

rti
ng

 A
US

TE
DO

 
XR

 o
r A

US
TE

DO
. A

US
TE

DO
 X

R 
an

d 
AU

ST
ED

O 
sh

ou
ld

 n
ot

 b
e 

us
ed

 c
on

co
m

ita
nt

ly 
wi

th
 re

se
rp

in
e 

[s
ee

 
Co

nt
ra

in
di

ca
tio

ns
 (4

)].
7.3

 
M

on
oa

m
in

e 
Ox

id
as

e 
In

hi
bi

to
rs

 (M
AO

Is)
AU

ST
ED

O 
XR

 a
nd

 A
US

TE
DO

 a
re

 c
on

tra
in

di
ca

te
d 

in
 p

at
ien

ts
 ta

kin
g 

MA
OI

s. 
AU

ST
ED

O 
XR

 a
nd

 A
US

TE
DO

 
sh

ou
ld

 n
ot

 b
e 

us
ed

 in
 c

om
bi

na
tio

n 
wi

th
 a

n 
MA

OI
, o

r w
ith

in
 14

 d
ay

s o
f d

isc
on

tin
ui

ng
 th

er
ap

y 
wi

th
 a

n 
MA

OI
 [s

ee
 C

on
tra

in
di

ca
tio

ns
 (4

)].
7.4

 
Ne

ur
ol

ep
tic

 D
ru

gs
Th

e 
ris

k 
of 

pa
rk

in
so

ni
sm

, N
MS

, a
nd

 a
ka

th
isi

a 
m

ay
 b

e 
in

cr
ea

se
d 

by
 c

on
co

m
ita

nt
 u

se
 o

f A
US

TE
DO

 X
R 

or
 

AU
ST

ED
O 

wi
th

 do
pa

m
in

e a
nt

ag
on

ist
s o

r a
nt

ips
yc

ho
tic

s.
7.5

 
Al

co
ho

l o
r O

th
er

 S
ed

at
in

g 
Dr

ug
s

Co
nc

om
ita

nt
 u

se
 o

f a
lco

ho
l o

r o
th

er
 s

ed
at

in
g 

dr
ug

s 
m

ay
 h

av
e 

ad
di

tiv
e 

eff
ec

ts
 a

nd
 w

or
se

n 
se

da
tio

n 
an

d 
so

m
no

len
ce

 [s
ee

 W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.7
)].

7.6
 

Co
nc

om
ita

nt
 Te

tra
be

na
zin

e 
or

 V
al

be
na

zin
e 

AU
ST

ED
O X

R a
nd

 AU
ST

ED
O a

re
 co

nt
ra

in
di

ca
te

d i
n p

at
ien

ts
 cu

rre
nt

ly 
ta

kin
g t

et
ra

be
na

zin
e o

r v
alb

en
az

in
e. 

AU
ST

ED
O 

XR
 o

r A
US

TE
DO

 m
ay

 b
e 

in
iti

at
ed

 th
e 

da
y 

fo
llo

wi
ng

 d
isc

on
tin

ua
tio

n 
of

 te
tra

be
na

zin
e 

[s
ee

 
Do

sa
ge

 an
d 

Ad
m

in
ist

ra
tio

n 
(2

.2)
].

8 
US

E I
N 

SP
EC

IF
IC

 P
OP

UL
AT

IO
NS

8.1
 

Pr
eg

na
nc

y
Ri

sk
 Su

m
m

ar
y

Th
er

e a
re

 no
 ad

eq
ua

te 
da

ta
 on

 th
e d

ev
elo

pm
en

ta
l ri

sk
 as

so
cia

te
d w

ith
 th

e u
se

 of
 AU

ST
ED

O 
XR

 or
 AU

ST
ED

O 
in

 pr
eg

na
nt

 w
om

en
. A

dm
in

ist
ra

tio
n o

f d
eu

te
tra

be
na

zin
e t

o r
at

s d
ur

in
g o

rg
an

og
en

es
is 

pr
od

uc
ed

 no
 cl

ea
r 

ad
ve

rs
e e

ffe
ct

 on
 em

br
yo

fe
ta

l d
ev

elo
pm

en
t. H

ow
ev

er
, a

dm
in

ist
ra

tio
n o

f te
tra

be
na

zin
e t

o r
at

s t
hr

ou
gh

ou
t 

pr
eg

na
nc

y a
nd

 la
ct

at
ion

 re
su

lte
d i

n a
n i

nc
re

as
e i

n s
till

bir
th

s a
nd

 po
stn

at
al 

off
sp

rin
g m

or
ta

lit
y [

se
e D

at
a]

.
In

 th
e U

.S.
 ge

ne
ra

l p
op

ul
at

ion
, th

e e
st

im
at

ed
 ba

ck
gr

ou
nd

 ri
sk

 of
 m

ajo
r b

irt
h d

ef
ec

ts
 an

d m
isc

ar
ria

ge
 in

 
cli

ni
ca

lly
 re

co
gn

ize
d p

re
gn

an
cie

s i
s 2

-4
%

 an
d 1

5-
20

%
, re

sp
ec

tiv
ely

. T
he

 ba
ck

gr
ou

nd
 ri

sk
 of

 m
ajo

r b
irt

h 
de

fe
ct

s a
nd

 m
isc

ar
ria

ge
 fo

r t
he

 in
di

ca
te

d 
po

pu
lat

ion
 is

 u
nk

no
wn

.
Da

ta
An

im
al 

Da
ta

Or
al 

ad
m

in
ist

ra
tio

n 
of

 d
eu

te
tra

be
na

zin
e 

(5
, 1

0, 
or

 3
0 

m
g/

kg
/d

ay
) o

r t
et

ra
be

na
zin

e 
(3

0 
m

g/
kg

/d
ay

) t
o 

pr
eg

na
nt

 ra
ts

 du
rin

g o
rg

an
og

en
es

is 
ha

d n
o c

lea
r e

ffe
ct

 on
 em

br
yo

fe
ta

l d
ev

elo
pm

en
t. T

he
 hi

gh
es

t d
os

e 
te

ste
d 

wa
s 6

 ti
m

es
 th

e 
m

ax
im

um
 re

co
m

m
en

de
d 

hu
m

an
 d

os
e 

of
 4

8 
m

g/
da

y, 
on

 a
 b

od
y 

su
rfa

ce
 a

re
a 

(m
g/

m
2 ) b

as
is.

 
Th

e e
ffe

ct
s o

f d
eu

te
tra

be
na

zin
e w

he
n 

ad
m

ini
ste

re
d d

ur
ing

 or
ga

no
ge

ne
sis

 to
 ra

bb
its

 or
 du

rin
g p

re
gn

an
cy

 
an

d 
lac

ta
tio

n 
to

 ra
ts

 h
av

e n
ot

 b
ee

n 
as

se
ss

ed
.

Te
tra

be
na

zin
e 

ha
d 

no
 e

ffe
ct

s 
on

 e
m

br
yo

fe
ta

l d
ev

elo
pm

en
t w

he
n 

ad
m

in
ist

er
ed

 to
 p

re
gn

an
t r

ab
bi

ts
 

du
rin

g 
th

e 
pe

rio
d 

of
 o

rg
an

og
en

es
is 

at
 o

ra
l d

os
es

 u
p 

to
 6

0 
m

g/
kg

/d
ay

. W
he

n 
te

tra
be

na
zin

e 
wa

s 
ad

m
in

ist
er

ed
 to

 fe
m

ale
 ra

ts
 (d

os
es

 o
f 5

, 1
5, 

an
d 

30
 m

g/
kg

/d
ay

) f
ro

m
 th

e 
be

gi
nn

in
g 

of
 o

rg
an

og
en

es
is 

th
ro

ug
h 

th
e l

ac
ta

tio
n 

pe
rio

d, 
an

 in
cr

ea
se

 in
 st

illb
irt

hs
 an

d 
off

sp
rin

g 
po

st
na

ta
l m

or
ta

lit
y w

as
 ob

se
rv

ed
 

at
 15

 an
d 

30
 m

g/
kg

/d
ay

, a
nd

 d
ela

ye
d 

pu
p 

m
at

ur
at

ion
 w

as
 ob

se
rv

ed
 at

 al
l d

os
es

.
8.

2 
La

ct
at

io
n

Ri
sk

 Su
m

m
ar

y
Th

er
e a

re
 no

 da
ta

 on
 th

e p
re

se
nc

e o
f d

eu
te

tra
be

na
zin

e o
r i

ts
 m

et
ab

oli
te

s i
n h

um
an

 m
ilk

, th
e e

ffe
ct

s o
n 

th
e b

re
as

tfe
d 

in
fa

nt
, o

r t
he

 eff
ec

ts
 of

 th
e d

ru
g 

on
 m

ilk
 p

ro
du

ct
ion

.
Th

e d
ev

elo
pm

en
ta

l a
nd

 he
al

th
 be

ne
fit

s o
f b

re
as

tfe
ed

in
g s

ho
ul

d b
e c

on
sid

er
ed

 al
on

g w
ith

 th
e m

ot
he

r’s
 

cli
ni

ca
l n

ee
d 

fo
r A

US
TE

DO
 X

R 
or

 A
US

TE
DO

 a
nd

 a
ny

 p
ot

en
tia

l a
dv

er
se

 e
ffe

ct
s 

on
 th

e 
br

ea
st

fe
d 

in
fa

nt
 

fro
m

 A
US

TE
DO

 XR
 or

 A
US

TE
DO

 or
 fr

om
 th

e u
nd

er
lyi

ng
 m

at
er

na
l c

on
di

tio
n.

8.
4 

Pe
di

at
ric

 U
se

Ch
or

ea
 as

so
cia

te
d 

wi
th

 H
un

tin
gt

on
’s 

Di
se

as
e a

nd
 Ta

rd
ive

 D
ys

kin
es

ia
Th

e s
afe

ty
 an

d e
ffe

ct
ive

ne
ss

 of
 AU

ST
ED

O 
XR

 an
d A

US
TE

DO
 ha

ve
 no

t b
ee

n e
sta

bli
sh

ed
 in

 pe
dia

tri
c p

at
ien

ts 
for

 th
e t

re
at

m
en

t o
f c

ho
re

a a
ss

oc
iat

ed
 w

ith
 H

un
tin

gt
on

’s 
dis

ea
se

 or
 fo

r t
he

 tr
ea

tm
en

t o
f ta

rd
ive

 dy
sk

ine
sia

.
To

ur
et

te
 Sy

nd
ro

m
e

Th
e 

sa
fe

ty
 a

nd
 e

ffe
ct

ive
ne

ss
 o

f A
US

TE
DO

 X
R 

an
d 

AU
ST

ED
O 

ha
ve

 n
ot

 b
ee

n 
es

ta
bl

ish
ed

 in
 p

ed
iat

ric
 

pa
tie

nt
s f

or
 th

e t
re

at
m

en
t o

f T
ou

re
tte

 sy
nd

ro
m

e.
Eff

ica
cy

 w
as

 n
ot

 d
em

on
st

ra
te

d 
in

 t
wo

 r
an

do
m

ize
d, 

do
ub

le-
bl

in
d, 

pl
ac

eb
o-

co
nt

ro
lle

d 
stu

di
es

 i
n 

pe
di

at
ric

 p
at

ien
ts

 a
ge

d 
6 

to
 16

 y
ea

rs
 w

ith
 To

ur
et

te
 s

yn
dr

om
e. 

On
e 

stu
dy

 e
va

lu
at

ed
 fi

xe
d 

do
se

s 
of

 
de

ut
et

ra
be

na
zin

e o
ve

r 8
 w

ee
ks

 (N
CT

03
57

12
56

); 
th

e o
th

er
 ev

alu
at

ed
 fle

xib
le 

do
se

s o
f d

eu
te

tra
be

na
zin

e 
ov

er
 12

 w
ee

ks
 (N

CT
03

45
29

43
). 

Th
e 

stu
di

es
 in

clu
de

d 
a 

to
ta

l o
f 2

74
 p

ed
iat

ric
 p

at
ien

ts
 w

ho
 re

ce
ive

d 
at

 
lea

st
 o

ne
 d

os
e o

f d
eu

te
tra

be
na

zin
e o

r p
lac

eb
o. 

Th
e p

rim
ar

y e
ffi

ca
cy

 en
dp

oin
t i

n 
bo

th
 st

ud
ies

 w
as

 th
e 

ch
an

ge
 fr

om
 ba

se
lin

e t
o e

nd
-o

f-t
re

at
m

en
t o

n 
th

e Y
ale

 G
lob

al 
Tic

 S
ev

er
ity

 S
ca

le 
To

ta
l T

ic 
Sc

or
e (

YG
TS

S-
TT

S)
. T

he
 e

st
im

at
ed

 tr
ea

tm
en

t e
ffe

ct
 o

f d
eu

te
tra

be
na

zin
e 

on
 th

e 
YG

TS
S-

TT
S 

wa
s 

no
t s

ta
tis

tic
all

y 
sig

ni
fic

an
tly

 d
iff

er
en

t f
ro

m
 p

lac
eb

o 
in

 e
ith

er
 s

tu
dy

. T
he

 p
lac

eb
o 

su
bt

ra
ct

ed
 le

as
t s

qu
ar

es
 m

ea
ns

 
di

ffe
re

nc
e 

in
 Y

GT
SS

-T
TS

 fr
om

 b
as

eli
ne

 to
 e

nd
-o

f-t
re

at
m

en
t w

as
 -0

.7 
(9

5%
 C

I: 
-4

.1, 
2.8

) i
n 

th
e 

fle
xib

le 
do

se
 st

ud
y a

nd
 -0

.8 
(9

5%
 C

I: -
3.9

, 2
.3)

 fo
r t

he
 p

rim
ar

y a
na

lys
is 

in
 th

e f
ixe

d 
do

se
 st

ud
y.

Th
e f

oll
ow

in
g 

ad
ve

rs
e r

ea
ct

ion
s w

er
e r

ep
or

te
d 

in
 fr

eq
ue

nc
ies

 of
 at

 le
as

t 5
%

 of
 p

ed
iat

ric
 pa

tie
nt

s t
re

at
ed

 
wi

th
 A

US
TE

DO
 an

d 
wi

th
 a 

gr
ea

te
r i

nc
id

en
ce

 th
an

 in
 p

ed
iat

ric
 p

at
ien

ts
 re

ce
ivi

ng
 p

lac
eb

o 
(A

US
TE

DO
 vs

 
pl

ac
eb

o)
: h

ea
da

ch
e 

(in
clu

de
s: 

m
ig

ra
in

e, 
m

ig
ra

in
e 

wi
th

 a
ur

a, 
an

d 
he

ad
ac

he
; 1

3%
 vs

 9
%

), 
so

m
no

len
ce

 
(in

clu
de

s: 
se

da
tio

n, 
hy

pe
rs

om
ni

a, 
an

d s
om

no
len

ce
; 1

1%
 vs

 2%
), f

at
ig

ue
 (8

%
 vs

 3%
), i

nc
re

as
ed

 ap
pe

tit
e 

(5
%

 vs
 <

1%
), 

an
d 

in
cr

ea
se

d 
we

ig
ht

 (5
%

 vs
 <

1%
).

Ju
ve

ni
le 

An
im

al 
To

xic
ity

 D
at

a
De

ut
et

ra
be

na
zin

e 
or

all
y 

ad
m

in
ist

er
ed

 to
 ju

ve
ni

le 
ra

ts
 fr

om
 p

os
tn

at
al 

da
ys

 2
1 t

hr
ou

gh
 70

 (a
t 2

.5,
 5

, o
r 

10
 m

g/
kg

/d
ay

) r
es

ul
te

d 
in

 a
n 

in
cr

ea
se

d 
in

cid
en

ce
 o

f t
re

m
or

, h
yp

er
ac

tiv
ity

, a
nd

 a
dv

er
se

 in
cr

ea
se

s 
in

 
m

ot
or

 a
ct

ivi
ty

 a
t ≥

5 
m

g/
kg

/d
ay

, a
nd

 re
du

ce
d 

bo
dy

 w
eig

ht
 a

nd
 fo

od
 c

on
su

m
pt

ion
 a

t 1
0 

m
g/

kg
/d

ay
. 

Th
er

e w
as

 n
o r

ep
ro

du
ct

ive
 or

 ea
rly

 em
br

yo
ni

c t
ox

ici
ty

 up
 to

 th
e h

ig
he

st
 do

se
. A

ll d
ru

g-
re

lat
ed

 fin
di

ng
s 

we
re

 re
ve

rs
ib

le 
af

te
r a

 d
ru

g-
fre

e p
er

io
d. 

Th
e n

o 
ob

se
rv

ed
 ad

ve
rs

e e
ffe

ct
 le

ve
l (

NO
AE

L)
 in

 ju
ve

ni
le 

ra
ts

 
wa

s 2
.5 

m
g/

kg
/d

ay
. T

he
se

 dr
ug

-re
lat

ed
 fin

di
ng

s w
er

e s
im

ila
r t

o t
ho

se
 ob

se
rv

ed
 in

 ad
ul

t r
at

s; 
ho

we
ve

r, 
th

e j
uv

en
ile

 ra
ts

 w
er

e m
or

e s
en

sit
ive

.
8.

5 
Ge

ria
tri

c U
se

Cl
in

ica
l s

tu
di

es
 o

f A
US

TE
DO

 X
R 

an
d 

AU
ST

ED
O 

di
d 

no
t i

nc
lu

de
 su

ffi
cie

nt
 n

um
be

rs
 o

f s
ub

jec
ts

 a
ge

d 
65

 
an

d 
ov

er
 to

 d
et

er
m

in
e 

wh
et

he
r t

he
y r

es
po

nd
 d

iffe
re

nt
ly 

fro
m

 yo
un

ge
r s

ub
jec

ts
. O

th
er

 re
po

rte
d 

cli
ni

ca
l 

ex
pe

rie
nc

e 
ha

s n
ot

 id
en

tif
ied

 d
iff

er
en

ce
s i

n 
re

sp
on

se
s b

et
we

en
 th

e 
eld

er
ly 

an
d 

yo
un

ge
r p

at
ien

ts
. In

 
ge

ne
ra

l, 
do

se
 s

ele
ct

ion
 fo

r a
n 

eld
er

ly 
pa

tie
nt

 s
ho

ul
d 

be
 c

au
tio

us
, u

su
all

y 
st

ar
tin

g 
at

 th
e 

low
 e

nd
 o

f 
th

e 
do

sin
g 

ra
ng

e, 
re

fle
ct

in
g 

th
e 

gr
ea

te
r f

re
qu

en
cy

 o
f h

ep
at

ic,
 re

na
l, a

nd
 c

ar
di

ac
 d

ys
fu

nc
tio

n, 
an

d 
of

 
co

nc
om

ita
nt

 d
ise

as
e o

r o
th

er
 d

ru
g 

th
er

ap
y.

8.
6 

He
pa

tic
 Im

pa
irm

en
t

Th
e 

eff
ec

t 
of

 h
ep

at
ic 

im
pa

irm
en

t 
on

 t
he

 p
ha

rm
ac

ok
in

et
ics

 o
f d

eu
te

tra
be

na
zin

e 
an

d 
its

 p
rim

ar
y 

m
et

ab
oli

te
s 

ha
s 

no
t b

ee
n 

stu
di

ed
; h

ow
ev

er
, i

n 
a 

cli
ni

ca
l s

tu
dy

 c
on

du
ct

ed
 w

ith
 te

tra
be

na
zin

e, 
a 

clo
se

ly 
re

lat
ed

 V
MA

T2
 in

hi
bi

to
r, t

he
re

 w
as

 a 
lar

ge
 in

cr
ea

se
 in

 ex
po

su
re

 to
 te

tra
be

na
zin

e a
nd

 it
s a

ct
ive

 
m

et
ab

oli
te

s i
n 

pa
tie

nt
s w

ith
 h

ep
at

ic 
im

pa
irm

en
t. 

Th
e 

cli
ni

ca
l s

ig
ni

fic
an

ce
 o

f t
hi

s i
nc

re
as

ed
 e

xp
os

ur
e 

ha
s 

no
t b

ee
n 

as
se

ss
ed

, b
ut

 b
ec

au
se

 o
f c

on
ce

rn
s 

fo
r a

 g
re

at
er

 ri
sk

 fo
r s

er
iou

s 
ad

ve
rs

e 
re

ac
tio

ns
, 

th
e 

us
e 

of
 A

US
TE

DO
 X

R 
or

 A
US

TE
DO

 in
 p

at
ien

ts
 w

ith
 h

ep
at

ic 
im

pa
irm

en
t i

s 
co

nt
ra

in
di

ca
te

d 
[s

ee
 

Co
nt

ra
in

di
ca

tio
ns

 (4
), 

Cl
in

ica
l P

ha
rm

ac
olo

gy
 (1

2.3
)].

8.
7 

Po
or

 C
YP

2D
6 

M
et

ab
ol

ize
rs

Al
th

ou
gh

 th
e 

ph
ar

m
ac

ok
in

et
ics

 o
f d

eu
te

tra
be

na
zin

e 
an

d 
its

 m
et

ab
oli

te
s 

ha
ve

 n
ot

 b
ee

n 
sy

ste
m

at
ica

lly
 

ev
alu

at
ed

 in
 p

at
ien

ts 
wh

o 
do

 n
ot

 e
xp

re
ss

 th
e 

dr
ug

 m
et

ab
oli

zin
g 

en
zy

m
e, 

it 
is 

lik
ely

 th
at

 th
e 

ex
po

su
re

 
to

 α
-H

TB
Z a

nd
 β

-H
TB

Z w
ou

ld 
be

 in
cr

ea
se

d 
sim

ila
rly

 to
 ta

kin
g 

a 
str

on
g 

CY
P2

D6
 in

hi
bi

to
r (

ap
pr

ox
im

at
ely

 
3-

fo
ld)

. In
 pa

tie
nt

s w
ho

 ar
e C

YP
2D

6 p
oo

r m
et

ab
oli

ze
rs

, th
e d

ail
y d

os
e o

f A
US

TE
DO

 XR
 or

 A
US

TE
DO

 sh
ou

ld
 

no
t e

xc
ee

d 3
6 m

g [
se

e D
os

ag
e a

nd
 A

dm
in

ist
ra

tio
n 

(2
.4)

 an
d 

Cl
in

ica
l P

ha
rm

ac
olo

gy
 (1

2.3
)].

10
 

OV
ER

DO
SA

GE
Ov

er
do

se
s 

ra
ng

in
g 

fro
m

 10
0 

m
g 

to
 1 

g 
ha

ve
 b

ee
n 

re
po

rte
d 

in
 th

e 
lit

er
at

ur
e 

wi
th

 te
tra

be
na

zin
e, 

a 
clo

se
ly 

re
la

te
d 

VM
AT

2 
in

hi
bi

to
r. 

Th
e 

fo
llo

wi
ng

 a
dv

er
se

 re
ac

tio
ns

 o
cc

ur
re

d 
wi

th
 o

ve
rd

os
in

g:
 a

cu
te

 
dy

st
on

ia
, o

cu
lo

gy
ric

 c
ris

is,
 n

au
se

a 
an

d 
vo

m
iti

ng
, s

we
at

in
g, 

se
da

tio
n, 

hy
po

te
ns

io
n, 

co
nf

us
io

n, 
di

ar
rh

ea
, h

al
lu

cin
at

io
ns

, r
ub

or
, a

nd
 tr

em
or

.
Tre

at
m

en
t s

ho
ul

d 
co

ns
ist

 o
f t

ho
se

 g
en

er
al 

m
ea

su
re

s 
em

pl
oy

ed
 in

 th
e 

m
an

ag
em

en
t o

f o
ve

rd
os

ag
e 

wi
th

 a
ny

 c
en

tra
l n

er
vo

us
 s

ys
te

m
-a

ct
ive

 d
ru

g. 
Ge

ne
ra

l s
up

po
rti

ve
 a

nd
 s

ym
pt

om
at

ic 
m

ea
su

re
s 

ar
e 

re
co

m
m

en
de

d. 
Ca

rd
iac

 rh
yt

hm
 a

nd
 v

ita
l s

ig
ns

 s
ho

ul
d 

be
 m

on
ito

re
d. 

In
 m

an
ag

in
g 

ov
er

do
sa

ge
, t

he
 

po
ss

ib
ilit

y o
f m

ul
tip

le 
dr

ug
 in

vo
lve

m
en

t s
ho

ul
d 

alw
ay

s b
e 

co
ns

id
er

ed
. T

he
 p

hy
sic

ian
 sh

ou
ld

 co
ns

id
er

 
co

nt
ac

tin
g 

a p
ois

on
 co

nt
ro

l c
en

te
r o

n 
th

e t
re

at
m

en
t o

f a
ny

 o
ve

rd
os

e. 
Te

lep
ho

ne
 n

um
be

rs
 fo

r c
er

tif
ied

 
po

iso
n 

co
nt

ro
l c

en
te

rs
 ar

e l
ist

ed
 on

 th
e A

m
er

ica
n 

As
so

cia
tio

n 
of

 Po
iso

n 
Co

nt
ro

l C
en

te
rs

 w
eb

sit
e w

ww
.

aa
pc

c.o
rg

.
11 

DE
SC

RI
PT

IO
N

AU
ST

ED
O 

XR
 e

xte
nd

ed
-re

lea
se

 ta
ble

ts 
an

d 
AU

ST
ED

O 
ta

ble
ts 

ar
e 

fo
rm

ula
te

d 
wi

th
 d

eu
te

tra
be

na
zin

e, 
a 

ve
sic

ul
ar

 m
on

oa
m

in
e t

ra
ns

po
rte

r 2
 (V

MA
T2

) i
nh

ib
ito

r f
or

 o
ra

l a
dm

in
ist

ra
tio

n. 
Th

e m
ole

cu
lar

 w
eig

ht
 o

f 
de

ut
et

ra
be

na
zin

e i
s 3

23
.46

; th
e p

Ka
 is

 6.
31

. D
eu

te
tra

be
na

zin
e i

s a
 he

xa
hy

dr
o-

di
m

et
ho

xy
be

nz
oq

ui
no

liz
in

e 
de

riv
at

ive
 a

nd
 h

as
 th

e 
fo

llo
wi

ng
 ch

em
ica

l n
am

e: 
(R

R,
 S

S)
-1,

 3
, 4

, 6
, 7,

 11
b-

he
xa

hy
dr

o-
9, 

10
-d

i(m
et

ho
xy

-
d 3

)-3
-(2

-m
et

hy
lp

ro
py

l)-
 2H

-b
en

zo
[a

]q
ui

no
liz

in
-2

-o
ne

.
Th

e 
m

ole
cu

lar
 fo

rm
ul

a 
fo

r d
eu

te
tra

be
na

zin
e 

is 
C 19

H 2
1D

6N
O 3

. D
eu

te
tra

be
na

zin
e 

is 
a 

ra
ce

m
ic 

m
ixt

ur
e 

co
nt

ain
in

g 
th

e f
oll

ow
in

g 
st

ru
ct

ur
es

:

ON

H
D 3C

O

D 3C
O

ON

H
D 3C

O

D 3C
O

RR
 - 

De
ut

et
ra

be
na

zin
e

SS
 - 

De
ut

et
ra

be
na

zin
e

De
ut

et
ra

be
na

zin
e 

is 
a 

wh
ite

 to
 sl

ig
ht

ly 
ye

llo
w 

cr
ys

ta
llin

e 
po

wd
er

 th
at

 is
 sp

ar
in

gl
y s

ol
ub

le 
in

 w
at

er
 

an
d 

so
lu

bl
e i

n 
et

ha
no

l.
AU

ST
ED

O 
XR

 e
xte

nd
ed

-re
lea

se
 ta

bl
et

s 
co

nt
ain

 6
 m

g, 
12

 m
g, 

or
 2

4 
m

g 
de

ut
et

ra
be

na
zin

e, 
an

d 
th

e 
fo

llo
wi

ng
 i

na
ct

ive
 i

ng
re

di
en

ts
: 

am
m

on
iu

m
 h

yd
ro

xid
e, 

bl
ac

k 
iro

n 
ox

id
e, 

bu
ty

l 
alc

oh
ol,

 b
ut

yla
te

d 
hy

dr
ox

ya
ni

so
le,

 b
ut

yla
te

d 
hy

dr
ox

yt
olu

en
e, 

ce
llu

lo
se

 a
ce

ta
te

, h
yd

ro
xy

pr
op

yl 
ce

llu
lo

se
, h

yp
ro

m
ell

os
e, 

iso
pr

op
yl 

alc
oh

ol,
 m

ag
ne

siu
m

 s
te

ar
at

e, 
po

lye
th

yle
ne

 g
lyc

ol,
 p

oly
et

hy
len

e 
gl

yc
ol 

33
50

, p
oly

et
hy

len
e 

ox
id

e, 
po

lyv
in

yl 
alc

oh
ol,

 pr
op

yle
ne

 gl
yc

ol,
 sh

ell
ac

, s
od

iu
m

 ch
lor

id
e, 

ta
lc,

 tit
an

iu
m

 di
ox

id
e, 

FD
&C

 bl
ue

 #2
 

lak
e, 

an
d 

FD
&C

 re
d 

#4
0 

lak
e. 

Th
e 

6 
m

g 
an

d 
12

 m
g 

ex
te

nd
ed

-re
lea

se
 ta

bl
et

s a
lso

 co
nt

ain
 FD

&C
 ye

llo
w 

#6
 la

ke
.

AU
ST

ED
O 

ta
ble

ts 
co

nt
ain

 6 
m

g, 
9 m

g, 
or

 12
 m

g 
de

ut
et

ra
be

na
zin

e, 
an

d 
th

e f
oll

ow
in

g 
ina

ct
ive

 in
gr

ed
ien

ts:
 

am
m

on
ium

 hy
dr

ox
ide

, b
lac

k i
ro

n o
xid

e, 
bu

ty
l a

lco
ho

l, b
ut

yla
te

d h
yd

ro
xy

an
iso

le,
 bu

ty
lat

ed
 hy

dr
ox

yt
olu

en
e, 

m
ag

ne
siu

m
 s

te
ar

at
e, 

m
an

ni
to

l, 
m

icr
oc

ry
sta

llin
e 

ce
llu

los
e, 

po
lye

th
yle

ne
 g

lyc
ol,

 p
oly

et
hy

len
e 

ox
ide

, 
po

lys
or

ba
te

 8
0, 

po
lyv

iny
l a

lco
ho

l, p
ov

ido
ne

, p
ro

py
len

e 
gly

co
l, s

he
lla

c, 
ta

lc,
 ti

ta
ni

um
 d

iox
ide

, a
nd

 F
D&

C 
blu

e #
2 l

ak
e. 

Th
e 6

 m
g t

ab
let

s a
lso

 co
nt

ain
 FD

&C
 re

d #
40

 la
ke

. T
he

 12
 m

g t
ab

let
s a

lso
 co

nt
ain

 FD
&C

 ye
llo

w 
#6

 la
ke

.
12

 
CL

IN
IC

AL
 P

HA
RM

AC
OL

OG
Y

12
.1 

M
ec

ha
ni

sm
 o

f A
ct

io
n

Th
e 

pr
ec

ise
 m

ec
ha

ni
sm

 b
y 

wh
ich

 d
eu

te
tra

be
na

zin
e 

ex
er

ts
 it

s 
eff

ec
ts

 in
 th

e 
tre

at
m

en
t o

f t
ar

di
ve

 
dy

sk
in

es
ia 

an
d 

ch
or

ea
 in

 p
at

ien
ts

 w
ith

 H
un

tin
gt

on
’s 

di
se

as
e 

is 
un

kn
ow

n 
bu

t i
s b

eli
ev

ed
 to

 b
e 

re
lat

ed
 

to
 it

s e
ffe

ct
 as

 a 
re

ve
rs

ib
le 

de
pl

et
or

 of
 m

on
oa

m
in

es
 (s

uc
h a

s d
op

am
in

e, 
se

ro
to

ni
n, 

no
re

pi
ne

ph
rin

e, 
an

d 
hi

st
am

in
e)

 fr
om

 n
er

ve
 te

rm
in

als
. T

he
 m

ajo
r c

irc
ul

at
in

g 
m

et
ab

oli
te

s 
(α

-d
ih

yd
ro

te
tra

be
na

zin
e 

[H
TB

Z]
 

an
d 

β-
HT

BZ
) o

f d
eu

te
tra

be
na

zin
e, 

ar
e r

ev
er

sib
le 

in
hi

bi
to

rs
 o

f V
MA

T2
, r

es
ul

tin
g 

in
 d

ec
re

as
ed

 u
pt

ak
e o

f 
m

on
oa

m
in

es
 in

to
 sy

na
pt

ic 
ve

sic
les

 an
d 

de
pl

et
ion

 of
 m

on
oa

m
in

e s
to

re
s.

12
.2 

Ph
ar

m
ac

od
yn

am
ic

s
Ca

rd
iac

 El
ec

tro
ph

ys
iol

og
y

At
 th

e m
ax

im
um

 re
co

m
m

en
de

d 
do

se
, A

US
TE

DO
 XR

 an
d 

AU
ST

ED
O 

do
 n

ot
 p

ro
lon

g 
th

e Q
T i

nt
er

va
l t

o a
ny

 
cli

ni
ca

lly
 re

lev
an

t e
xte

nt
. A

n e
xp

os
ur

e-
re

sp
on

se
 an

aly
sis

 on
 Q

Tc
 pr

olo
ng

at
ion

 fr
om

 a 
stu

dy
 in

 ex
te

ns
ive

 
or

 in
te

rm
ed

iat
e (

EM
) a

nd
 p

oo
r C

YP
2D

6 
m

et
ab

oli
ze

rs
 (P

M)
 sh

ow
ed

 th
at

 a
 cl

in
ica

lly
-re

lev
an

t e
ffe

ct
 ca

n 
be

 ex
clu

de
d 

at
 ex

po
su

re
s f

oll
ow

in
g 

sin
gl

e d
os

es
 of

 24
 an

d 
48

  m
g 

of
 A

US
TE

DO
.

Me
lan

in
 B

in
di

ng
De

ut
et

ra
be

na
zin

e o
r i

ts
 m

et
ab

oli
te

s b
in

d t
o m

ela
ni

n-
co

nt
ain

in
g t

iss
ue

s (
i.e

., e
ye

, s
kin

, fu
r) 

in
 pi

gm
en

te
d 

ra
ts

. A
fte

r a
 si

ng
le 

or
al 

do
se

 o
f r

ad
iol

ab
ele

d 
de

ut
et

ra
be

na
zin

e, 
ra

di
oa

ct
ivi

ty
 w

as
 st

ill 
de

te
ct

ed
 in

 e
ye

 
an

d 
fu

r a
t 3

5 d
ay

s f
oll

ow
in

g 
do

sin
g 

[s
ee

 W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.9
)].

12
.3

 
Ph

ar
m

ac
ok

in
et

ic
s

Af
te

r o
ra

l d
os

in
g, 

pl
as

m
a 

co
nc

en
tra

tio
ns

 o
f d

eu
te

tra
be

na
zin

e 
ar

e 
low

 c
om

pa
re

d 
to

 th
at

 o
f t

he
 a

ct
ive

 
de

ut
er

at
ed

 m
et

ab
oli

te
s b

ec
au

se
 of

 th
e e

xte
ns

ive
 h

ep
at

ic 
m

et
ab

oli
sm

 of
 d

eu
te

tra
be

na
zin

e.
AU

ST
ED

O 
XR

Sy
ste

m
ic 

ex
po

su
re

 (
i.e

., 
pe

ak
 p

las
m

a 
co

nc
en

tra
tio

ns
 [

C m
ax

] 
an

d 
th

e 
ar

ea
 u

nd
er

 t
he

 p
las

m
a 

co
nc

en
tra

tio
n-

tim
e c

ur
ve

 [A
UC

]) 
fo

r d
eu

te
tra

be
na

zin
e a

nd
 th

e a
ct

ive
, d

eu
te

ra
te

d 
di

hy
dr

o 
m

et
ab

oli
te

s 
(H

TB
Z)

, α
-H

TB
Z 

an
d 

β-
HT

BZ
, in

cr
ea

se
d 

pr
op

or
tio

na
lly

 to
 d

os
e 

fo
llo

wi
ng

 si
ng

le 
do

se
s o

f A
US

TE
DO

 X
R 

ov
er

 th
e r

ec
om

m
en

de
d 

cli
ni

ca
l d

os
ag

e r
an

ge
 (6

 m
g 

to
 48

 m
g)

.
AU

ST
ED

O
Sy

ste
m

ic 
ex

po
su

re
 (C

m
ax

 an
d A

UC
) f

or
 th

e a
ct

ive
 m

et
ab

oli
te

s i
nc

re
as

ed
 pr

op
or

tio
na

lly
 to

 do
se

 fo
llo

wi
ng

 
sin

gl
e 

or
 m

ul
tip

le 
do

se
s o

f d
eu

te
tra

be
na

zin
e 

(6
 m

g 
to

 24
 m

g 
an

d 
7.5

 m
g 

tw
ice

 d
ail

y t
o 

22
.5 

m
g 

tw
ice

 
da

ily
).

Ab
so

rp
tio

n
Fo

llo
wi

ng
 or

al 
ad

m
in

ist
ra

tio
n 

of
 d

eu
te

tra
be

na
zin

e, 
th

e e
xte

nt
 of

 ab
so

rp
tio

n 
is 

at
 le

as
t 8

0%
.

AU
ST

ED
O 

XR
Pe

ak
 p

las
m

a 
co

nc
en

tra
tio

ns
 (C

m
ax

) o
f d

eu
te

tra
be

na
zin

e, 
de

ut
er

at
ed

 α
-H

TB
Z, 

an
d 

β-
HT

BZ
 a

re
 re

ac
he

d 
wi

th
in

 ap
pr

ox
im

at
ely

 3 
ho

ur
s, 

fo
llo

we
d 

by
 su

st
ain

ed
 p

lat
ea

us
 fo

r s
ev

er
al 

ho
ur

s a
llo

wi
ng

 fo
r a

 24
-h

ou
r 

do
sin

g 
in

te
rv

al.
AU

ST
ED

O
Pe

ak
 p

las
m

a 
co

nc
en

tra
tio

ns
 (C

m
ax

) o
f d

eu
te

tra
be

na
zin

e, 
de

ut
er

at
ed

 α
-H

TB
Z 

an
d 

β-
HT

BZ
 a

re
 re

ac
he

d 
wi

th
in

 3 
to

 4 
ho

ur
s a

fte
r d

os
in

g.
Eff

ec
t o

f F
oo

d
AU

ST
ED

O 
XR

Th
e e

ffe
ct

s o
f fo

od
 on

 th
e b

ioa
va

ila
bi

lit
y o

f A
US

TE
DO

 XR
 w

er
e s

tu
di

ed
 in

 su
bj

ec
ts

 ad
m

in
ist

er
ed

 a 
sin

gl
e 

do
se

 w
ith

 an
d 

wi
th

ou
t f

oo
d. 

Fo
od

 ha
d 

no
 eff

ec
t o

n 
C m

ax
 or

 A
UC

 of
 d

eu
te

tra
be

na
zin

e, 
α

-H
TB

Z o
r β

-H
TB

Z 
[s

ee
 D

os
ag

e a
nd

 A
dm

in
ist

ra
tio

n 
(2

.1)
].

AU
ST

ED
O

Th
e e

ffe
ct

s o
f fo

od
 on

 th
e b

ioa
va

ila
bil

ity
 of

 AU
ST

ED
O 

we
re

 st
ud

ied
 in

 su
bje

ct
s a

dm
in

ist
er

ed
 a 

sin
gle

 do
se

 
wi

th
 an

d 
wi

th
ou

t f
oo

d. 
Fo

od
 h

ad
 n

o e
ffe

ct
 on

 A
UC

 of
 α

-H
TB

Z o
r β

-H
TB

Z, 
alt

ho
ug

h 
C m

ax
 w

as
 in

cr
ea

se
d 

by
 

ap
pr

ox
im

at
ely

 50
%

 in
 th

e p
re

se
nc

e o
f fo

od
 [s

ee
 D

os
ag

e a
nd

 Ad
mi

nis
tra

tio
n (

2.1
)].

Di
st

rib
ut

ion
Th

e m
ed

ian
 vo

lum
e o

f d
ist

rib
ut

ion
 (V

c/
F)

 of
 th

e α
-H

TB
Z, 

an
d t

he
 β

-H
TB

Z m
et

ab
oli

te
s o

f d
eu

te
tra

be
na

zin
e 

ar
e a

pp
ro

xim
at

ely
 50

0 
L a

nd
 73

0 
L, 

re
sp

ec
tiv

ely
.

Re
su

lts
 o

f P
ET

-s
ca

n 
stu

di
es

 in
 h

um
an

s 
sh

ow
 t

ha
t 

fo
llo

wi
ng

 in
tra

ve
no

us
 in

jec
tio

n 
of

 11 C-
lab

ele
d 

te
tra

be
na

zin
e 

or
 α

-H
TB

Z, 
ra

di
oa

ct
ivi

ty
 is

 ra
pi

dl
y 

di
st

rib
ut

ed
 to

 th
e 

br
ain

, w
ith

 th
e 

hi
gh

es
t b

in
di

ng
 in

 
th

e s
tri

at
um

 an
d 

low
es

t b
in

di
ng

 in
 th

e c
or

te
x.

Th
e i

n 
vit

ro
 p

ro
te

in
 b

in
di

ng
 of

 te
tra

be
na

zin
e, 

α
-H

TB
Z, 

an
d 

β-
HT

BZ
 w

as
 ex

am
in

ed
 in

 h
um

an
 p

las
m

a f
or

 
co

nc
en

tra
tio

ns
 ra

ng
in

g f
ro

m
 50

 to
 20

0 n
g/

m
L. 

Te
tra

be
na

zin
e b

in
di

ng
 ra

ng
ed

 fr
om

 82
%

 to
 85

%
, α

-H
TB

Z 
bi

nd
in

g 
ra

ng
ed

 fr
om

 60
%

 to
 68

%
, a

nd
 β

-H
TB

Z b
in

di
ng

 ra
ng

ed
 fr

om
 59

%
 to

 6
3%

.
Eli

m
in

at
ion

AU
ST

ED
O 

XR
 an

d 
AU

ST
ED

O 
ar

e p
rim

ar
ily

 re
na

lly
 el

im
in

at
ed

 in
 th

e f
or

m
 of

 m
et

ab
oli

te
s.

Th
e 

ha
lf-

lif
e 

of
 t

he
 a

ct
ive

 d
eu

te
ra

te
d 

α
-H

TB
Z, 

β-
HT

BZ
, 

an
d 

to
ta

l 
(α

+β
)-H

TB
Z 

m
et

ab
oli

te
s 

is 
ap

pr
ox

im
at

ely
 12

 h
ou

rs
, 7.

5 h
ou

rs
, a

nd
 9 

to
 11

 h
ou

rs
, r

es
pe

ct
ive

ly.
Th

e 
cle

ar
an

ce
 v

alu
es

 (C
L/

F)
 o

f t
he

 α
-H

TB
Z, 

an
d 

β-
HT

BZ
 m

et
ab

oli
te

s 
of 

AU
ST

ED
O 

ar
e 

ap
pr

ox
im

at
ely

  
65

 L/
ho

ur
 an

d 2
00

 L/
ho

ur
, re

sp
ec

tiv
ely

, fo
r a

 70
 kg

 H
D 

or
 TD

 pa
tie

nt
 w

ith
 fu

nc
tio

na
l C

YP
2D

6 m
et

ab
oli

sm
 

in
 th

e f
ed

 st
at

e.
Th

e e
lim

in
at

ion
 h

alf
-li

fe
 an

d 
cle

ar
an

ce
 of

 A
US

TE
DO

 XR
 ar

e s
im

ila
r t

o t
ha

t o
f A

US
TE

DO
.

M
et

ab
oli

sm
In 

vit
ro

 e
xp

er
im

en
ts 

in
 h

um
an

 li
ve

r 
m

icr
os

om
es

 d
em

on
str

at
e 

th
at

 d
eu

te
tra

be
na

zin
e 

is 
ex

te
ns

ive
ly 

bio
tra

ns
fo

rm
ed

, m
ain

ly 
by

 c
ar

bo
ny

l r
ed

uc
ta

se
, t

o 
its

 m
ajo

r a
ct

ive
 m

et
ab

oli
te

s, 
α

-H
TB

Z 
an

d 
β-

 H
TB

Z, 
wh

ich
 a

re
 s

ub
se

qu
en

tly
 m

et
ab

oli
ze

d 
pr

im
ar

ily
 b

y 
CY

P2
D6

, w
ith

 m
in

or
 c

on
tri

bu
tio

ns
 o

f C
YP

1A
2 

an
d 

CY
P3

A4
/5

, to
 fo

rm
 se

ve
ra

l m
in

or
 m

et
ab

oli
te

s.
Ex

cr
et

ion
In

 a 
m

as
s b

ala
nc

e s
tu

dy
 in

 6 
he

al
th

y s
ub

jec
ts

, 7
5%

 to
 86

%
 of

 th
e d

eu
te

tra
be

na
zin

e d
os

e w
as

 ex
cr

et
ed

 
in

 th
e 

ur
in

e, 
an

d 
fe

ca
l r

ec
ov

er
y a

cc
ou

nt
ed

 fo
r 8

%
 to

 11
%

 o
f t

he
 d

os
e. 

Ur
in

ar
y e

xc
re

tio
n 

of
 th

e 
α

-H
TB

Z 
an

d β
-H

TB
Z m

et
ab

oli
te

s f
ro

m
 de

ut
et

ra
be

na
zin

e e
ac

h 
ac

co
un

te
d f

or
 le

ss
 th

an
 10

%
 of

 th
e a

dm
in

ist
er

ed
 

do
se

. S
ul

fa
te

 an
d g

lu
cu

ro
ni

de
 co

nj
ug

at
es

 of
 th

e α
-H

TB
Z a

nd
 β

-H
TB

Z m
et

ab
oli

te
s o

f d
eu

te
tra

be
na

zin
e, 

as
 w

ell
 as

 p
ro

du
ct

s o
f o

xid
at

ive
 m

et
ab

oli
sm

, a
cc

ou
nt

ed
 fo

r t
he

 m
ajo

rit
y o

f m
et

ab
oli

te
s i

n 
th

e u
rin

e.
Sp

ec
ifi

c P
op

ul
at

ion
s

M
ale

 an
d 

Fe
m

ale
 P

at
ien

ts
Th

er
e i

s n
o a

pp
ar

en
t e

ffe
ct 

of 
ge

nd
er

 on
 th

e p
ha

rm
ac

ok
ine

tic
s o

f α
-H

TB
Z a

nd
 β

-H
TB

Z o
f d

eu
tet

ra
be

na
zin

e.
Pa

tie
nt

s w
ith

 R
en

al 
Im

pa
irm

en
t

No
 c

lin
ica

l s
tu

di
es

 h
av

e 
be

en
 c

on
du

ct
ed

 to
 a

ss
es

s 
th

e 
eff

ec
t o

f r
en

al 
im

pa
irm

en
t o

n 
th

e 
PK

 o
f 

de
ut

et
ra

be
na

zin
e a

nd
 it

s p
rim

ar
y m

et
ab

oli
te

s.
Pa

tie
nt

s w
ith

 H
ep

at
ic 

Im
pa

irm
en

t
Th

e 
eff

ec
t 

of
 h

ep
at

ic 
im

pa
irm

en
t 

on
 t

he
 p

ha
rm

ac
ok

in
et

ics
 o

f d
eu

te
tra

be
na

zin
e 

an
d 

its
 p

rim
ar

y 
m

et
ab

oli
te

s h
as

 no
t b

ee
n s

tu
di

ed
. H

ow
ev

er
, in

 a 
cli

ni
ca

l s
tu

dy
 co

nd
uc

te
d t

o a
ss

es
s t

he
 eff

ec
t o

f h
ep

at
ic 

im
pa

irm
en

t o
n 

th
e 

ph
ar

m
ac

ok
in

et
ics

 o
f t

et
ra

be
na

zin
e, 

a 
clo

se
ly 

re
lat

ed
 V

MA
T2

 in
hi

bi
to

r, 
th

e 
ex

po
su

re
 

to
 α

-H
TB

Z 
an

d 
β-

HT
BZ

 w
as

 u
p 

to
 4

0%
 g

re
at

er
 in

 p
at

ien
ts

 w
ith

 h
ep

at
ic 

im
pa

irm
en

t, 
an

d 
th

e 
m

ea
n 

te
tra

be
na

zin
e 

C m
ax

 in
 p

at
ien

ts
 w

ith
 h

ep
at

ic 
im

pa
irm

en
t w

as
 u

p 
to

 19
0-

 fo
ld

 h
ig

he
r t

ha
n 

in
 h

ea
lth

y 
su

bj
ec

ts
 [s

ee
 Co

nt
ra

ind
ica

tio
ns

 (4
), U

se
 in

 Sp
ec

ific
 Po

pu
lat

ion
s (

8.6
)].

Po
or

 C
YP

2D
6 M

et
ab

oli
ze

rs
Al

th
ou

gh
 th

e p
ha

rm
ac

ok
in

et
ics

 of
 d

eu
te

tra
be

na
zin

e a
nd

 it
s m

et
ab

oli
te

s h
av

e n
ot

 b
ee

n 
sy

ste
m

at
ica

lly
 

ev
alu

at
ed

 in
 p

at
ien

ts
 w

ho
 d

o 
no

t e
xp

re
ss

 th
e 

dr
ug

 m
et

ab
oli

zin
g 

en
zy

m
e 

CY
P2

D6
, it

 is
 li

ke
ly 

th
at

 th
e 

ex
po

su
re

 to
 α

-H
TB

Z 
an

d 
β-

HT
BZ

 w
ou

ld
 b

e 
in

cr
ea

se
d 

sim
ila

rly
 to

 ta
kin

g 
st

ro
ng

 C
YP

2D
6 

in
hi

bi
to

rs
 

(a
pp

ro
xim

at
ely

 3-
fo

ld
) [

se
e D

os
ag

e a
nd

 A
dm

ini
str

at
ion

 (2
.4)

, D
ru

g I
nt

er
ac

tio
ns

 (7
.1)

].

Register now to secure your spot.
SCAN TO REGISTER
https://www.inceptionmeetings.com/
tevanationalbroadcast

Contraindications: AUSTEDO XR and AUSTEDO are contraindicated 
in patients with Huntington’s disease who are suicidal, or have 
untreated or inadequately treated depression. AUSTEDO XR 
and AUSTEDO are also contraindicated in: patients with hepatic 
impairment; patients taking reserpine or within 20 days of 
discontinuing reserpine; patients taking monoamine oxidase inhibitors 
(MAOIs), or within 14 days of discontinuing MAOI therapy; and patients 
taking tetrabenazine or valbenazine.

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

QTc Prolongation: AUSTEDO XR and AUSTEDO may prolong the QT 
interval, but the degree of QT prolongation is not clinically signi� cant 
when AUSTEDO XR or AUSTEDO is administered within the 
recommended dosage range. AUSTEDO XR and 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 dopamine antagonists or antipsychotics. The 
management of NMS should include immediate discontinuation of 
AUSTEDO XR and AUSTEDO; intensive symptomatic treatment 
and medical monitoring; and treatment of any concomitant serious 
medical problems.

Please see additional Important Safety Information throughout 
this brochure and full Prescribing Information, including 
Boxed Warning, attached inside.
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Join the conversation about 
once-daily AUSTEDO XR, now available

INDICATIONS AND USAGE
AUSTEDO® XR (deutetrabenazine) extended-release tablets and 
AUSTEDO® (deutetrabenazine) tablets are indicated in adults for the 
treatment of chorea associated with Huntington’s disease and for the 
treatment of tardive dyskinesia.

IMPORTANT SAFETY INFORMATION
Depression and Suicidality in Patients with Huntington’s 
Disease: AUSTEDO XR and 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 XR 
and AUSTEDO are contraindicated in patients who are 
suicidal, and in patients with untreated or inadequately 
treated depression.

Please see additional Important Safety Information throughout 
and full Prescribing Information, including Boxed Warning, 
inside the invitation.

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.

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. Adverse reactions with AUSTEDO XR extended-release 
tablets are expected to be similar to AUSTEDO tablets.

Please see full Prescribing Information, including Boxed 
Warning, attached below.

You may choose to have your name removed from our mailing list 
at any time by writing us at: Teva/Privacy Of� cer, 400 Interpace 
Parkway, Building A, Parsippany, NJ 07054

IMPORTANT SAFETY INFORMATION (continued)
Akathisia, Agitation, and Restlessness: AUSTEDO XR and 
AUSTEDO may increase the risk of akathisia, agitation, and 
restlessness. The risk of akathisia may be increased by concomitant 
use of dopamine antagonists or antipsychotics. If a patient develops 
akathisia, the AUSTEDO XR or AUSTEDO dose should be reduced; 
some patients may require discontinuation of therapy.

Parkinsonism: AUSTEDO XR and AUSTEDO may cause 
parkinsonism in patients with Huntington’s disease or tardive 
dyskinesia. Parkinsonism has also been observed with other VMAT2 
inhibitors. The risk of parkinsonism may be increased by concomitant 
use of dopamine antagonists or antipsychotics. If a patient develops 
parkinsonism, the AUSTEDO XR or 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 XR and 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 XR or 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 hyperprolactinemia, appropriate laboratory testing 
should be done and consideration should be given to discontinuation 
of AUSTEDO XR and AUSTEDO.

Teva Pharmaceuticals
400 Interpace Parkway, Parsippany, NJ 07054

© 2023 Teva Neuroscience, Inc.   AUS-45791   April 2023

The launch of once-daily AUSTEDO XR is under way, and 
registration for an upcoming broadcast has begun. Led by experts 
in psychiatry and movement disorders, this broadcast will focus 
on the recently approved once-daily AUSTEDO XR. This is an 
excellent opportunity to stay up-to-date about a once-daily 
treatment option for your patients with tardive dyskinesia (TD).

Don’t miss your chance to be a part of this informative and exciting 
event. Also available is the opportunity to join the conversation with 
other healthcare professionals live at one of the designated venues set 
up across the country. To � nd out more, visit the sign-up link below.

Experts will share perspectives on the impact of TD and how to 
manage patients with AUSTEDO XR over the long term. 

There will be an opportunity to ask questions and share 
insights with peers.

REGISTRATION IS NOW OPEN!

4 broadcasts on
Wednesday, June 14, 2023
12:00 PM, 3:00 PM, 7:00 PM, and 9:30 PM ET
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as

e 
Hu

nt
in

gt
on

’s 
di

se
as

e i
s a

 p
ro

gr
es

siv
e d

iso
rd

er
 ch

ar
ac

te
riz

ed
 b

y c
ha

ng
es

 in
 m

oo
d, 

co
gn

iti
on

, c
ho

re
a, 

rig
id

ity
, a

nd
 fu

nc
tio

na
l c

ap
ac

ity
 o

ve
r t

im
e. 

VM
AT

2 
in

hi
bi

to
rs

, i
nc

lu
di

ng
 A

US
TE

DO
 X

R 
an

d 
AU

ST
ED

O,
 

m
ay

 ca
us

e a
 w

or
se

ni
ng

 in
 m

oo
d, 

co
gn

iti
on

, r
ig

id
ity

, a
nd

 fu
nc

tio
na

l c
ap

ac
ity

.
Pr

es
cr

ib
er

s 
sh

ou
ld

 p
er

io
di

ca
lly

 re
-e

va
lu

at
e 

th
e 

ne
ed

 fo
r A

US
TE

DO
 X

R 
or

 A
US

TE
DO

 in
 th

eir
 p

at
ien

ts
 

by
 a

ss
es

sin
g 

th
e 

ef
fe

ct
 o

n 
ch

or
ea

 a
nd

 p
os

sib
le 

ad
ve

rs
e 

ef
fe

ct
s, 

in
clu

di
ng

 s
ed

at
ion

/s
om

no
len

ce
, 

de
pr

es
sio

n 
an

d 
su

ici
da

lit
y, 

pa
rk

in
so

ni
sm

, a
ka

th
isi

a, 
re

st
les

sn
es

s, 
an

d 
co

gn
iti

ve
 d

ec
lin

e. 
It 

m
ay

 
be

 d
iff

icu
lt 

to
 d

ist
in

gu
ish

 b
et

we
en

 a
dv

er
se

 r
ea

ct
ion

s 
an

d 
pr

og
re

ss
ion

 o
f t

he
 u

nd
er

lyi
ng

 d
ise

as
e;

 
de

cr
ea

sin
g 

th
e 

do
se

 o
r s

to
pp

in
g 

th
e 

dr
ug

 m
ay

 h
elp

 th
e 

cli
ni

cia
n 

to
 d

ist
in

gu
ish

 b
et

we
en

 th
e 

tw
o 

po
ss

ib
ilit

ies
. I

n 
so

m
e 

pa
tie

nt
s, 

th
e 

un
de

rly
in

g 
ch

or
ea

 it
se

lf 
m

ay
 im

pr
ov

e 
ov

er
 ti

m
e, 

de
cr

ea
sin

g 
th

e 
ne

ed
 fo

r A
US

TE
DO

 XR
 or

 A
US

TE
DO

.
5.

3 
QT

c P
ro

lo
ng

at
io

n
AU

ST
ED

O 
XR

 a
nd

 A
US

TE
DO

 m
ay

 p
ro

lon
g 

th
e 

QT
 in

te
rv

al,
 b

ut
 th

e 
de

gr
ee

 o
f Q

T 
pr

olo
ng

at
ion

 is
 n

ot
 

cli
ni

ca
lly

 si
gn

ifi
ca

nt
 w

he
n 

AU
ST

ED
O 

XR
 or

 A
US

TE
DO

 is
 ad

m
in

ist
er

ed
 w

ith
in

 th
e r

ec
om

m
en

de
d 

do
sa

ge
 

ra
ng

e [
se

e C
lin

ica
l P

ha
rm

ac
olo

gy
 (1

2.2
)].

AU
ST

ED
O 

XR
 a

nd
 A

US
TE

DO
 s

ho
ul

d 
be

 a
vo

id
ed

 in
 p

at
ien

ts 
wi

th
 c

on
ge

ni
ta

l l
on

g 
QT

 s
yn

dr
om

e 
an

d 
in

 
pa

tie
nt

s 
wi

th
 a

 h
ist

or
y 

of
 c

ar
dia

c 
ar

rh
yt

hm
ias

. C
er

ta
in

 c
irc

um
sta

nc
es

 m
ay

 in
cr

ea
se

 th
e 

ris
k 

of
 th

e 
oc

cu
rre

nc
e o

f to
rs

ad
e d

e p
oin

te
s a

nd
/o

r s
ud

de
n d

ea
th

 in
 as

so
cia

tio
n w

ith
 th

e u
se

 of
 dr

ug
s t

ha
t p

ro
lon

g 
th

e Q
Tc

 in
te

rv
al,

 in
clu

di
ng

 (1
) b

ra
dy

ca
rd

ia;
 (2

) h
yp

ok
ale

m
ia 

or
 hy

po
m

ag
ne

se
m

ia;
 (3

) c
on

co
m

ita
nt

 us
e o

f 
ot

he
r d

ru
gs

 th
at

 pr
olo

ng
 th

e Q
Tc

 in
te

rv
al;

 an
d (

4)
 pr

es
en

ce
 of

 co
ng

en
ita

l p
ro

lon
ga

tio
n o

f t
he

 Q
T i

nt
er

va
l.

5.4
 

Ne
ur

ol
ep

tic
 M

al
ig

na
nt

 S
yn

dr
om

e (
NM

S)
A 

po
te

nt
ial

ly 
fat

al 
sy

m
pt

om
 c

om
ple

x s
om

et
im

es
 re

fer
re

d 
to

 a
s N

eu
ro

lep
tic

 M
ali

gn
an

t S
yn

dr
om

e 
(N

MS
) 

ha
s 

be
en

 re
po

rte
d 

in
 a

ss
oc

iat
ion

 w
ith

 d
ru

gs
 th

at
 re

du
ce

 d
op

am
in

er
gic

 tr
an

sm
iss

ion
. W

hi
le 

NM
S 

ha
s 

no
t b

ee
n 

ob
se

rv
ed

 in
 p

at
ien

ts 
re

ce
ivi

ng
 A

US
TE

DO
 X

R 
or

 A
US

TE
DO

, i
t h

as
 b

ee
n 

ob
se

rv
ed

 in
 p

at
ien

ts 
re

ce
ivi

ng
 te

tra
be

na
zin

e (
a c

los
ely

 re
lat

ed
 V

MA
T2

 in
hi

bi
to

r).
 C

lin
ici

an
s s

ho
uld

 b
e a

ler
te

d 
to

 th
e s

ign
s a

nd
 

sy
m

pt
om

s a
ss

oc
iat

ed
 w

ith
 N

MS
. C

lin
ica

l m
an

ife
sta

tio
ns

 of
 N

MS
 ar

e h
yp

er
py

re
xia

, m
us

cle
 ri

gid
ity

, a
lte

re
d 

m
en

ta
l s

ta
tu

s, 
an

d 
ev

ide
nc

e 
of 

au
to

no
m

ic 
in

s ta
bil

ity
 (i

rre
gu

lar
 p

uls
e 

or
 b

loo
d 

pr
es

su
re

, t
ac

hy
ca

rd
ia,

 
dia

ph
or

es
is,

 an
d c

ar
dia

c d
ys

rh
yt

hm
ia)

. A
dd

itio
na

l s
ign

s m
ay

 in
clu

de
 el

ev
at

ed
 cr

ea
tin

in
e p

ho
sp

ho
kin

as
e, 

m
yo

glo
bin

ur
ia,

 rh
ab

do
m

yo
lys

is,
 an

d a
cu

te
 re

na
l fa

ilu
re

. T
he

 di
ag

no
sis

 of
 N

MS
 ca

n 
be

 co
m

pli
ca

te
d;

 ot
he

r 
se

rio
us

 m
ed

ica
l i

lln
es

s 
(e

.g.
, p

ne
um

on
ia,

 s
ys

te
m

ic 
in

fec
tio

n)
 a

nd
 u

nt
re

at
ed

 o
r 

ina
de

qu
at

ely
 tr

ea
te

d 
ex

tra
py

ra
m

ida
l d

iso
rd

er
s c

an
 p

re
se

nt
 w

ith
 si

m
ila

r s
ign

s a
nd

 sy
m

pt
om

s. 
Ot

he
r i

m
po

rta
nt

 co
ns

ide
ra

tio
ns

 
in

 th
e 

di
ffe

re
nt

ial
 d

iag
no

sis
 in

clu
de

 ce
nt

ra
l a

nt
ich

oli
ne

rg
ic 

to
xic

ity
, h

ea
t s

tro
ke

, d
ru

g 
fev

er
, a

nd
 p

rim
ar

y 
ce

nt
ra

l n
er

vo
us

 sy
ste

m
 p

at
ho

lo
gy

.
Th

e m
an

ag
em

en
t o

f N
MS

 sh
ou

ld
 in

clu
de

 (1
) i

m
m

ed
iat

e d
isc

on
tin

ua
tio

n 
of

 A
US

TE
DO

 X
R 

an
d 

AU
ST

ED
O;

 
(2

) i
nt

en
siv

e 
sy

m
pt

om
at

ic 
tre

at
m

en
t a

nd
 m

ed
ica

l m
on

ito
rin

g;
 a

nd
 (3

) t
re

at
m

en
t o

f a
ny

 c
on

co
m

ita
nt

 
se

r io
us

 m
ed

ica
l p

ro
bl

em
s f

or
 w

hi
ch

 sp
ec

ifi
c t

re
at

m
en

ts
 a

re
 av

ail
ab

le.
 Th

er
e 

is 
no

 g
en

er
al 

ag
re

em
en

t 
ab

ou
t s

pe
cif

ic 
ph

ar
m

ac
olo

gi
ca

l t
re

at
m

en
t r

eg
im

en
s f

or
 N

MS
.

Re
cu

rre
nc

e o
f N

MS
 h

as
 b

ee
n 

re
po

rte
d 

wi
th

 re
su

m
pt

ion
 of

 d
ru

g 
th

er
ap

y. 
If 

tre
at

m
en

t w
ith

 A
US

TE
DO

 XR
 

or
 A

US
TE

DO
 is

 n
ee

de
d 

af
te

r r
ec

ov
er

y f
ro

m
 N

MS
, p

at
ien

ts
 sh

ou
ld

 b
e m

on
ito

re
d 

fo
r s

ig
ns

 of
 re

cu
rre

nc
e.

5.
5 

Ak
at

hi
sia

, A
gi

ta
tio

n,
 an

d 
Re

st
le

ss
ne

ss
 

AU
ST

E D
O 

XR
 a

nd
 A

US
TE

DO
 m

ay
 in

cr
ea

se
 th

e 
ris

k 
of

 a
ka

th
isi

a, 
ag

ita
tio

n, 
an

d 
re

st
les

sn
es

s i
n 

pa
tie

nt
s 

wi
th

 H
un

tin
gt

on
’s 

di
se

as
e a

nd
 ta

rd
ive

 d
ys

kin
es

ia.
In

 a
 12

-w
ee

k, 
do

ub
le-

bl
in

d, 
pl

ac
eb

o-
co

nt
ro

lle
d 

tri
al 

in
 p

at
ien

ts
 w

ith
 H

un
tin

gt
on

’s 
di

se
as

e, 
ak

at
hi

sia
, 

ag
ita

tio
n, 

or
 re

st
les

sn
es

s w
as

 re
po

rte
d 

by
 4

%
 o

f p
at

ien
ts

 tr
ea

te
d 

wi
th

 A
US

TE
DO

, c
om

pa
re

d 
to

 2
%

 o
f 

pa
tie

nt
s o

n 
pl

ac
eb

o;
 in

 p
at

ien
ts

 w
ith

 ta
rd

ive
 d

ys
kin

es
ia ,

 2%
 o

f p
at

ien
ts

 tr
ea

te
d 

wi
th

 A
US

TE
DO

 a
nd

 1%
 

of
 p

at
ien

ts
 on

 p
lac

eb
o e

xp
er

ien
ce

d 
th

es
e e

ve
nt

s.
Pa

tie
nt

s 
re

ce
ivi

ng
 A

US
TE

DO
 X

R 
or

 A
US

TE
DO

 s
ho

ul
d 

be
 m

on
ito

re
d 

fo
r 

sig
ns

 a
nd

 s
ym

pt
om

s 
of

 
re

st
les

sn
es

s a
nd

 a
gi

ta
tio

n, 
as

 th
es

e 
m

ay
 b

e 
in

di
ca

to
rs

 o
f d

ev
elo

pi
ng

 a
ka

th
isi

a. 
If 

a 
pa

tie
nt

 d
ev

elo
ps

 
ak

at
hi

sia
 du

rin
g t

re
at

m
en

t w
ith

 AU
ST

ED
O 

XR
 or

 AU
ST

ED
O,

 th
e A

US
TE

DO
 XR

 or
 AU

ST
ED

O 
do

se
 sh

ou
ld

 be
 

re
du

ce
d;

 so
m

e p
at

ien
ts

 m
ay

 re
qu

ire
 d

isc
on

tin
ua

tio
n 

of
 th

er
ap

y.
5.6

 
Pa

rk
in

so
ni

sm
AU

ST
ED

O 
XR

 a
nd

 A
US

TE
DO

 m
ay

 c
au

se
 p

ar
kin

so
ni

sm
 in

 p
at

ien
ts 

wi
th

 H
un

tin
gt

on
’s 

dis
ea

se
 o

r t
ar

div
e 

dy
sk

in
es

ia.
 Pa

rk
in

so
ni

sm
 ha

s a
lso

 be
en

 ob
se

rv
ed

 w
ith

 ot
he

r V
MA

T2
 in

hi
bi

to
rs

.
Be

ca
us

e 
rig

idi
ty

 c
an

 d
ev

elo
p 

as
 p

ar
t o

f t
he

 u
nd

er
lyi

ng
 d

ise
as

e 
pr

oc
es

s i
n 

Hu
nt

in
gt

on
’s 

dis
ea

se
, it

 m
ay

 
be

 d
iff

icu
lt 

to
 d

ist
in

gu
ish

 b
et

we
en

 p
ot

en
tia

l d
ru

g-
in

du
ce

d 
pa

rk
in

so
ni

sm
 a

nd
 p

ro
gr

es
sio

n 
of 

un
de

rly
in

g 
Hu

nt
in

gt
on

’s 
dis

ea
se

. D
ru

g-
in

du
ce

d 
pa

rk
in

so
ni

sm
 h

as
 th

e 
po

te
nt

ial
 to

 c
au

se
 m

or
e 

fu
nc

tio
na

l d
isa

bil
ity

 
th

an
 un

tre
at

ed
 ch

or
ea

 fo
r s

om
e p

at
ien

ts 
wi

th
 H

un
tin

gt
on

’s 
dis

ea
se

.
Po

st
m

ar
ke

tin
g 

ca
se

s 
of

 p
ar

kin
so

ni
sm

 in
 p

at
ien

ts
 tr

ea
te

d 
wi

th
 A

US
TE

DO
 fo

r t
ar

di
ve

 d
ys

kin
es

ia 
ha

ve
 

be
en

 re
po

rte
d. 

Si
gn

s a
nd

 sy
m

pt
om

s i
n 

re
po

rte
d 

ca
se

s h
av

e i
nc

lu
de

d 
br

ad
yk

in
es

ia,
 g

ai
t d

ist
ur

ba
nc

es
, 

wh
ich

 le
d 

to
 fa

lls
 in

 s
om

e 
ca

se
s, 

an
d 

th
e 

em
er

ge
nc

e 
or

 w
or

se
ni

ng
 o

f t
re

m
or

. I
n 

m
os

t c
as

es
, t

he
 

de
ve

lop
m

en
t o

f p
ar

kin
so

ni
sm

 oc
cu

rre
d w

ith
in

 th
e f

irs
t t

wo
 w

ee
ks

 af
te

r s
ta

rti
ng

 or
 in

cr
ea

sin
g t

he
 do

se
 

of
 AU

ST
ED

O.
 In

 ca
se

s i
n w

hi
ch

 fo
llo

w-
up

 cl
in

ica
l in

fo
rm

at
ion

 w
as

 av
ail

ab
le,

 pa
rk

in
so

ni
sm

 w
as

 re
po

rte
d 

to
 re

so
lve

 fo
llo

wi
ng

 d
isc

on
tin

ua
tio

n 
of

 A
US

TE
DO

 th
er

ap
y.

If a
 pa

tie
nt

 de
ve

lop
s p

ar
kin

so
ni

sm
 du

rin
g t

re
at

m
en

t w
ith

 A
US

TE
DO

 XR
 or

 A
US

TE
DO

, th
e A

US
TE

DO
 XR

 or
 

AU
ST

ED
O 

do
se

 sh
ou

ld
 b

e r
ed

uc
ed

; s
om

e p
at

ien
ts

 m
ay

 re
qu

ire
 d

isc
on

tin
ua

tio
n 

of
 th

er
ap

y.
5.

7 
Se

da
tio

n 
an

d 
So

m
no

le
nc

e
Se

da
tio

n i
s a

 co
m

m
on

 do
se

-li
m

itin
g a

dv
er

se
 re

ac
tio

n o
f A

US
TE

DO
 XR

 an
d A

US
TE

DO
. In

 a 
12

-w
ee

k, 
do

ub
le-

bli
nd

, p
lac

eb
o-

co
nt

ro
lle

d 
tri

al 
ex

am
in

in
g 

pa
tie

nt
s 

wi
th

 H
un

tin
gt

on
’s 

dis
ea

se
, 1

1%
 o

f A
US

TE
DO

-tr
ea

te
d 

pa
tie

nt
s 

re
po

rte
d 

so
m

no
len

ce
 c

om
pa

re
d 

wi
th

 4
%

 o
f p

at
ien

ts 
on

 p
lac

eb
o 

an
d 

9%
 o

f A
US

TE
DO

-tr
ea

te
d 

pa
tie

nt
s r

ep
or

te
d f

at
igu

e c
om

pa
re

d w
ith

 4%
 of

 pl
ac

eb
o-

tre
at

ed
 pa

tie
nt

s.
Pa

tie
nt

s s
ho

uld
 n

ot
 p

er
fo

rm
 a

ct
ivi

tie
s r

eq
uir

in
g 

m
en

ta
l a

ler
tn

es
s t

o 
m

ain
ta

in
 th

e 
sa

fe
ty

 o
f t

he
m

se
lve

s 
or

 o
th

er
s, 

su
ch

 a
s 

op
er

at
in

g 
a 

m
ot

or
 v

eh
icl

e 
or

 o
pe

ra
tin

g 
ha

za
rd

ou
s 

m
ac

hi
ne

ry
, u

nt
il 

th
ey

 a
re

 o
n 

a 
m

ain
te

na
nc

e d
os

e o
f A

US
TE

DO
 XR

 or
 AU

ST
ED

O 
an

d k
no

w 
ho

w 
th

e d
ru

g a
ffe

ct
s t

he
m

.

5.
8 

Hy
pe

rp
ro

la
ct

in
em

ia
Se

ru
m

 p
ro

lac
tin

 le
ve

ls 
we

re
 n

ot
 e

va
lua

te
d 

in
 th

e 
AU

ST
ED

O 
XR

 a
nd

 A
US

TE
DO

 d
ev

elo
pm

en
t p

ro
gr

am
. 

Te
tra

be
na

zin
e, 

a 
clo

se
ly 

re
lat

ed
 V

MA
T2

 in
hi

bi
to

r, 
ele

va
te

s s
er

um
 p

ro
lac

tin
 c

on
ce

nt
ra

tio
ns

 in
 h

um
an

s. 
Fo

llo
wi

ng
 ad

m
in

ist
ra

tio
n o

f 2
5 m

g o
f t

et
ra

be
na

zin
e t

o h
ea

lth
y v

olu
nt

ee
rs

, p
ea

k p
las

m
a p

ro
lac

tin
 le

ve
ls 

in
cr

ea
se

d 
4-

 to
 5-

fo
ld

.
Tis

su
e 

cu
ltu

re
 e

xp
er

im
en

ts
 i

nd
ica

te
 t

ha
t 

ap
pr

ox
im

at
ely

 o
ne

-th
ird

 o
f 

hu
m

an
 b

re
as

t 
ca

nc
er

s 
ar

e 
pr

ola
ct

in
-d

ep
en

de
nt

 in
 v

itr
o, 

a 
fa

ct
or

 o
f p

ot
en

tia
l i

m
po

rta
nc

e 
if 

AU
ST

ED
O 

XR
 o

r A
US

TE
DO

 is
 b

ein
g 

co
ns

id
er

ed
 fo

r a
 p

at
ien

t w
ith

 p
re

vio
us

ly 
de

te
ct

ed
 b

re
as

t c
an

ce
r. A

lth
ou

gh
 a

m
en

or
rh

ea
, g

ala
ct

or
rh

ea
, 

gy
ne

co
m

as
tia

, a
nd

 im
po

te
nc

e c
an

 b
e c

au
se

d 
by

 el
ev

at
ed

 se
ru

m
 p

ro
lac

tin
 co

nc
en

tra
tio

ns
, th

e c
lin

ica
l 

sig
ni

fic
an

ce
 of

 el
ev

at
ed

 se
ru

m
 p

ro
lac

tin
 co

nc
en

tra
tio

ns
 fo

r m
os

t p
at

ien
ts

 is
 u

nk
no

wn
.

Ch
ro

ni
c 

in
cr

ea
se

 in
 s

er
um

 p
ro

lac
tin

 le
ve

ls 
(a

lth
ou

gh
 n

ot
 e

va
lu

at
ed

 in
 th

e 
AU

ST
ED

O 
XR

, A
US

TE
DO

, o
r 

te
tra

be
na

zin
e d

ev
elo

pm
en

t p
ro

gr
am

s)
 ha

s b
ee

n 
as

so
cia

te
d 

wi
th

 lo
w 

lev
els

 of
 es

tro
ge

n 
an

d 
in

cr
ea

se
d 

ris
k 

of
 o

ste
op

or
os

is.
 If

 th
er

e 
is 

a 
cli

ni
ca

l s
us

pi
cio

n 
of

 s
ym

pt
om

at
ic 

hy
pe

rp
ro

lac
tin

em
ia,

 a
pp

ro
pr

iat
e 

lab
or

at
or

y t
es

tin
g 

sh
ou

ld
 b

e 
do

ne
 a

nd
 c

on
sid

er
at

ion
 sh

ou
ld

 b
e 

gi
ve

n 
to

 d
isc

on
tin

ua
tio

n 
of

 A
US

TE
DO

 
XR

 an
d 

AU
ST

ED
O.

5.
9 

Bi
nd

in
g 

to
 M

el
an

in
-C

on
ta

in
in

g 
Ti

ss
ue

s
Si

nc
e 

de
ut

et
ra

be
na

zin
e 

or
 it

s m
et

ab
ol

ite
s b

in
d 

to
 m

el
an

in
-c

on
ta

in
in

g 
tis

su
es

, it
 c

ou
ld

 a
cc

um
ul

at
e 

in
 th

es
e 

tis
su

es
 o

ve
r t

im
e. 

Th
is 

ra
ise

s 
th

e 
po

ss
ib

ili
ty

 th
at

 A
US

TE
DO

 X
R 

an
d 

AU
ST

ED
O 

m
ay

 c
au

se
 

to
xic

ity
 in

 th
es

e 
tis

su
es

 a
fte

r e
xt

en
de

d 
us

e. 
Ne

ith
er

 o
ph

th
al

m
ol

og
ic 

no
r m

icr
os

co
pi

c 
ex

am
in

at
io

n 
of

 th
e e

ye
 h

as
 b

ee
n 

co
nd

uc
te

d 
in

 th
e c

hr
on

ic 
to

xic
ity

 st
ud

ie
s i

n 
a p

ig
m

en
te

d 
sp

ec
ie

s s
uc

h 
as

 d
og

s. 
Op

ht
ha

lm
ol

og
ic 

m
on

ito
rin

g i
n h

um
an

s w
as

 in
ad

eq
ua

te
 to

 ex
clu

de
 th

e p
os

sib
ili

ty
 of

 in
ju

ry
 oc

cu
rri

ng
 

af
te

r l
on

g-
te

rm
 ex

po
su

re
.

Th
e 

cli
ni

ca
l r

ele
va

nc
e 

of
 d

eu
te

tra
be

na
zin

e’s
 b

in
di

ng
 t

o 
m

ela
ni

n-
co

nt
ain

in
g 

tis
su

es
 is

 u
nk

no
wn

. 
Al

th
ou

gh
 th

er
e 

ar
e 

no
 s

pe
cif

ic 
re

co
m

m
en

da
tio

ns
 fo

r p
er

iod
ic 

op
ht

ha
lm

olo
gic

 m
on

ito
rin

g, 
pr

es
cr

ibe
rs

 
sh

ou
ld 

be
 aw

ar
e o

f th
e p

os
sib

ilit
y o

f lo
ng

-te
rm

 op
ht

ha
lm

olo
gic

 eff
ec

ts 
[se

e C
lin

ica
l P

ha
rm

ac
olo

gy
 (1

2.2
)].

6 
AD

VE
RS

E R
EA

CT
IO

NS
Th

e f
oll

ow
in

g s
er

iou
s a

dv
er

se
 re

ac
tio

ns
 ar

e d
isc

us
se

d i
n g

re
at

er
 de

ta
il i

n o
th

er
 se

ct
ion

s o
f th

e l
ab

eli
ng

:
 

• 
De

pr
es

sio
n a

nd
 Su

ici
da

lit
y i

n P
at

ien
ts 

wi
th

 H
un

tin
gt

on
’s d

ise
as

e [
se

e W
ar

nin
gs

 an
d P

re
ca

ut
ion

s (
5.1

)]
 

• 
QT

c P
ro

lon
ga

tio
n 

[s
ee

 W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.3
)]

 
• 

Ne
ur

ole
pt

ic 
Ma

lig
na

nt
 Sy

nd
ro

m
e (

NM
S)

 [s
ee

 W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.4
)]

 
• 

Ak
at

hi
sia

, A
gi

ta
tio

n, 
an

d 
Re

st
les

sn
es

s [
se

e W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.5
)]

 
• 

Pa
rk

in
so

ni
sm

 [s
ee

 W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.6
)]

 
• 

Se
da

tio
n 

an
d 

So
m

no
len

ce
 [s

ee
 W

ar
ni

ng
s a

nd
 P

re
ca

ut
ion

s (
5.7

)]
 

• 
Hy

pe
rp

ro
lac

tin
em

ia 
[s

ee
 W

ar
ni

ng
s a

nd
 P

re
ca

ut
ion

s (
5.8

)]
 

• 
Bi

nd
in

g 
to

 M
ela

ni
n-

Co
nt

ain
in

g 
Tis

su
es

 [s
ee

 W
ar

ni
ng

s a
nd

 P
re

ca
ut

ion
s (

5.9
)]

6.1
 

Cl
in

ic
al

 Tr
ia

ls
 E

xp
er

ie
nc

e
Be

ca
us

e c
lin

ica
l tr

ial
s a

re
 co

nd
uc

te
d u

nd
er

 w
id

ely
 va

ry
in

g c
on

di
tio

ns
, a

dv
er

se
 re

ac
tio

n r
at

es
 ob

se
rv

ed
 

in
 th

e c
lin

ica
l t

ria
ls 

of
 a 

dr
ug

 ca
nn

ot
 b

e d
ire

ct
ly 

co
m

pa
re

d 
to

 ra
te

s i
n 

th
e c

lin
ica

l t
ria

ls 
of

 an
ot

he
r d

ru
g 

an
d 

m
ay

 n
ot

 re
fle

ct
 th

e r
at

es
 ob

se
rv

ed
 in

 p
ra

ct
ice

.
Th

e s
tu

di
es

 d
es

cr
ib

ed
 b

elo
w 

we
re

 co
nd

uc
te

d 
wi

th
 A

US
TE

DO
 ta

bl
et

s; 
ad

ve
rs

e r
ea

ct
ion

s w
ith

 A
US

TE
DO

 
XR

 ex
te

nd
ed

-re
lea

se
 ta

bl
et

s a
re

 ex
pe

ct
ed

 to
 b

e s
im

ila
r t

o A
US

TE
DO

 ta
bl

et
s.

Pa
tie

nt
s w

ith
 H

un
tin

gt
on

’s 
Di

se
as

e
St

ud
y 

1 [
se

e 
Cl

in
ica

l S
tu

di
es

 (1
4.1

)] 
wa

s 
a 

ra
nd

om
ize

d, 
12

-w
ee

k, 
pl

ac
eb

o-
co

nt
ro

lle
d 

stu
dy

 in
 p

at
ien

ts
 

wi
th

 c
ho

re
a 

as
so

cia
te

d 
wi

th
 H

un
tin

gt
on

’s 
di

se
as

e. 
A 

to
ta

l o
f 4

5 
pa

tie
nt

s 
re

ce
ive

d 
AU

ST
ED

O,
 a

nd
 4

5 
pa

tie
nt

s r
ec

eiv
ed

 pl
ac

eb
o. 

Pa
tie

nt
s r

an
ge

d i
n a

ge
 be

tw
ee

n 2
3 a

nd
 74

 ye
ar

s (
m

ea
n 5

4 y
ea

rs
); 

56
%

 w
er

e 
m

ale
, a

nd
 9

2%
 w

er
e 

Ca
uc

as
ian

. T
he

 m
os

t c
om

m
on

 a
dv

er
se

 re
ac

tio
ns

 o
cc

ur
rin

g 
in

 g
re

at
er

 th
an

 8
%

 
of

 A
US

TE
DO

-tr
ea

te
d 

pa
tie

nt
s 

we
re

 s
om

no
len

ce
, d

iar
rh

ea
, d

ry
 m

ou
th

, a
nd

 fa
tig

ue
. A

dv
er

se
 re

ac
tio

ns
 

oc
cu

rri
ng

 in
 4

%
 o

r m
or

e 
of

 p
at

ien
ts

 tr
ea

te
d 

wi
th

 A
US

TE
DO

, a
nd

 w
ith

 a
 g

re
at

er
 in

cid
en

ce
 th

an
 in

 
pa

tie
nt

s o
n 

pl
ac

eb
o, 

ar
e s

um
m

ar
ize

d 
in

 Ta
bl

e 3
.

Ta
bl

e 
3:

 
Ad

ve
rs

e 
Re

ac
tio

ns
 in

 P
at

ie
nt

s 
w

ith
 H

un
tin

gt
on

’s 
Di

se
as

e 
(S

tu
dy

 1)
 E

xp
er

ie
nc

ed
 b

y 
at

 
Le

as
t 4

%
 of

 Pa
tie

nt
s o

n A
US

TE
DO

 an
d w

ith
 a 

Gr
ea

te
r I

nc
id

en
ce

 th
an

 on
 Pl

ac
eb

o
Ad

ve
rs

e R
ea

ct
io

n
AU

ST
ED

O
(N

 =
 4

5)
%

Pl
ac

eb
o

(N
 =

 4
5)

%
So

m
no

len
ce

11
4

Di
ar

rh
ea

9
0

Dr
y m

ou
th

9
7

Fa
tig

ue
9

4
Ur

in
ar

y t
ra

ct
 in

fe
ct

ion
7

2
In

so
m

ni
a

7
4

An
xie

ty
4

2
Co

ns
tip

at
ion

4
2

Co
nt

us
ion

4
2

On
e o

r m
or

e a
dv

er
se

 re
ac

tio
ns

 re
su

lte
d i

n a
 re

du
ct

ion
 of

 th
e d

os
e o

f s
tu

dy
 m

ed
ica

tio
n i

n 7
%

 of
 pa

tie
nt

s 
in

 S
tu

dy
 1.

 T
he

 m
os

t c
om

m
on

 a
dv

er
se

 r
ea

ct
ion

 r
es

ul
tin

g 
in

 d
os

e 
re

du
ct

ion
 in

 p
at

ien
ts

 r
ec

eiv
in

g 
AU

ST
ED

O 
wa

s d
izz

in
es

s (
4%

).
Ag

ita
tio

n 
led

 to
 d

isc
on

tin
ua

tio
n 

in
 2%

 of
 p

at
ien

ts
 tr

ea
te

d 
wi

th
 A

US
TE

DO
 in

 S
tu

dy
 1.

Pa
tie

nt
s w

ith
 Ta

rd
ive

 D
ys

kin
es

ia
Th

e 
da

ta
 d

es
cr

ib
ed

 b
elo

w 
re

fle
ct

 4
10

 t
ar

di
ve

 d
ys

kin
es

ia 
pa

tie
nt

s 
pa

rti
cip

at
in

g 
in

 c
lin

ica
l t

ria
ls.

 
AU

ST
ED

O 
wa

s s
tu

di
ed

 p
rim

ar
ily

 in
 tw

o 1
2-

we
ek

, p
lac

eb
o-

co
nt

ro
lle

d 
tri

als
 (f

ixe
d 

do
se

, d
os

e e
sc

ala
tio

n)
 

[s
ee

 C
lin

ica
l S

tu
di

es
 (1

4.2
)].

 Th
e 

po
pu

lat
ion

 w
as

 18
 to

 8
0 

ye
ar

s o
f a

ge
, a

nd
 h

ad
 ta

rd
ive

 d
ys

kin
es

ia 
an

d 
ha

d 
co

nc
ur

re
nt

 d
iag

no
se

s 
of

 m
oo

d 
di

so
rd

er
 (3

3%
) o

r s
ch

izo
ph

re
ni

a/
sc

hi
zo

aff
ec

tiv
e 

di
so

rd
er

 (6
3%

). 
In

 th
es

e 
stu

di
es

, A
US

TE
DO

 w
as

 a
dm

in
ist

er
ed

 in
 d

os
es

 ra
ng

in
g 

fro
m

 12
-4

8 
m

g 
pe

r d
ay

. A
ll 

pa
tie

nt
s 

co
nt

in
ue

d o
n 

pr
ev

iou
s s

ta
bl

e r
eg

im
en

s o
f a

nt
ip

sy
ch

ot
ics

; 7
1%

 an
d 1

4%
 re

sp
ec

tiv
e a

ty
pi

ca
l a

nd
 ty

pi
ca

l 
an

tip
sy

ch
ot

ic 
m

ed
ica

tio
ns

 at
 st

ud
y e

nt
ry

.
Th

e 
m

os
t c

om
m

on
 a

dv
er

se
 re

ac
tio

ns
 o

cc
ur

rin
g 

in
 g

re
at

er
 th

an
 3

%
 o

f A
US

TE
DO

-tr
ea

te
d 

pa
tie

nt
s a

nd
 

gr
ea

te
r t

ha
n 

pl
ac

eb
o 

we
re

 n
as

op
ha

ry
ng

iti
s a

nd
 in

so
m

ni
a. 

Th
e a

dv
er

se
 re

ac
tio

ns
 o

cc
ur

rin
g 

in
 >

2%
 o

r 
m

or
e 

pa
tie

nt
s t

re
at

ed
 w

ith
 A

US
TE

DO
 (1

2-
48

 m
g 

pe
r d

ay
) a

nd
 g

re
at

er
 th

an
 in

 p
lac

eb
o 

pa
tie

nt
s i

n 
tw

o 
do

ub
le-

bl
in

d, 
pl

ac
eb

o-
co

nt
ro

lle
d 

stu
di

es
 in

 p
at

ien
ts

 w
ith

 ta
rd

ive
 d

ys
kin

es
ia 

(S
tu

dy
 1 

an
d 

St
ud

y 2
) a

re
 

su
m

m
ar

ize
d 

in
 Ta

bl
e 4

.
Ta

bl
e 

4:
 

Ad
ve

rs
e 

Re
ac

tio
ns

 in
 2

 P
la

ce
bo

-C
on

tro
lle

d 
Ta

rd
ive

 D
ys

ki
ne

sia
 S

tu
di

es
 (S

tu
dy

 1 
an

d 
St

ud
y 

2)
 o

f 1
2-

we
ek

 T
re

at
m

en
t o

n 
AU

ST
ED

O 
Re

po
rte

d 
in

 a
t L

ea
st

 2
%

 o
f P

at
ie

nt
s 

an
d 

Gr
ea

te
r t

ha
n 

Pl
ac

eb
o

Pr
ef

er
re

d 
Te

rm
AU

ST
ED

O
(N

= 2
79

)
(%

)

Pl
ac

eb
o

(N
= 1

31
)

(%
)

Na
so

ph
ar

yn
gi

tis
4

2 
In

so
m

ni
a

4
1 

De
pr

es
sio

n/
 D

ys
th

ym
ic 

di
so

rd
er

2
1

Ak
at

hi
sia

/A
gi

ta
tio

n/
Re

st
les

sn
es

s
2

1
On

e 
or

 m
or

e 
ad

ve
rs

e 
re

ac
tio

ns
 re

su
lte

d 
in

 a
 re

du
ct

ion
 o

f t
he

 d
os

e 
of

 s
tu

dy
 m

ed
ica

tio
n 

in
 4

%
 o

f 
AU

ST
ED

O-
tre

at
ed

 p
at

ien
ts

 an
d 

in
 2%

 of
 p

lac
eb

o-
tre

at
ed

 p
at

ien
ts

.
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7.1
 

St
ro

ng
 C

YP
2D

6 
In

hi
bi

to
rs

A 
re

du
ct

ion
 in

 A
US

TE
DO

 XR
 or

 A
US

TE
DO

 d
os

e m
ay

 b
e n

ec
es

sa
ry

 w
he

n 
ad

din
g 

a s
tro

ng
 C

YP
2D

6 i
nh

ibi
to

r 
in

 p
at

ien
ts 

m
ain

ta
in

ed
 on

 a 
sta

ble
 d

os
e o

f A
US

TE
DO

 XR
 or

 A
US

TE
DO

. C
on

co
m

ita
nt

 u
se

 o
f s

tro
ng

 C
YP

2D
6 

in
hi

bi
to

rs
 (e

.g.
, p

ar
ox

et
in

e, 
flu

ox
et

in
e, 

qu
in

idi
ne

, b
up

ro
pio

n)
 h

as
 b

ee
n 

sh
ow

n 
to

 in
cr

ea
se

 th
e 

sy
ste

m
ic 

ex
po

su
re

 to
 th

e 
ac

tiv
e 

dih
yd

ro
-m

et
ab

oli
te

s o
f d

eu
te

tra
be

na
zin

e 
by

 a
pp

ro
xim

at
ely

 3
-fo

ld.
 Th

e 
da

ily
 d

os
e 

of 
AU

ST
ED

O 
XR

 or
 AU

ST
ED

O 
sh

ou
ld 

no
t e

xc
ee

d 3
6 m

g p
er

 da
y i

n p
at

ien
ts 

ta
kin

g s
tro

ng
 C

YP
2D

6 i
nh

ibi
to

rs
 

[se
e D

os
ag

e a
nd

 Ad
mi

nis
tra

tio
n (

2.3
) a

nd
 Cl

ini
ca

l P
ha

rm
ac

olo
gy

 (1
2.3

)].
7.2

 
Re

se
rp

in
e

Re
se

rp
in

e b
in

ds
 ir

re
ve

rs
ib

ly 
to

 V
MA

T2
 an

d 
th

e d
ur

at
ion

 of
 it

s e
ffe

ct
 is

 se
ve

ra
l d

ay
s. 

Pr
es

cr
ib

er
s s

ho
ul

d 
wa

it 
fo

r c
ho

re
a 

or
 d

ys
kin

es
ia 

to
 re

em
er

ge
 b

ef
or

e 
ad

m
in

ist
er

in
g 

AU
ST

ED
O 

XR
 o

r A
US

TE
DO

 to
 h

elp
 

re
du

ce
 th

e 
ris

k 
of

 o
ve

rd
os

ag
e 

an
d 

m
ajo

r d
ep

let
ion

 o
f s

er
ot

on
in

 a
nd

 n
or

ep
in

ep
hr

in
e 

in
 th

e 
ce

nt
ra

l 
ne

rv
ou

s 
sy

ste
m

. A
t l

ea
st

 2
0 

da
ys

 s
ho

ul
d 

ela
ps

e 
af

te
r s

to
pp

in
g 

re
se

rp
in

e 
be

fo
re

 s
ta

rti
ng

 A
US

TE
DO

 
XR

 o
r A

US
TE

DO
. A

US
TE

DO
 X

R 
an

d 
AU

ST
ED

O 
sh

ou
ld

 n
ot

 b
e 

us
ed

 c
on

co
m

ita
nt

ly 
wi

th
 re

se
rp

in
e 

[s
ee

 
Co

nt
ra

in
di

ca
tio

ns
 (4

)].
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M

on
oa

m
in

e 
Ox

id
as

e 
In

hi
bi

to
rs

 (M
AO

Is)
AU

ST
ED

O 
XR

 a
nd

 A
US

TE
DO

 a
re

 c
on

tra
in

di
ca

te
d 

in
 p

at
ien

ts
 ta

kin
g 

MA
OI

s. 
AU

ST
ED

O 
XR

 a
nd

 A
US

TE
DO

 
sh

ou
ld

 n
ot

 b
e 

us
ed

 in
 c

om
bi

na
tio

n 
wi

th
 a

n 
MA

OI
, o

r w
ith

in
 14

 d
ay

s o
f d

isc
on

tin
ui

ng
 th

er
ap
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l o
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r o
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at
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e. 

AU
ST

ED
O 

XR
 o

r A
US

TE
DO

 m
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 d
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Th
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e a
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eq
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te 
da

ta
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e d

ev
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en

ta
l ri
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te
d w
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e u
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ST
ED

O 
XR
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ST
ED

O 
in
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eg

na
nt
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om

en
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in

ist
ra

tio
n o

f d
eu

te
tra

be
na

zin
e t

o r
at

s d
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in
g o

rg
an

og
en
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is 
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od
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r 
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e e

ffe
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 em
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yo

fe
ta

l d
ev

elo
pm

en
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ow
ev

er
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dm
in

ist
ra

tio
n o

f te
tra

be
na

zin
e t

o r
at

s t
hr
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gh

ou
t 

pr
eg

na
nc

y a
nd
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ct

at
ion

 re
su

lte
d i

n a
n i

nc
re
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e i

n s
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bir
th

s a
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stn

at
al 

off
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rin
g m

or
ta
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e D

at
a]

.
In

 th
e U

.S.
 ge

ne
ra

l p
op

ul
at

ion
, th

e e
st

im
at

ed
 ba

ck
gr

ou
nd

 ri
sk
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 m

ajo
r b

irt
h d

ef
ec

ts
 an

d m
isc

ar
ria

ge
 in

 
cli

ni
ca

lly
 re

co
gn

ize
d p

re
gn

an
cie

s i
s 2

-4
%

 an
d 1

5-
20

%
, re
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ec

tiv
ely

. T
he

 ba
ck

gr
ou

nd
 ri

sk
 of
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ajo

r b
irt

h 
de

fe
ct

s a
nd

 m
isc

ar
ria

ge
 fo

r t
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 in
di

ca
te

d 
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pu
lat

ion
 is
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nk

no
wn

.
Da

ta
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im
al 

Da
ta

Or
al 

ad
m

in
ist

ra
tio

n 
of

 d
eu

te
tra

be
na

zin
e 

(5
, 1

0, 
or

 3
0 

m
g/

kg
/d

ay
) o

r t
et

ra
be

na
zin

e 
(3

0 
m

g/
kg

/d
ay

) t
o 

pr
eg

na
nt

 ra
ts

 du
rin

g o
rg

an
og

en
es

is 
ha

d n
o c

lea
r e

ffe
ct

 on
 em

br
yo

fe
ta

l d
ev

elo
pm

en
t. T
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 hi

gh
es

t d
os

e 
te

ste
d 

wa
s 6

 ti
m

es
 th

e 
m

ax
im

um
 re
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m

m
en

de
d 

hu
m

an
 d

os
e 

of
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m
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y, 
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y 
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ce
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re
a 
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g/

m
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is.
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f d
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d d
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 or
ga
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 b
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l d
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t w
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ist

er
ed

 to
 p
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d 
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is 
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ra
l d
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 u
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kg

/d
ay
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te
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zin
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m
in
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ed
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 fe
m

ale
 ra

ts
 (d

os
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 o
f 5

, 1
5, 

an
d 

30
 m

g/
kg

/d
ay

) f
ro

m
 th

e 
be
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in
g 

of
 o

rg
an

og
en
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is 
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ro
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th
e l
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n 
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d 
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rin

g 
po
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l m
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 d
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l d
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f d

eu
te

tra
be

na
zin

e o
r i

ts
 m

et
ab

oli
te

s i
n h

um
an

 m
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e b
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e d
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e d
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d b
e c
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 p
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en
tia
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l c
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 D
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t b
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f c
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t o
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 b
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 p
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 d
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m
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n 
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at
ric

 p
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ien
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ge
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ur
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e 
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ra
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e o
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f d
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l o
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 p
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at
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f d
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t i

n 
bo

th
 st

ud
ies
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e 
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nd
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m

en
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n 
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st
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f d
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te
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e 
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S 
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 d
iff
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en
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m
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 e
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 p
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o 
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ra
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 le
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he
 p
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 p

ed
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 a 
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 p

ed
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at
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ce
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 p
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DO
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o)
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e 

(in
clu

de
s: 

m
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ra
in

e, 
m

ig
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e 

wi
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 a
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; 1
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%

), 
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m
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len
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clu
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s: 
se
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tio

n, 
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pe
rs

om
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an

d s
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ce
; 1
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at
ig

ue
 (8

%
 vs
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nc
re
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ed
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e 

(5
%

 vs
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), 

an
d 

in
cr
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se

d 
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ig
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%

 vs
 <
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xic
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 D
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a
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m
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ed
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le 
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ts
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 p
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at
al 
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1 t
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gh
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t 2
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r 
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 m
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/d
ay

) r
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d 
in
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n 

in
cr
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d 
in

cid
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 o

f t
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m
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, h
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er
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tiv
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ea
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s 
in

 
m

ot
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ct
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 a
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m
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/d
ay
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 re
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ce
d 
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dy

 w
eig

ht
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nd
 fo

od
 c

on
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m
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ion
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t 1
0 

m
g/

kg
/d

ay
. 

Th
er

e w
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 n
o r

ep
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du
ct
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 ea
rly
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ni

c t
ox

ici
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 up
 to
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st
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se
. A

ll d
ru

g-
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lat
ed

 fin
di

ng
s 

we
re

 re
ve

rs
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le 
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te
r a

 d
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e p
er
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d. 
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o 
ob
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ed
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e e
ffe
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 le
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l (
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L)
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le 

ra
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s 2
.5 

m
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/d

ay
. T
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 dr
ug

-re
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ed
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ng

s w
er

e s
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ed
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at

s; 
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r, 
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e m
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 d
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 re
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d 
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 d
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r p

at
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eld
er
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nt

 s
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 c
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, u
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ar
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e 
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 e
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f 
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e 
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g 

ra
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in
g 
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e 
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te
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qu
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 c
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pa
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pa
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en
t

Th
e 

eff
ec

t 
of

 h
ep

at
ic 

im
pa

irm
en

t 
on

 t
he

 p
ha

rm
ac

ok
in

et
ics

 o
f d

eu
te

tra
be

na
zin

e 
an

d 
its

 p
rim

ar
y 

m
et

ab
oli

te
s 

ha
s 

no
t b

ee
n 

stu
di

ed
; h

ow
ev

er
, i

n 
a 

cli
ni

ca
l s

tu
dy

 c
on

du
ct

ed
 w

ith
 te

tra
be

na
zin

e, 
a 

clo
se

ly 
re

lat
ed

 V
MA

T2
 in

hi
bi

to
r, t

he
re

 w
as

 a 
lar

ge
 in

cr
ea

se
 in

 ex
po

su
re

 to
 te

tra
be

na
zin

e a
nd

 it
s a

ct
ive

 
m

et
ab

oli
te

s i
n 

pa
tie

nt
s w

ith
 h

ep
at

ic 
im

pa
irm

en
t. 

Th
e 

cli
ni

ca
l s

ig
ni

fic
an

ce
 o

f t
hi

s i
nc

re
as

ed
 e

xp
os

ur
e 

ha
s 

no
t b

ee
n 

as
se

ss
ed

, b
ut

 b
ec

au
se

 o
f c

on
ce

rn
s 

fo
r a

 g
re

at
er

 ri
sk

 fo
r s

er
iou

s 
ad

ve
rs

e 
re

ac
tio

ns
, 

th
e 

us
e 

of
 A

US
TE

DO
 X

R 
or

 A
US

TE
DO

 in
 p

at
ien

ts
 w

ith
 h

ep
at

ic 
im

pa
irm

en
t i

s 
co

nt
ra

in
di

ca
te

d 
[s

ee
 

Co
nt

ra
in

di
ca

tio
ns

 (4
), 

Cl
in

ica
l P

ha
rm

ac
olo

gy
 (1

2.3
)].
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th

ou
gh

 th
e 

ph
ar

m
ac

ok
in

et
ics

 o
f d

eu
te

tra
be

na
zin

e 
an

d 
its

 m
et

ab
oli

te
s 

ha
ve

 n
ot

 b
ee

n 
sy

ste
m

at
ica

lly
 

ev
alu

at
ed

 in
 p

at
ien

ts 
wh

o 
do

 n
ot

 e
xp

re
ss

 th
e 

dr
ug

 m
et

ab
oli

zin
g 

en
zy

m
e, 

it 
is 

lik
ely

 th
at

 th
e 

ex
po

su
re

 
to

 α
-H

TB
Z a

nd
 β

-H
TB

Z w
ou

ld 
be

 in
cr

ea
se

d 
sim

ila
rly

 to
 ta

kin
g 

a s
tro

ng
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YP
2D

6 
in
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Register now to secure your spot.
SCAN TO REGISTER
https://www.inceptionmeetings.com/
tevanationalbroadcast

Contraindications: AUSTEDO XR and AUSTEDO are contraindicated 
in patients with Huntington’s disease who are suicidal, or have 
untreated or inadequately treated depression. AUSTEDO XR 
and AUSTEDO are also contraindicated in: patients with hepatic 
impairment; patients taking reserpine or within 20 days of 
discontinuing reserpine; patients taking monoamine oxidase inhibitors 
(MAOIs), or within 14 days of discontinuing MAOI therapy; and patients 
taking tetrabenazine or valbenazine.

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

QTc Prolongation: AUSTEDO XR and AUSTEDO may prolong the QT 
interval, but the degree of QT prolongation is not clinically signi� cant 
when AUSTEDO XR or AUSTEDO is administered within the 
recommended dosage range. AUSTEDO XR and 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 dopamine antagonists or antipsychotics. The 
management of NMS should include immediate discontinuation of 
AUSTEDO XR and AUSTEDO; intensive symptomatic treatment 
and medical monitoring; and treatment of any concomitant serious 
medical problems.

Please see additional Important Safety Information throughout 
this brochure and full Prescribing Information, including 
Boxed Warning, attached inside.
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