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uman

sis). Te

adninered o prgtan s drng the peiodof organoganesi 3t o oses up 060 makgy (o 12

mes the MRHD on a mo

Dt OTRZ. ot Roran b hse Sl may o v S6eate, Bheose e polonSHecs

afetrabenazine on embryo-eta development n humars.

When tetrabenazine was administered to female rats (doses of 5, 15, and 30 mo/kg/day) from the beginning of
bserved

at 15 and 30 mo/kg/day and delayed pup maturaton s abserved ataldoses. The no-ffect doso for sl

and postnatal mortay was 0.5 times the MRHD on is. Because rats dosed it tetrabenazine do

ot podice O aesmemyl B TEL P mebole i s v o s ey s
the offsring of i uteroand vialacation

you take,

icines
?

rst.

How should | take tetrabenazine tablets

tablets is a tablet that you take by
ncrease your dose of tetrabenazine
luntary movements may return or

, your invol
worsen in 12 to 18 hours after the last dose

Before starting tetrabenazine tablets, you should talk

ine is a

are breast-feeding. It is not known if tetrabenazine

passes into breast milk.

Tell your doctor about all the med
to your health care provider about what to do if you

miss a dose.
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You may take tetrabenazine tablets with or without

Take tetrahenazine tablets exactly as prescribed
food

known if tetrabenazine tablets can harm your unborn
by your doctor.

baby.
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Tetrabenazi
mouth.

including prescription medicines and nonprescription
dose

medicines, vitamins and herbal products. Using
tetrabenazine tablets with certain other medicines may

cause serious side effects. Do not start any new

talking to your doctor f

.



8.2 Labor and Delivery

“The efect of tetrabenazine tablets on abor and delivery in humans is unknown.

8.3 Nursing Mothers.

15 not known hether tetrabenazine or it metabolites are excreted in human milk.

Since man)

y drugeare excreted i human ik and becaus o h potental or srious adverse reactions n
nursing infants

rom tetrabenazine tablel, a decision should be made whether to disconlinue nursing or 1o
tablets, the drug

8.4 Pediatrc Use

85 Geriatric Use

harmacokinetics of tetrabenazine tablets and its primary metabolites have not been formaly studied in
griaic subeis.

85 Hepatic Impairment

T suts of it do ot gttt ttaonae ecHTBZ o CHTEZ oty o el il

significant inhibition of CYP20B, CYPTA2, CYP2BG, CYP2CB, CYP2C, CYP2C19, CYP2ET, or CYP3A. in

stucissuggst it efhrarabanszne s - o HTBZ mtaboltes s haly o et i caly Sonicant

Induction of CYP1A2, CYP3A4, CYP2BB, CYP2CB, CYP2CS, or CYP2

Neither tetrabenazine nor its - or &-HTBZ metabolites i likely o be a subsirate or inhibitor of P-glycoprotein at

cinically elevant concentrations in vivo

No in vitro metabolism studies have been conducted to evaluate the potential of the 9-desmethyl 6-DHTBZ

metabolite 10 interact with other drugs. The actviy of this metablite relatve to the parent drug is unknown.

Elimination

e s adinstraon tesbenzine s exensivalyhepcly metabolze,and the maabotas e prnarly
5,5 hours and 12 hours

pectively. I

ine and el rcovry stz o apronay T 1%, of e o Unnhangw
found in human uri HTBZ or (-4 [t
@

of oxidative metabolism, accaunt for the majority of metabolites i the urne.

Specifc Populatons

are unknown, t s not possibe o a g2 of 1o ensure safe
use. The use o Gender
(4).Glinical Pharmacology (12.3). e of gend BHTEZ
e teffectof gender on orp

8.7 Poor or Exensive CYP2D6 Metabolizers ot . ¢

impairmen

than 50 mo per day, erate mpame
3 compare i 12 patents with mild to moderate chronic iver impairment

{odeormine1 ey s por (PMe) o
6. Tt

e, Y206 Tho dos of telabenazng it snoutd thn b civiualzed seordingly o e st as
R ar A (€ 22)

53). Cinical Pramacology 1291

Poor Metabolizers

gor OYP206 metabalzars (PH) il ave substantialy highar ol of sxposur to th primary metaboltes
(about 3-old for a-HTBZ and 8-fold for 8-HTBZ) compared to EMs. The dosage should, therefore, be adjusted
according 1o a patient’s CYP2D6 metabolzer status by limiting a single dose {0 a maximum of 25 mg and the
fecommendad el oge o xest maximu of S gy et whoas Y200 P e Dosage

‘Eensive / Intermetiate Metabolizers

Inoxtensi (1) o interetite metablers (1) e dosage o tfaenazin et can e Kt o
um single o 5 g and a recommended maximum daiy dose of 100 mg [see Dosage and

ATaton 5. 51 raatont . Gl omacoogs (129

9 DRUG ABUSE AND DEPENDENCE

91 Controlled Substance

Tetrabenazine taiets are ot a cantrolled substance.

92 Abuse

Clincal rials i not revealpatents devloped drug seeking behavios, though these observations were not

Systematic. Abuse has ot been reported from the postmarketing experience in counlries vhere tetrabenazine
tablts have been marketed.

tory of drug abuse and follow

Slch patonts cosaly, abssrving hem or Sgns of telrabenaging blts misuse o abuse (sueh s development

of tolarance, ncreasing doss requirements, drug-seeking behavior).

Abrupt discontinuation of tetrabenazine tablets from patients did not produce symptoms of withdravial or a
o the orginal

henazine, I palens wih egalcimpement, aaberzie s concentaons

3 ge of Pali peci i Th
Percentages of Randomized Patients within each treatmen group who compleled Study 1 were:
097% 1%,

A Impression (CGI)

of anition bt o a0
O ot s P4 o e IHERS) & ShAem e B3 h Cacy orpains i proy
ot st of ey g, o coen for ptnts o i aenszne bt compard o
laceb, adieence ntvis Aditem

To'asses coante functon n patents il HD (Part 2 f he UHDRS) aso shovie 3 decrament for patens
treated vith tetrabenazine tablets compared to placebo, but the difference s not statstcally significant

Study 2

. measurs

ere it o or Do than conceneatons fe-HTEZ ocing Gty hcssed bl of
{eabenazie 10 G2 Th Mmeah ATabETAZNe Cop 1 Sbjects Wi Nepatic imately p P 5

7-10 190-10ld hgher llvan i dteable ik conctatons i heaty sumecls Th elmination halt- e of fo &t ast 2 months (mean duraton o estment was 2 yars). They were randomzed to coninuation of
tetabenazine n subjects three

et by and s 167 were compared, Ahough son didnot eac M

Gontrols (1.75 hrs vs, 1.0 hrs), and the elimination half v of th!uHTEZ e BT wore gt i o ot Sty 100 5.1

ooty 02008 fours, espeiay. Tho s o cHTEZ 16 How

greater in patients with lver impalrment emached conol T sty and ey f s noreased
Gt crssonine 0 ot cheulAng nsabalies e kroun 5o - ot posit 1 0 e
refore tetrabenazine

161 How Supplied

in
Poor CYP2D6 Metabolizers

Although he pharmacokietics o tetrabenazine ablets and ts metabalies n paiens who do 1ot express the
g ot sy, P2, oo o, P Jat o vt ol s sy
et e s o 1820

CYP2DG nhibitors (3-and S-fod,
05 s s Poptons 3.3
Drug ntractions

CYP2D6 Iibitors

h Warings and Precautions

n icate that o HTBZ and B-HTBZ

6. The ffe
25 healty suects ol

55 dos o etsans G s 10 6y o oo o 1 o EYAS3E ol s 30
mg daily. There was an approximately 30% increase in C, and an approximately 3-fold increase in AUC for -

Adminitrations (2.4).
10 OVERDOSAGE
supporto reistaton, Eght ciss of

inthoopitl s pr

HTBZ in subje For 0-HTEZ, the
et AL wet orsse 2.4 and 301 epactil, i subets gvn paroetne prir o tetsbendne
given 6z

S st

n
The dose

Strong CYP: paroreine, floxetine,
T fct ofmoderal o vea CYP2DG o s a dloetre, e, amiodarns, or sl o1

d packages:

T 125 mterborazne it e Wt 1 off i, U1, e e ablt,nn-scor,deossed
ilh 1 on o1 506 and T’ on thr ie.Thy e suppiid a olow

Bottes of 56 tablets
Bottles of 112 tablets

(NDC 31722:621-56)
(NDC 31722-821-11)
(NDC 31722:621-31)
(NDC 31722:821-32)

Blstercard of 10 unit dose tablets
Bister pack of 100 (10x10) unit dose tablts

yellowish-buft round, flat
T S T8 Wi S ine on v S Ty e supplod g o

Bottes of 56 tablts (NDG 31722:622:56)
Botles of 112 tablets (NDC 31722822-11)
Bistercard of 10 it dose tablets (NDG 31722:622:31)
Bister packof 100 (10x10) uitdose tabets (NDC 31722822:32)

16.2 Storage

Storeat 20t 25°C (88° 0 77° ) [See USP Controlled Room Temperature]

15, scored, debossed with H' on

ptlens ranged fom 100 g to gt
s djslons,ocuogn s, nausea e o, svesing Seiaton Tpoorson comeon dathes
Raluciatons, rubor, and g

din Chs-
active drug. General supportve and symptomalic measures ave recommended. Cardiac thythm and it signs

its metab

ang
O arings ans Frocatons (53, D moeions 315 tee i e Fopuintons 3,11
Digoxin

17 PATIENT
patient to read
Risk of Suicdality

Pglycaprotein. Astudy i
i dal fo  days) dd ot afect 1 boavalabily of digoin, Suggesting thata s e,  teiaberazne
abl

it immediately

should be monitored. In managing overdosage, the possibilty of multple drug invalvement should always be iheir
consider should consider

tablts o ts metaboltes are P-gycoproten nhbiors
11 DESCRIPTION

Tetrabenazine tablet is a monoamine depletor fo oral administraton. The molecular weight of tetrabenazine is

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mulagenesis, Impairment o Fertility

Risk of Depression

Infor patnts and e amile it etrbonazine bl ay caus deression o may worsn pr-ocisting
depresion, Encourage patnis and hef famites obedler f the omerganc fsadnes, worseing o ep

1.3:46.7,11b-Hexahydro-9,10-imethoxy-3-(2-methylpropyl)-2H-benzofalquinclizin-2-ane. Car s fabity
o i No nerease n & s s s atdosesof 0,6, DANE G NG 19 1ot S SRS BrOMORY 10 ptonts vSein 508 Conangators (1,
v formua: 1510 50 MoKy o126 ek, 0 mg dose ofterabenazine tablts, (52]
o oS e v of DHTBZ,  Dosing of Terabenazine Talets
amajor Therctore,
{o be carcinogenic in people. o patets v o st e dos of etabeazine bt b crased sl 0 e ot
is bestfo each patin ficu Such
CH, Mutagenesis tabi
’ Teabanaane and taboles o HTBZnd BATBZ vers gt e it rverse utation sy, ° StrindsoeBosag s Amnotaton £
e i vitro chrom Risk ot
s o maabols s, ac TR e o patents o nd som oy it e iy
in Chinese hamstor lung cells in th dasarc of ol anon. o Mtonu i y y impair the abilty
0. CH, ket R bt g Lok i d st 7o s i A A
H,C N bt produced an equivocl respanse in female rts, o tetrabenazine tablets, they should et \ﬂnmg activities that require them to be alert, such as driving a car
: v o o or operating machinery [se? Warnings and Precautions (5.3
fraction prepared from rat, a species
H,C ~ e when o wih e, doe it produce -desmelny-bet-DHTEL, 8 major human mtablte w
these studes may potentilof in hum: el familes that
Fthrmors, Since e Molse roduces vey o e f s etz hen dose wih abenaane, s D 1iaetors (74
nvivo study'may not have adequately assessed the potental o tetrabenzzine tablts o be mutagenic in humans
Usage n Pregnancy
Pr— st Impairment of Fertity F—
Advise paients and ther famies to noty the physician i the patient becomes pregnant o intends o become
125 0r 25 mg of ingrediet. Oral administation ofterabenazine (doses o 5, 15, or 30 mglkg/day)to femalo ats prior to and throughout  pregant during etrabenazine therapy, ot i breast-feecing of ntanding t breast-feed an nfant during therapy

Tetabenazie it con

ing, and continuing thraugh day 7 of gestation resulted in disrupted estrous cyciiciy at doses greater than
MRH

monohydrate, preg e e as S e Tot 25 st Ak comng
o e yalows s o e piroae,
The botanical source for Pregelatnized starch is corn sarch,

No effects on mating and fertlty indices or sperm parameters (motilty, court, density) were observed when
5,15 0r 30 mgkg/day;

basis) prior mati foma

10 off non-scored tablet containing 12.5 mg of telrabenazine

. 2 mai these
studies may not have adequately assessed the potental of telrabenazine tabets to impai fertity in humans.

12 CLINICAL PHARMACOLOGY
12.1 echanism of Acton 14 CLINIGAL STUDIES
its. butis belleved to 1Y 1
i o inephrin Theffan for

fistamine) rom nerve frminal, Tlrabenazin reversiby B th nLman vescllar monoamng ransporer s e i bl lt ) S ) o n i
ype 2 (WMAT2) (k= 100 M), résuiting ndecreased ug ines o Sy1apicvesces nd deplein  win . ot ,“,Q‘D Em;"m"” e e e oy o o s
of moncamine iofs. Human Iso nhibiteg by ihyrotetrabenazing (HTBZ). a misture of o HTEZ and ¢
Tl e St U T e R b S

AT o2 plOr (K = 2100 M), nat week

122 Pharmacodynamics
un Pmmngz n
dose of tetrabenazin arandomized,

Cou i, ey comoIeg oSt Sy inheaty male and el subecs it mnxmmcm B
fosite ontrol. A 50 m tarabonazine abet a asproxmately § msac mean nreze n 01c (60
o 4 mssc). Agaonalcata sugoettat(aNbilonof CYPED6 i healhy subjcts g a singe SO mg
dtse g lonaatis T doos a0 et ereae e et o o GTs ea, EAaci B o posuy
o ither tetrabenazine ablets or ot s (511,
5.12), Drug interactions (7.5).

Melanin Binding
it (ie. eye,skin, fur) in pigmentad ats. Afer

metaboltes bind
2 single oral duse of aciolgbele ttrabenazie. rdioachty was il detcte i ye and fur at 21 Gays pot

dosing [see Wamings and Precautions (5.13)).
123 Pharmacokinetics
Absorption

Following oral administration oftetrabenazine,the extent of absorption is t least 75%. Aftersingle oral doses
ranging from [, s concntaonsof erabanazn re generaly bl e it of dteton

becausaof e apd and etenie epato mtabolsm ofetrabenazine by cariony edutas o th aive
metabltes cHTGZ o -HTBZ, ocHTBY and 1162 a metanqhzeﬂ oeipally by CYP205. Pak pias
o, CHTBZ s subsoauenty

upward o 3t weeky e, n 12 mg ncremens il saisactory Goniol of hore was acieed,
il 0m
The primary effcacy endpoint was Tt Cnres Score, an tem of the Unified Huntington's Disease Ratin

Scale (UHDRS). On this scale, chorea i rated from 010 4 (uith O representing no chorea) for 7 ifferent parts

of the body. The total score ranges from 010 28,

As shown n Figure 1, atents in

altnance sy (urage o Wosk 9 anc Wee 12 sores erus baslne. compar o an et 15
[ the b group. e et flct of . s was sttt sgfican. A e Woek 13 ol

tudy 1
tetrabenazine tablets retured to baselne.

‘ ~Placebo _— Tetrabenazine| Wns‘homI
g

DHTS?. -HTEZ s subsaconty. major

etabolized to a minor metabolte, 9 desmm%\ o
for which Grar is reached approximatey 2 hours post-dosing

Giculating metabole, 3 desmethy
Foog Effects

The effects of food an tetrabenazine tablets rod a single
e ot oo Eood at o iecton mean plasma concertrations. e o aen v e

Distribution
Results of PET-scan studies in humans show that radicactivity s rapidly distributed to the brain following
iravenouseconof C-abekedtrabenazne f e HTGZ,wih h ihestbcig i th it and ovest
nndmvm

mwmww\emb i sarired i i
mnwnwmmsu oS bt B ot rom B35 o 5o o TES B et o,
60% 1o 68%, and B-HTBZ binding ranged from 59% 10 63%.
Memhuhsm
e oral aministaton i hman,at et 19 motbolts of eabonain hav boen dentfed. 187 O
HTBZ and 9-gos; DATBZ,ar e o ccuging moabolies,an ey are, subsauontly, meaboized

Ghorea Score Change

Study
Week

(orortags e s.em)
“pe0.05
Figure 1. Mean = s.e.m. Changes from Baseline " IualGhorea Scors I 84 HD Palints Treaed with
Telrabenazine Tabits (1=54) or Placeb (=30)

Figure  lussts e cumiiv paratage of ptens o h bz ot and st reament
teducion i the Total Chor

osutae nrvmummammu ates cH1GE and 162 e o urs mainly

HTBE s -deayite by CYPAS0 raymes, principaly Y Some coninbution of CYPIAY
o fom Sagamet iy-a-ORTBY, 3 minat Treube Kk RE W deayted pinciay by EVERDR oo
desmethy'-B-DHTB
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e tablets out

they have the same symptoms that you

[t may harm them. Keep tetrabena:

prescribed. Do not give tetrabenazine tablets to other

people, even
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This Medication Guide has been approved by the U.S.

Food and Drug Administration.

Hetero Labs Limited, Unit V,
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