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Please find attached the submission request forms for ABILIFY MAINTENA.

If you have further questions or require additional information, please feel free to contact your
Managed Market Liaison, Dr. Samantha Sweeney at 619-518-0757.

Otsuka Pharmaceutical Development & Commercialization, Inc.
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State of Alaska Department of Health and Sacial Services, Division of Health Care Services
Submisslon Request Form for Pharmaceutical Manufacturers

Fau this request to: 1-888-656-6822  ATTN! John McCall, R.Ph,
Mote: Processing May be Delayed {f infarmation Submittad |5 tlleglble or Incomplete

Members of the Pharmacy and Therapeutics (P&T) Committee have requested that all clinical information,
questions, or comments about the Preferred Drug List (PDL) be sent directly to Magellan Medicaid Administration.
Manufacturers and other interested parties have been requested not to contact the members directly. Written
comments on the PDL from all interested parties should be submitted to Erin Narus, PharmD, R.Ph. at the State of
Alaska.

Note:  Manufacturers submitting comments are requested to do so through their Product Manager using this
form. This form constitutes a request for NEW information pertaining to peer-reviewed literature
including off-label peer-reviewed studies.

Contact information

MANUFACTURER NANE: DATE:

Otsuka Pharmaceutical Development & Commercialization, In 1| 0|« |17 |=]2|[0)| 11]|6®

PRODUCT MANAGER'S NAVE: TITLE:

Samantha Sweeney, PharmD, MBA Managed Market Lialson

ADDRESS:

508 Carnegle Center Drive I
CITY! STATE; ZIP CODE;

Princeton R lo|s|[s|a]o]
PHONE NUMBER: FAX NUMBER:
[elals]-GLalel-s L [ 1-CT T J-CT 1 1]
PRODUCT:

|ABILIFY MAINTENA® (sripiprazole)

Clinfcal Rationale Request for Consideration (If additionwl space Is required, use Clinical Rationale Continuation Page).

ABILIFY MAINTENA

QUALIFY Study: ABILIFY MAINTENA versus Paliperidone Palmitate Long Acting Injectable (PLAI) (Naber, 2015; Potkin 2016)

Naber et al, published a head-to-head, randomized, neninferiority, open label, rater blinded study {n=295) to evaluate the efficacy
and safety of ABILIFY MAINTENA to PLAI In adult patients with schizophrenia. The primary efficacy endpoint using the
Heinrichs-Carpenter Quality of Life Scale [{QLS) showed a statistically significant improvement on total scoras from baseline to
Week 28 with ABILIFY MAINTENA compared to PLAIL The difference in least squares mean (LSV} change from baseline to week 28
on QLS total scores between treatments was 4.67 (95% Cl: [0.32; 9.02], P=0.038). Nan-inferlority was canfirmed and subsequently
demonstrated the superiority of ABILIFY MAINTENA 400 mg over PLAL. Additlonally Clinical Global Impresslon-Severity scale
(CG1-5), key secondary endpoint showed significant improvements in LSM change from baseline to week 28 after ABILIFY
MAINTENA 400 mg (-0.75+0.07) compared to PLAI {-0.46£0.07). Adverse events were the most frequent reason for
discontinuation; ABILIFY MAJNTENA 400: 11.1% and PLAIL: 19.7%. In the 20 week continuation phase, the Incldence of treatment
emergent adverse events (TEAEs) occurring in 5% of the ABILIFY MAINTENA treatment group was weight gain and in the PLAI
graup was welght galn, Insomnla and psychotic disorder.

A post-hoc analysis of QUALIFY by Potkin et al, investizated the association between the QLS and measures of patient
functloning/work readiness. The Readiness for Work Questionnalre (WoRQ) was Included as an additlonal endpoint In the QUALIFY
study and may reflect broader functianing In patients with schizaphrenia. QLS instrumental role domain scores Improved
significantly only in patiants shifting from No to Yes in work readiness vs patients not ready to work at Week 28. At Week 28, the
odds of being rated ready for work were higher for the ABILIFY MAINTENA 400 mg vs the PLAI group (adjusted odds ratio: 2.57,
95% Cl: [1.39; 5.14], P=0.003). Cf the patients not ready for work at baseline, 29/74 {39.2%) In the ABILIFY MAINTENA 400 mg
group changed to Yes in work readiness vs 12/69 (17.4%) in the PLAI group. [+
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State of Alaska Department of Health and Soclal Services, Division of Health Care Services
Submission Reguest Form for Pharmaceutical Manufacturers

Fax this request to: 1-888-656-6822  ATTN: John McCall, R.Ph.
Nate: Processing May be Delayed if information Submitted is llleglble o¢ Incomplete

Clinical Rationale Request far Consideration {If additlonal space is required, use Clinicoi Rotlonale Continuation Page).

COST EFFECTIVENESS DATA (Citrome, 2016)

Citrome et al, a cost-effectiveness model that evaluated incremental cost per schizophrenia hospitalization averted was developed
to compare ABILIFY MAINTENA and PLAI. Rates of relapse, adverse events, and direct medical costs were estimated for 1 year. The
model used data from placebo-controlled, pivotal trials and product prescribing information to estimate efficacy and adverse
avents over a one year time horizon. Due to the variation of dosing strategies used in clinical practice, four different dosing
scenarios were evaluated: dosing observed In the dlinical trials far each product, real-world dasing, dosing based on package Insert,
and highest dose available. ABILIFY MAINTENA was the dominant strategy compared with PLAl when real-world dosing and highest
avallable dosing with equlvalent treatment efficacy were assumed. ABILIFY MAINTEMA remained a cost-effective treatment option
compared with PLAl when more conservative dosing strategies were considered.

Pathological Gambling and Other Compulsive Behaviors (Prescribing Information)

Post-marketing case reports suggest that patients can experlence intense urges, particularly for gambling, and the inabllity to
control these urges while taking aripiprazole. Other compulsive urges, reported less frequently, include: sexual urges, shopping,
eating or binge eating, and other impulsive or compulsive behaviors, Because patients may not recognize these behaviors as
abnormal, It Is important for prescribers to ask patients or thelr careglvers specifically about the development of new or intense
gambling urges, compulsive sexual urges, compulsive shopping, binge or campulslve eating, or other urges while being treated with
aripiprazole. It should be noted that impulse-control symptoms can be associated with the underlying disorder, In some cases,
although not all, urges were reported to have stopped when the dose was reduced or the medication was discontinued.
Compulsive hehaviors may result In harm to the patlent and others If not recognized. Consider dose reduction or stopping the
medication if a patient develops such urges.

Coafiientiatity Notize: The doccments crcompaying this Larsmissian cantain confidential haolth informatian ther i legofly prniiaged. if yau ore nor the
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State of Alaska Department of Health and Social Services, Division of Health Care Services
Submlisslon Request Form for Pharmaceutical Manufacturers

Fax this request to: 1-BBB-656-6822  ATTN: lohn McCall, R.Ph.
Note: Pracassing May be Delayed if Informatian Submitted is lilegibie or iIngomplate

Clinical Rationale Continuation Page (Use only if needed).

Confidentiality fptirar Tha documents acoompanping this tronsmizsion cantain confldentiol heolth Inft ton thor i fegaly privifeged. if you ore nar the
intend=d recipient, you orefiereby notijied that any 2, copying, distribubi crmn token rr. reliance on (B2 confents of thee dodumenty
i atricely proflbited. [Fyck have recened this Infarmalion in aresr, piose notify ihe m‘-dw {Lfa renern FAXF immadintals and ovnenge for the revurn or deswruction
of these docments
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State of Alaska Department of Health and Soclal Services, Divislon of Health Care Services
Submission Request Form for Pharmaceutical Manufacturers

Fax this request to; 1-828-656-6822  ATTN: John McCall, R.Ph.
Note: Processing May be Delayed if Information Submitted ig llegible or Incompletes

-

Published Citations (If additional space Is required, use Published Citations Continuation Page}.
References:

- Citrome L, Kamat SA, Sapin C, et al. ) Med Econ. 2014 Aug 17(8):567-576.
- Naber D, et al. Schizophr Res. 2015; 168: 498-504,

- Potkin S, Loze JY, Forray C, et al. Poster presented at ASCP. May 20 - lune 3, 20186.

MAGELLAN MEDICAID ADMINISTRATION USE ONLY — DO NOT MARK IN THIS AREA
ACTION TO BE TAKEN:

DATE:
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State of Alaska Department of Health and Social Services, Division of Health Care Services
Submission Request Form for Pharmaceutical Manufacturers

Fax this reguest to: 1-888-656-6822  ATTN: John McCall, R.Ph.

Note: Processing May be Delayed if Information Submitted is Ilegible or Incomplete
Pubfic Citations Continuation Page (Use only If needed).
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HIGHLIGHTS OF PRESCRIBING INFORMATION
Thesa highlights do wot Include all the intormalion neadad to usa ABILIFY
ln:ﬁma: salely and elfeclivaly. 8ee full prascribing Infarmalion for ABILIFY

ABILIFY IMAINTENA® (arlplprazole) for extended-release Injeclable suspension,
for Intramuscular use
Initial U.S. Approval: 2002

» Fiderly pallenis with demenlia-relaled psychosls Ireated wilh

WARNING: INCREASED MORTALITY IM ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS
Saa Wil prageribing Information for complate boxed warning.

antl wlloﬁe tﬁ;m al an Increased risk of dealh {5.1)
ABl MAINT! is nat approved for the treatmenl of patlants with
dementla-related psyehosis (5.1)

REGENT MAJOR CHANGES:

Warnings and Precaulions, Pathological Gambling and
Othar Compulsive Behaviors (5.6) 082016

INDIGATIONS AND USAGE:

ABILIFY MAINTENA 's an alypical aniipsychotic Indicated for ihe lreatment of
schizophrenia (1)

DDSAGE AND ADMINISTHATION-
Only to bs administerad by intframuscular injection in the deltcid or gluteal muscle
by a healthcara professional {2.1)

For patients nalve 10 arlpll’rmmls. esiablish tolerabllity with oral aripiprazole prior
to inltiating ABILIFY MAINTENA (2.1)

Recommendad smnlng:sm malntenanca dose Is 400 mg administered monthly
as a single Iniaoﬂon. 8 can ba reduced o 300 mg in patlents with adverse
reacllons (2.1

In conjunction with first dose, laks 14 consecutlve days of ocncurrsnt oral
arlpiprazole (10 mg to 20 mg} or current oral antipsychotio (2.1)

Dosage adjustments ara required for missad dosas (2.2)

Known CYPZD6 poor meilabolizers: Recommendad siarting and malntenance
dose Is 300 mg administered monthly as a slagle Injection (2.3)

ABILIFY MAINTEMNA comes in two Lypas of kits. See Instructions for reconstitution/
lnlsriliunfdrssj nsal procsduras for f Pre-fillad Dual Chamber Syrings (2.5), and

e | Bt a Ul B

= Metabolic Changes: Alypieal antipsycholic drugs have been associated with
metabolic changes thal muﬂ increase cardlovascilar/cersbrovascular risk. These
metabollc changes includs hyparglveemia, dyshipidemia, and welght gain {5.5)

— Hyperglpeemis and Disbefes Mefitue: Monitor patisnts #or symplomg of
hyperglycemnia including polydipsia, polyuria, mlygla jid, and wezkness.
Monilar glucose regularly in patients with and at risk for diabetss (5.5)

- Di/sﬂp:‘demia: Undasirable aiterations have bean observad in patiems treated
with atyplcal antipsychotics (5.5)

— Welpnt Gain: Gain in body weight has been abserved; clinical manitoring of
wieight is recommended (5.3)

* Fathologicai Garbling and Dther Compulsive Beliaviors: Gonsiger dose reduction
or discontinuation (5.6)

« QOrthostatic Hypotension: Usa with caution In patients with knowin cardiovascular
or cerabrovascutar disease (5.7)

« leukopenia, Neulropenia, and Agranilocytosis: Perfarm complets biood counts in
patignts with 2 history of a clinically significant low white bigod cell counl (WBG)/
absolute neutrophil count (ANG). Conslder discontinuation If clinically sign!ficant
docling In WEC/ANC [n the absence of other causative factors (5.8}

s Seizures: Use caukiously in patients with a history of seizures or with conditiens that
lawigr the seizure threshald {5.9)

v Poteptial for Cognifive and Motor Impalrment; Use caution whan opemting

machinery (3.10)
ADVERSE REACTIDNS
Most commanly observed adverss reactions wilth ABILIFY MAINTENA {incidsnce
25% and at least twice that for placebo) warg increasad walgnt, akathisia, Injsction
site pain, and sedation (6.1)
To report SUSPECTED ADVERSE REACTIONS, contact Otsuka Amerlca
Pharmaeeutical, Inc. al 1-800-338-9827 ar FDA at 1-800-FDA-1068 or www.ida.

pov/medusalgh.

DRUG INTERACTIONS
Dosage adjustments for patisats taking CYP2D6 Inhibitars, CYP3A4 Inhibitors, or
CYPIA [nducars for greater than 14 days (2.3}

2) Vials (2.8
DOSAGE FORMS AND STRENGTHS

For extendsd-refease injactable suspansion. 300 mg and 400 mg strenglh lyophilized
powder for reconstitution In (3):

singla-doss pre-filled dual chamber syrdnge
single-dose vial

CONTRAINDICATIONS

Known hyparsensitivity to aripiprazole (4)

WARNINGS AND PRECAUTIONS
Gerebrovascuiar Adverse Reactions In Elderly Patiants with Dementia-Rafared
Psychosis: increasad Incldence of cersbrovascular adverse reactions (s.g., stroks,
Iransient Ischemic altack, Including fatallties) (5.2)

Neurofeptic Malignant Syndrome: WManage with Immedlate discentinuation and
close menitoring (5.3)

Tardlve Dyskinesta: Oiscontinue I clinically appropriate (5.4)

Faclors | Adjusted Dose
CYP2D8 Poar Malaboiizars
CYP2D6 Poor Matabollzers taking concomitant 200 mg'
CYP3A4 Inhibilars
Pallenis Taking 400 mg of ABILIFY MAINTENA

|_Strong CYP20D8 pr CYP3A4 inhibitors 300 mg
CYP206 gnd CYP3A4 infiibitors 200 g
CYP3A4 Inducars Avoid use
Falienis Taking 300 mg of ABILIFY MAINTENA
Strong CYP2D6 gr CYP3A4 inhibitors 200 mg'
CYP2D6 gnd CYP3A4 inhibitors 160 mg!
CYP2A4 Inducars Avold use

1200 mg and 160 mg doza ad|ustments ara obtalned only by using the 300 mg
or 400 mg strength vizls.

USE IN SFECIFIC POPULATIONS

* Pragnancy: May cause extrapyramidal and/or withdrawal symptoms in neonates
with third trimester exposura {8.1)

Sae 17 far PATIENT COUNSELING INFORMATION and Madication Gulde.
Ravigad: 08/201&

FULL PRESCRIBING INFORMATION: CONTENTS®

: INCREASED MORTALITY IN ELDERLY PATIENTS WiTH

WARNING
DEMENTIA-RELATED PSYCHOSIS
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ABILIFY MAINTENA® (aripl prazola)

11 DESCRIPTION
12 CLINICAL PHARMACDLDGY
12.1 Mechanism ¢ Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NOMCLINICAL TOXICOLOBY
13.1 Carcinogenesis, Mutagenesls, Impalrmant of Fertility
13.2  Anlmal Toxicology and/or Pharmacology

e | St gl o

RBILIFY MAINTENA® {arlpiprazale)
14 CLINICAL STUDIES
18 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Suppliad
16.2 Sm&le
17 PATIENT COLUNSELING INFORMATION

*Sactions or subsactions amitted Irgm the full grescriting information are nat Ksked.

FULL PRESCRIBING INFORMATION

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS

Elderly patients wilh dementia-relatad peychosis treated with entipsychollc
drugs are at an Increased risk of dealh, ABILIFY MAINTENA Is nol ppproved
for the reatmant of patlents with domentia-related psychosls fses WARNINGS

ANG PRECAUTIONS (5.7)1.

Tatle 1: Dose Ad[usiments ol ABILIFY MAINTENA in Pallents who are known CYPZD6
Paor Melaholizara and Patlantz Taking Concomitant CYP2DE Inhibitore,

3A4 Inhikitors, and/or CYP3A4 Inducars for Graater than 14 days

1 INDICATIONS AND USAGE

ABILIFY MAINTENA (a?ﬁmmha} 15 indicated for the treatment of schizophrenia /see

CLINICAL STUDIES (14)].

2 DOSAGE AND ADMINISTRATION

2.1 Dosage Ovarview for the Treatment of Schizophrenia

ABILIFY MAINTENA is only to be administered by intramuscular Injection by a

hezlthcare prolessional. The recommended starting and maintenance dose of

hBEtI;[jFY)MAINTEHA is 400 mp menihly (no sooner than 26 days afier the previous
on).

For patients who have never taken aripiprazole, establish tolsrabllly with oral

aripiprazole prior to initiating traatment with ABILIFY MAINTENA, Dus to the half-life

of gral aripiprazole, it may take up to 2 weeks to fully assess tolerability,

Aftar the (st ABILIFY MAINTENA Injecticn, administar oral aripiprazole (10 mg o

20 mg) for 14 consscutive days fo achleve therapeutlc aripiprazole concentrations

during Initlation of therapy. For patients already stable on another oral an hofic
{and known to tolerate ripiprazole), after the trst ABILIFY MAINTENA Injection,

continug trealment with the antipsycholic for 14 consecutive days to maintain
therapeutic antlipsycholic concentrations during initiation of thevapy.
If thera are adverse reactions wilh the 400 mg dosags, consider reducing the dosage
¢ 30C mg once monthly.
2.2 Dosafja Adjustmants lar Missad Doses
If the second or third doses are missed:
. Il mors than 4 wegks and lass than § weaks hava efapsed sinca the last
Injection, administar the injeclion as soon as possible,
v It mora than 5 woeks have elapsed since the last Injection, restart
gqnctqmimm aral arlplprazole for 14 days with the next administared
njee .
If the fourth or subssquent doses ara missed:
. Ifmore than 4 weaks and less than 6 wesks have elapssd sinca lhe last
injection, administer ths Injection as 500n as passible.
. If more than 6 wesks have eiapsed since the last Injection, resiart
concamilant oral aripiprazale for 14 days wilh the next administered
Injection.
2.1 Dosage Adjustments for Gylochrome P450 Conslderations
Dnsaga adjustments are racommended In padenis who are CYPZDE poor
melabolizers and in patienls taking conoomitanl CYP3A4 Inhibitors or cvﬁzm
inhibitors for greater lhan 14 days {see Table 1). Dosage adjustments for 200 mg
and 160 mg are obtained only by using the mg or 400 mg strength vials lor
Intramuscular deltold or gluteal Injection.
If the CYP3A4 inhibitor or CYP2D8 Inhibltor I8 withdrawn, the ABILIFY MAINTENA
dosage may nesd ko be increased [see DOSAGE AND ADIANISTRATION (2.1)].
Avald the concomitant use of CYP3A4 inducers with ABILIFY MAINTENA for greater
than 14 days bacauss (he blood levels of aripiprazole are decreassd and may be
belaw the effective levels.
Dosage adjustmentis ara not recommended for patlents with concomitam usa of
CYP3A4 inhibitors, CYPZDE inhibitors or GYP3A4 inducars for less than 14 days.

Faclors | Adjustad Dyse
CYP206 Poor Melahalizars

Known CYPZD6 Poor Metaholizers 300 ma
Kncwn CYP2D6 Peor Metabolizars taking 200 mg'
concomitant CYP3A4 inhibitors

Patlants Taking 400 mg of ABILIFY MAINTENA

Slrang CYF2D6 ar GYP3A4 Inhlbllors 300 mg
CYP2D6 and CYP3A4 inhibitors 200 my'
CYP3A4 inducers Avold uss
Patienls Taking 300 myg of ABILIFY MAINTENA

Strong CYP2DG pr CYP3A4 inhibitors 200 mg'
CYPZD6 g CYP3A inhibitors 160 mg'
CYP3A4 Inducers Avold use

1 200 mg and 160 mg dosage adjustments are obtained only by using the 300 mg or
400 mg strangth vials,

ABILIFY MAINTENA comes In twa lvpes ol Kils. Ssa instructions for reconstifution/
%glaﬁ:;ﬂonfdispml proceduras for 1) Pre~fllled Dual Ghamber Syringe (2.5), and 2} Vials

2.4 Difierenl Arpiprazole Formilations and Kils

Thers ars two aripiprazole formulations tor intramuscutar use with ditferent desages,
dosi ngz;ramlmaas, and indicatigns, ABILIFY MAINTENIA is a long-acting aripiprazole
formulation vdth 4 waek dosing intervals Indicated for the treatment of schizophrenia.
In contrast, arlplprazole injection {3.75 slgg por vial) Is a short-acting formulation
indicated for agitation in patients with schizophrenia ar mania. Do not substilute
Ihess procucts. Reler lo the prascribing information for aripiprazale imjection lor
meore Information about aripiprazole injection,

ABILIFY MAINTENA comes In wo lms of kils. See instructions for reconsiitution/
injeclion/dispose! proteduras for 1) Pre-flllad Dual Chamber Syrings avaliatle In 200

mg or 400 myg strength srrinmsmfm DOSAGE AND ADIAINISTRATION (2.5)], ang
2) Single-use vials avallable In 300 mg or 400 mg strength vials 528 DOSAGE AND
ADIMINISTRATION [26)].

The 200 mg and 160 mg dosage adjusimants are oblained only by using tha 300
or 400 rr;Ig sirength uﬁ"& » 'y N

2.5 Pre-fillad Dual Chamber Syringe: Preparatian and Administration Insiructions

Praparat|on Prior to Recanstitution

For deep intramuseular deltoid or gluleal injestion by heallhears profassionale

anly. Do not administer gv any other route. Inject full syrings contents immediately

followlng reconstitulicn. Administer cnce monthly.

Lay out and confirm that components listad balow are provided In the kit:

*  One ABILIFY MAINTENA (arlplprazols) pra-filled dual chamber syringa {400 mg
or 300 mp a$ zpprapriate) for extanded release injectasle suspension conlaining
lyophilized powder and Sterile Water lor Injection

= Onae 23 gaugs, 1 Inch (25 mm) hypadermic safety nescle with needie protection
device for deltoid administration In non-cbage patients

v One 22 pauge, 1.5 inch (38 mm) hypodermic salaty needle with needle
protection devica for gluteal adminislration in non-gbase patients or delioig
administration [n obesa patlents

»  (ne 21 gauge, 2 Inch (30 mm) hypodermic safaly neadle with nsadie protsction
device tor gluteal administration in obesa patlents

Reconsttullon of Lyophllizad Powdar in Pra-lllied Dual Chamber Syringe

Reconslilule at room lamparalure.

a) Push plunger rad slightiy to angaga threads. And (hen, rofale plunger rod unil
the rod stops rotating to release Cliuent. Atter plungar rod |s a1 complete stop,
middla stopper will be at \he indicator ling (See Figure 1).
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*Alter pluncer rod s al
complete stop, :
middie siopper  q
will be al the .~
indicator fing. <

Figura 1
by Vertically shake the syringe vigorously for 20 seconds until drug is uniformly
milky-whita (Sea Figure 2).

Uise within 30 minutea after reconstilusion.
Flgure 2

¢) Visually inspect the syringe lor particulate matter and discoloration prior lo
adminisiration. The reconstituted ABILIFY MAINTENA suspension should
%;;aall'“ 10 tlla a uniform, homogeneous suspension that is opague and rmilky-
te in colar.

Injection Procadure

Use appropriste aseplic lechniguos throughoo! infsctien pracedurs. For desp
Inframuscular injsction only.

a) Twistand pull off Over-cap and Tip-cap (Ses Figure 3).

tTWFM+PuIIOﬂ

+— Querap ' Twist +
ﬂ Pull OF

— Tipcap —~

Figure 3
b) Selectap pmpnata neadle (Ses Figure 4)

1.5 Inch (226) | ==

Q Deilold 1,5 Inch 22q) | ",
Obezs =
w Clutaus 2inch (21a) | TFw.,
Figure 4

For deltuld administration;

. 1 inch (25 rnlnj hypodérmic safety needle wilh needle protection
dw ] I%r non-obese patients

+ 22 gauge, 1.5 Inch (38 mm) hypodermic safely nesdle with needis protaction
device lor obase pallents

Far glutegl edminlstration:
22 gm%a 1.5 Inch (38 mm) hypodermic safely naadle with neecls protaction
dEHICE f nen-obese patisnts

. g, 2 inch (50 mm] hypodermic salety neadle with needle protection
dw,na r obese patlents

g} Whlls holding the needle cap, ensure the neecls Is firmly seated on the sefety
dsvice wilh 2 push, Twlst clockwise until SNUGLY fitted (See Figure 5).
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Snug '
Figure 5

d) Then PULL peedle-cap siraight up (see Figura 6).

Needle . '

GEpR Pull
Flgura &
€) Hald UPRIGHT and ADVANGE PLUNGER ROD SLOWLY TD EXPEL THE
AlR. pa air until suspansion tllls needle base. If i's not possible {o advance

piunger rod to expel the alr, chack thal plunger rod Is rotatad to a compleie stop
(Sas Flgure 7).

-— Expel alr untll
suspenelon fil's
needls base

“F Miere's rogizlaice or
diffloulty axpeiling afr,
ek thal phmgor e i motafod e a oompiie Mop.

Figura 7
fy l?tlem slowly Into the deliold or gluteal muscie. Do nol massage the injection
site.

Dispogal Procedure

a) Engage the needle safely device and safely discard all ¥t compansnts
{Ses Figura 8) ABILIFY KMAINTENA pre-flllad dual shamber syringe ks lor
single-ne only.

Discard

Cover

Flgure 8
b) Rolate sites of injections bebween the two delteid or gluteal muselss.
2.6 Vial: Preparation and Adminlistrafion Instruclions
Praparation Prior to Reconstitution
For deap Intramuscular Injection by heallhcare professionals o Mn not
adminlstar by any athar rouls. inject iImmediately after reconatitution. nister
onece monthiy,
a) l.ay out and conflrm (hat compenents listed below are provided in the kil
Vial of ABILIFY MAINTENA (aripiprazols) for exiended-ralsase injectanle
suspension lyophllized powder
»  5ml vial of Sterile Water for Injection, USP
*  QOne 3 mL iver lock syrings wilh pre-atlached 21 uauge. 1.5 in¢h (3B mm)
hypodermic safaly nesdle with neadle protection device
»  One 3 mL luer lock disposable syringe with luer lock tip
*  (One vial adapter
*  Ung 23 gauge, 1 inch (25 mm) hypoderrnic safaty needie with needis
protection devica for deltoid agministration in non-abess palients
*  One 22 gauge, 1.5 inch (38 mrnJ n:udermm salely needles with ngedle
protection avice for gluteal administration In non-obese patisnis or
deltoid administration in obsse patients

«  Dne 21 gauge, 2 inch (50 mm) hypodermic safety needla with needle
protecticn device for glutgal agministration in obesa patienis
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b) l\BILhF‘:| I;mtlhTIEirA should be suspenced using the Sterils Water for Injection as
supplled In

t) The Sterile Water for Injection and ABILIFY MAINTENA vals are for singls-use
oniy.

d) Uss appropriate aseptic technigues throughout reconstitution and reconstitute at
room lemperalure.

)] IB;é?ntz :he amount of Starile Water for Injection needed for reconstitution {see

22).

Table 2; Amounl of 3tarile Water for Injacllion Needad lor Reconsiitulign

400 mg Vial 300 myg Vial
Sterila Water for Starile Water for
Dagh Injactign Dase Injgclion
400 rng 1.9mL 300 mg 1.5mL
Important: Thers Is mors Sterlle Waler for Injection In the vial than Is nesdad
1o raconetitute ABILIFY MAINTENA (arlpliprazole) for extanded-raisase Injectable
suspensian. Tha vial will have axcess Ia Waler lor Injection; discard any
unused portion,

Recansliiution of Lyophilized Powder In Vial

a) FRemaove the zap of the vial of Sterlle Water for injacton and remove 1hs cap of
the vial containing ABILIFY MAINTENA |yophlilized powder and wipe the tops
wl th a sterile alcohol swab.

b) the syrings with pre-atfached hypodermic safety nesdle, withdraw the
‘Jre atarmined Sterlle Water for Injection volume from the vial of Sterlle Watar

or Injection into the syringe (see Figure 9). Resldual Starile Watsr for Injection

will remain in the vial following withdrawal; discard any unused portion,

Figurs 8
¢) Slowly Injact the Sterile Water for Injection Into tha vlal containing the ABILIFY
MAINTENA lyophilized powder (see Figurs 10).

gt
Flgure 10

d) Withdraw air to equalize the pressure in the vial by pulling back slightly on
the plunger. Subsaquently, remova the needla frem the vial. Engage the neadle
salely device usm Ihe one-handed technigue (see Figura 11), Genlly prass
tne sheath agalnst aiat surface until the naadle |s flrmly engaged In tha noedle
protectlon snezth. Visuglly confirm that the needls Is fully engaged Into the
needie protection shsath, and discard.

WEY=WwWi ¥ &
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8) Shake the vial vigorously for 30 seoonde untll 1he reconstituted suspension
appears unilorm (see Figure 12).

Figura 12

N Visually Inspect the reconstituted suspension for particulate matter and
discoloration prior o administration. Tha reconstiuted ABILIFY MAINTENA is
2 uniform, homogeneous suspension thal is apague and milky-white [n color.

g [the injsotion Is not performed Immaediately after reconstitution keep the vial
at room temparature and shale the vial vigorously for at 2ast 80 seconds to
rg-suspand prior ko injection.

h) Do nol sicre the reconstiiuted suspension in & syringe.

Proparatian Prior to Injacticn

a) Use eppropriate aseptlc techniques throughout injection of the reconstituted
ABILIFY MAINTENA suspansion.

b) Removs the cover from ths vial adapter packaps {see Figure 13). Do not remove
the vial adapter fram the package.

Figure 13
c) Usingthe vial adeptar package to handle tha vial adapter, attach the prapackagsd
luer iock syringe to the vial adapter (s=s Figurs 14),

Flgure 14

d) Use the luer lack syringe to remove Lhe vial adapter frnm I:he padm;p and dlscm‘d

\he vial adapier package (ses Figurs 15). Do not tuch the sp
alany time.

Flgura 15
e} Determing the recommended valume for injection (Table 3).
Table 3: ABILIFY MAINTENA Reconalltuted Suspension Yolume to Injact

400 my Via} 300 mg Vial
Daoss Voluma 1o Injact Doss Volume to Inject
400 mp 2mbL --- -
300 mg 1.5mL 300 mg 1.5 mL
200mg 1mL 200 mg 1mbL
160 mg 0.8 mi 160 mg 0.8 mL
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f) Wipe the top of the vial of the raconatiluted ABILIFY MAINTENA suspension
with a slerile alcchol swab.

g) Place and hold lha vial of the reconstifuled ABILIFY MAINTENA suspension on
2 hard surface. Allach the adapier-syringe assembly 1o the vial by holding the
outside of the adapter and pushing the adaptar's splke firmly through the rubber
stapper, untll the adapter snaps in placa {see Figure 16},

Flgura 16
h}  Slowly withdraw the rescommended volume from the vial into the luer ook syringe to
allow for injaction (see Figure 17). A.sma excees aroduet will recmsn i

Injaction Procadurd
a) Delach the luer lock Mgs'nri g conlaining (he recommended volume of
reconstituted ABILIFY TENA suspansion from the vial,

by Selaat the appropriate hypodermic safety needie and attach the nesdla to the luer
lock syringe containing the suspanston for injection. While holding the needie
¢ap, ensura the needis is firmly seatad on the safaly devica with a push. Twist
clockwise unlll smugly littad and then pull the nesdle cap stralght away from the
needla (gs8 Figure 18).
For deltold adminisiration:
. 23 gauge, 1 inch (25 mm) hypadermic salety neadle with nesdie
protaction device for non-obese patienls
+ 22 gauge, 1.5 inch (38 mm) hypodermic safely needle with neadle
pratection devics for obasa patlents
For gluteal adminlstration:
* 22 gauge, 1.5 Inch (38 mm) hypodermile safsty needle with needle
gr:rteclim device for non-obese palienls .
1 gauge, 2 ingh (60 mm) hypadermic safety needls with nesdle
proteclion devies for obese patients

Figura 18
(c) Slawly injact the recommended voluma as a single intramuscular Injaction Into the
deltoid or gluteal muscle. Do not massage the injsotion site.
Dizposal Prosadurg
@) Engage the meedle safsty \
Reconstliution of Lyophillzed Powder in Vial and salely discard all kitcomponenis
(sea Figure 8). Dispose of the vials, adapter, neadles, and sa-ﬁmﬁ#m riately

devics as described in Saction 2.6, Step (¢) of

atter injection. Tha Slarlla Water Eﬂg vials
ara for single-use only,
b) Rotate sites of injections betwaarn the two daltoid or gluteal muscigs.
3  DOSAGE FORMS AND STRENGTHS
For extended-releass injectable suspensfom. 300 mg and 400 mg of lyophilized
pawder lor raconshiulion in:
= single-dose pre-filled dual chamber syringe
& gingle-dose vial

t Injoction and ABILIFY
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The reconslituled exlended-release injectable suspension is a uniform, hamageneous
suspensicn thal is opaque and milky-whita in color.
4  CONTRAINDICATIONS
ABILIFY MAINTENA ie coniralndlcated In patfents wilh a known hypersensitivily (0
arlplprazole. Hypersensitivity rezclions ranging from pmrlmamnicm 10 anaphylexis
have baen repcrtad in patients recaiving anpipeazole [ses ADVERSE REACTIONS (6.7
and 6.2)].
6 WARNINGS AND FRECAUTIONS
5.1 (Increased Moriallly In Elderly Patients with Dementia-Related Psychosls
Elderly palienks with dementia-re ated paychosis Irealed with mtllffmymwc drugs are
atan increased risk of death. Analyses ol 17 placebo-cortralled trials (modal duralicn
of 10 wasks), largsly in patisnts taking atypical antipsychotic drugs, revealed a risk
of dsath In drug-lreated patlants of between 1.6 to 1.7 Umas the risk of death In
piacelio-treated patients. Over the course of a typical 10-week controlled trial, the
rate of dealh in drug-treated patients was aboul 4.5%, compared to a rale of abaut
2.6% in the placebo group.
Although the causes of death were varied, most of the deaths appsared to be althar
cardiovascular (e.g., hean failure, sudden death) or infectious (e.g.. pneumanla)
in nature. Qbservational studies sugaest thal, similar lo stypical antipayehotic
drugs, irsatment with conventional antipsychetic drugs may increase mortalily. The
gxtent to which the findings of incraased mortallty In observational studles may be
attributed Lo the m;gan%uln drug a8 opposed to some characieristic(s) of the
palients iz nol clear. ABILIFY MAINTENA ig not approved for the treatment of palients
with demantia-relaled psychosis.
5.2 Cerabrovascular Adverse Reaclions, Including Siroke In Elderly Patlenis
with Demeantia-Ralated Peychasle
In placebo-cantralled ¢linloal studies (twa lexlble dose and one fixad dose study)
of dementia-relaled psychasis, there was an increased ingidence of cerchrovascular
adverse reactions (8.g., stroks, transient Ischemic atiack), including fatalities, In
oral ariplprazole-treated patients {mean age: 84 vears; rangs: 78-88 years). In the
fixed-dose study, thare was a statistically signticant dose raspanse relatlonship for
cerehrovascular adverse reaclions in patients treated with oral aripiprazole. ABILIFY
MAINTENA is not approvad for the treatment of patients with damanlia-raiated
psychosls.
5.3 Newroleptic Mallgnant Syndrome
A potentially (atal symptom complax sometimes referrad to as Neuroleptic Mallgnant
Syndrorme ){NMS rmay otcur with adminisiration of anfipsychotic drugs, including
ABILIFY MAIN Rare cases of NMS occurrad during sripiprazole treatmsnt in
{he warldwids clinical databass.
Clinical manlfastations of NS are hyperpyrexia, muscle ripicity, altsrad mental
status, and evidence of autonomic inatability (ieregular puise or Llocd pressure,
tachycardia, diaphoresis, and cardiac dysrhythmin). Additional signs may include
?Iplvawa creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal
gilure.
The diagnostic avaluation of patients with this syndrome is complicated. In afr'rwngat
a dlagnosls, it s Imporiant to axclude cases where he clinical presentation includes
both serlous medical lliress {e.g., snaumonla, systemla Infaction) and untreatad or
inadequately trealed extrapyramidal signs and sympioms (EPS). Other important
considerations in the differential diagnosis include central znticholingrgic toxicity,
heal stroke, drug faver, and primary ceniral nervous systam pathology.

The manaﬁmem of NMS should Include: 1) Immediate discontinuation of
antipsychotie drugs and other drugs not essentlal 1o concurrant therapy, 2)
intensive symptomatic treatment and medical monitering; and 3) trealment of any
congomitant sgrious madical problems for which spacific treatments are avaitabls,
Thera Is no peneral El?mmam about specliic pharmacologloal treatment regimens
for unsomplicated NMS.

I a palisnt requires antipsychotic drug lreatment afler recovery fram NMS, the
potential rgintroduction of drug therapy should be carefully considered. The pateni
should be carefully monilorsd, since recurrences of NMS have been reported.

5.4 Tardive Dyskinesia

A syndrome of potentially irreversible, Involunlaty, dyskinetlc movements may
develop in patients trealed with antipsychotic drugs. Although the prevalence ot
the syndrome appears g be highest among tha elderly, espscially elderly women,
it iss;npussiblgp fo rely upon ;ﬁmlsnca ggtima!as zﬁ”pmﬁ a:'{tha inge tion al
anlpsyohotic treatment, which patients are llkely to develop the syndroma. Whether
anukﬁsychuhc drup preducts difler In their potenlial Lo cause tardive dyskinesia is
unknown.

The risk ol developing fardive dyskingsia and the Wkelihood that it will hecome
Irreversible ars balleved to Increase as the duration of treatment and the total
cumulative dose ol sntipsychotic drugs administered to the patient increase.
However, the syndrome gan develop, although much less commonly, atter relatively
brigl frgatment pariods at low doses.

There le no known (reatment for established lardive dyskinesla, although the
syndroma may remit, partially or completely, Il antipsychotic traatment Is withdrawn,
Antipsychiotic treatment, ilseif, however, may suppress (or partially suppress)
the signs and symploms of the syndrome and, lhereby, may possibly mask the
underlying procass, Tha efiect ol symptomatic suppression on the long-tsrm course
of the syndrome is unknown,
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Given thess conslderations, ABILIFY MAINTENA should be prascribad in @ manner
that is most Ilkely to minimize the occurrence of lardive dyskinesia. Chronic
antipsychatie treatmant should generally ba resarved for patients who sulier from a
chronic illngss that 1) is known to respond to antipsycholic drugs and 2) for whom
alternative, squally sfisctive, but potentially less harmiul trealments are not available
or appropriate, In patlents whe do require chronic treatment, the smallest dose and
the shortast duration of treatment produzing a satisfactory ¢linigal response should
be sought. The need for conlinued treatment should be reassessad pariodically.

1f signs and symptoms of tardive dyskinesia appear in a palient Ireated with ABILIFY
MMAINTENA drug discontinuation should be consigerad. Howaver, some patignts may
require treatment with ABILIFY MAINTENA despite the presence cf the syndrome.

5.5 Metabolic Changas

Alypical anti ofic drugs have been associated with metabolic changes that
Include %garp cemiz/diabatss mellilus, dyslipidemia, and weight gain. While all

¢lass have been shawn to produce some melabolic changes, each drug
has its own specifie risk proflle.

Hypsryiycamia/Diabetes Mellitus

Hypsrgiycemia, in some cases extreme and associated wilh diabetic ketvacidasis,
typeresmolar coma, ar dealh, ftas bean regorted in patiends traated with atypical
antipsychotics. There have bean repons of hyperglycemia In patients treated with
aripiprazole [see ADVERSE ONS (6.1)]. Assessment of the reiationship
helwesn atypical amipsycholic use and plugose abnormalities is complicated by
the possibilily of an increased background risk of diabetes mellitus n patienls
with schizophrania and the increasing Incldsnce of dlabates mellitus in the general
population. Given thess confounders, the re'atlonship belween atypical antipsychotlc
use and hypsrglycemia-related adverse reactions is not completely understocd.
Howsver, spidemiological studies suggest an ingreased rigk of hyperglycemia-relaled
adverse reactions In patients treated wilh the atypical antipsychotics,

Patlents with an establishad clagnosis of diabetes msllitus who are started on
alypical anlipsychotics should be monitorad rm;iuiar!y for wamninrg of glucoss
control Palignts with risk lactors for diabetes mellitus (e.q., obasity, family history
of diabstes), wno are slarting treaiment with alypical anupsr:holics should undergo
[asting blood glucosa testing at the beginning of treatment and perlodically dun%
treaiment. Any palient treated with al:g:lcnl antipsyohotics should be monitor
for symptoms of hyperglycemia including ngoty 8, poiyurla, palyphaola, and
wgakness. Patignls who develop symptoms of hyperglycemia during treatment with
atypical antipsychotics should undergo fasting blood giucose tesling, In soma casss,
hyperglycemla has resolved when the atyé)lcal antlpsychotlc was discontinued;
however, some patlents required continuation of anti-dlabstic trearment daspiie
dizcontinuation of the atypical antipsycholic drug.

Ina shori-term, placabo-controllsd randgmized trial in adulls with schizophrania, the
mean change in [asting 7ulm:m;e vias +2.8 mp/dL (N=88) in e ABILIFY MAINTENA-
treatad patlents and 40, L N=5$2 Inihe placebo-treatad palients. Table 4 shows
the proportion of ABILIFY MAINTEMA-traatac patients with normal and borderline
fasling glucose at baseline and their changes in fasting glucose measurements,

b
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Tahlg B: Proportion of Patianls with Patantial Clinically Ralavant Changas In

Blood Lipld Paramelers From a 12-Week Placeho-Conlrolisd

Manotharapy Trial In Adulls wilh Schizophrania

Teaalmant Arm N %
Total Gholesterol ABILIFY MAINTENA 53 36
Normal tg High
(<200 mg/dL to >240 mg/iL) Placedo 273 27
Bordarline to High ABILIFY MAINTENA 827 22.2
{200-<240 mo/dL to 2240 mp/dL) Flacebo 2/18 105
Any increase ABILIFY MAINTENA | 157122 123
(240 mg/dL) Placedo %110 [ 55
Fasting Triglycerides ABILIFY MAINTENA 7798 7.1
Normal £ High .
(<150 me/dL lo 2200 mg/dL) Placebe 4/78 5.1
Borderilna tc High ABILIFY MAINTENA aM1 7.3
(150~<200 mg/dL ta 2200 ma/dL) Placeio 445 26.7
Any increase ABILIFY MAINTENA | 24r122 19.7
_(_ 250 mu!g_l;)_ Placetio 20110 18.2
Fasting LOL Choleateval ABILIFY MAINTENA | 1759 1.7
Normal to High ,
(<100 ma/dL to 2160 mg/dl) Placeho 1/51 20
Berderiing ta High ABILIFY MAINTENA 5752 9.6
(100~<160 mg/dL to >160 mg/dL) Placsbo 1141 24
Any incrsass ABILIFY MAINTENA | 17120 14.2
(230 mg/dL) Placebo 9103 8.7
HDL Cholasierol ABILIFY MAINTENA | 147104 135
Mormal to Low
{240 mg/dL to <40 mg/dL) Placebo 11/87 12,6
Any decreass ABILIFY MAINTENA | 77122 5T
{ 220 mg/dL) Placebo 12H10 10.9
2 N = tha total number of subjecis who had a measuremant at baseling and at least
one post: ne resul?,

n = the number of subjects with g polentially clinically relevant shilt.
Welght Gain '
Weight gain has been observed with atypical antipsychotic use. Clinical monitoring of
waight is recommended.

In ons shori-tarm, placabo-controfled trial with ABILIFY MAINTENA, the mean
change In body weigh! at Wesk 12 was +3.5 kg (N:ﬁg in tha ABILIFY MAINTENA-
traated patients and +0.8 kg (N=68) In the placebo-treated pallenls.

Tabls 6 shows the parcentage of adult patlents with w%main 27% of body waignt
in a short-tarm, placabo-controlled trial with ABILIFY MAINTENA,

Tahle 8: Parcontage of Patients From a 12-Waak Placabo-Contrelled Trlal in
Adult Pallents with Schizaphrenta with Welght Galn 27% of Bady

Walnht
Treatment Arm N Patients (%)
Waight galn >7%of | ABILIFY MAINTENA | 144 31(215)
hody waight Placebo LT 12 (8.5)

Tahle 4: rtion of Pallants wilh Potential Clinically Ralevant Changes in
12- 1
OO AP g FRS e o g
Catagory Ghangs {at least
onca) fram Basalina Traatment Arm /N %
Normal 1o High ABILIFY MAINTENS | 7788 8.0
— Bordarina o HIgh ABILIFY MAINTENA | 1733 | 3.0
(=100 mg/dl and <126 mg/dL
to >126 mo/dL) Placebo 83|
N = the total numbsr of subjects who had a measurément at baseline and al [sast
one post-baseline result.
n = the number gf subjects with a potentially clinically relevant shift,
Dysiipldemia

Undeslrable allerations In llpids have baan observed in palients treatad with atypical

antipsychotics.

Table 5 shows the proportion of adult patiemts from one shorn-term, placsbo-

controlled randomized réal in adults with schizaphrenia taling ABILIFY MAINTENA,

&I]llﬂ c%gﬁ lnI fotal cholesterol, fasting trighycerides, fasting LDL cholasterol and
choleetsrol.

Al w the total number of subjects wha had 2 maasurement at bassline and at least
one post-hasaline result,

5.8 Pathological Gambling znd Olher Compuisive Bohavigrs

Post-marksting case reports suggést that patienls can experience inlenge urges,
particularly for gambling, and the inadility fo conirgl these urges while taking
aripiprazela. Other computsive urges, reporiad [ess Ireguently, include: sexual urges,
shopping, eating or binge ealing, and other imaoulsive or compulsive behaviors,
Bacause patlents may nol recognize these behaviors ae abnormal, It Is Imporiant
tor prescribers to ask patlents or thalr caragivars speclfically ebout the development
of new or intanse gambling urges, compulsive sexual Urges, compulsive shopping,
binge or compulsive ealing, or cther ur?es while being treated with arlpiprazole,
It should be noted that impuise-¢ontral symiptoms can be associated with the
underlying disorger. in seme cases, although not all, urges were reporiad Io have
stopped when tha dose was raduced or the madicasion was disconlinued, Campulsive
benaviors may result In harm to the patient and others If not racognized. Consider
dose raductlon or stopping the medication if a patient develops such urgss.
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5.7 Orihosiatic Hypolension

ABILIFY MAINTENA may cause orihostalic Drrr{pntsnsm Eurhaps dug to ils
renerglc receptor antagonism. In the short-term, placebo-controlled trial in
adults with schizophrania, the adverse event of presyncops was reporiad In 17167
;Io.a%; of patlents traated with ABILIFY MAINTENA, while syncope and orthostatic
ypotenslon ware each reported In 1/172 {0.6%3 a{tﬁanants treated with placsho.
During the stabilization phase of the randomized-withdrawal (malntenance) study,
oriftostasis-related adverse events wers reported In 4/576 (0.7%) of patlents traatat
with ABILIFY MAINTENA, including abnarmal orthostatie blood presaura (1/578,
G.2%), postural dizziness (1/576, 0.2%), presyncope (1/378, 0.2%% and orthostatic
hypetension (1/576, 0.2%).
In ihe short-tarm placebo-controlied frial, thera wera no patients in gither tréatment
aroup with a signlficant orthostatic change in blood pressure (defined as a decrease
systollc blood prassure 220 mmHg acoempanied by an increase in feart rale
=25 when comparing standing to supine valuss). Durlng the stabilization Prra.se
of the randomizad-withdrawal (malntanancs) study, the incldence of signiticant
orthostatic change in blood prassure was 0.2% (1/575).

5.8 Leunkapenia, Heutropenia, and Agranulacytosis

Indiinical trials and post-markeling exparlencs, leukopenia and neutrapsnia have been
reported temporally related to antipsycholic ag.nts including ABILIFY MAINTENA,
Agranulocytosis has also begn reported f3e8 A VEASE REACTIONS (6.1)).

Possibla risk factors for leukopenis/neutrapenia includs pre-existing low white bload
cell count {WBC)/absolute nsutrophil count (ANG) and a history of drug-mducad
leukopenia/eutropenla, In pallents wilh 2 hisiory of a clinicatly significamt low WBC/ANG
or drug-induced Isukopenianautropenia, perform & complete blaod count (GEC) frequenty
during the first few manths of iherapy. In such patlents, consider dlscontinuation of
ABILIFY MAINTENA at the first slgn of 2 chnicaliy significant decline In WBC In the
absence of other causalive faclors.

Monitor patisnts with clinically slgnllicant nautropsnia far faver or othar symptoms
or signa of infectlon and treat promptly if such symptoms or signs occur, Discontinua
ABILIFY MAINTENA In patlenls with severe neltropenta (absolute neutrophil count

<1000/mm?) and follow their WHC counts until recovery.

5.9 Selzures

As with ofher anlipsycholic drugs, use ABILIFY MAINTENA cautiously in patienis
with 2 higlery of seizures or with condiions that lower the seizure threshold.
Conditions thai lower the ssizura threshold may be more prevalent in & population
of 65 years or glder,

.10 Potential for Cognitive and Motor Impairment

ABILIFY MAINTENA, like other anfipsychofics, may impair judgment, thinking, or
motor skills. Instruct pallénts to avold operating hazardous machinary, includi

automablles, untll thay are reasonably certaln (hat therapy with ABILIFY MAINT

doss not alfact them adverssly.

5.11 Body Temperature Regulalion

Disruption of the body's abllity to reduce core body iemperatura has heen atiributed

10 ail;trggrchoﬂc sgants, nppmrr[ate care Is advised wihen w|i)‘nzmt:ribl|1u ABILIFY

MAl A tor patlents wha wil} be experisncing condltions which may coniribute

16 an elevation in core bady lemperature, éa.g.r exercising strenuously, exposurs

ta extrame heat, receiving concomitant medication with anticholinerglc actity, or

baing subject to dehydration).

B.12 Dysphapla

Esophageal dysmutjlig(anu aspiration have been assncialed wilh anlipsyehotic drug

usq, including ABILIFY MAINTENA, ABILIFY MAINTENA and ofhier antipsychotic

druf should ba used cwﬁouséy in fmllams at risk for aspiration pngumonia [see

WARNINGS AND PRECAUTIONS (5.1)).

6  ADVERSE REACTIONS

[Tahb?e lilaﬂnwlnu adverse reactione are discusssd in mora detail in other sections of the

ng:

» [nereassd Morallty in Elderly Patlents with Demantla - Ralated Psychosls Use

'see BOXED WARNING and WARNINGS AND PRECAUTIONS (5.1)]

+ Uarabrovascular Adverse Reaclions, Including Strake in Elderly Patients with
Dementia-Flelated Psychosls fssa BOXED WARNING and WARNINGS AND
PRECAUTIONS (5.2)]

= Neuroleptic Malignant Syndrome [ses WARNINGS AND PRECAUTIONS (5.3]]

+ Tardive Dyskinesia [see WARNINGS AND PRECAUTIONS (5.4

= Matabollc Changss [see WAANINGS AND PRECAUTIONS (5.5)]

» Pathological Gambling and Other Compulsive Behaviors free WARNINGS AND
FRECAUTIONS [5.6)]

+ Drihoslatic i-;?(potanswn {see WARNMINGS AND FRECAUTIONS (5.7,

8

s LB%R?NN&, utropenia, and Agranulocylosis fses WARNINGS AND OnNS
J

' g&izures {sae WARNINGS AND PRECAUTIONS {5.9,

= Paol?gfd or Gognitive and Motor Impairment fsee AND PRECAUTIONS

= Body {mpmmm ulation [sas WARNINGS AND PRECAUTIONS (5.11)f

R
» Dysphagia fsee WAHﬁM@.‘S‘A D PRECAUTIONS (3.12)]
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6.1 Chinlcal Trials Experlance

Becayse clinical trials are conducled under widsly varying conditions, adverse
reaclion rates observed in the clinical trials of a drug cannot ke directly compared
Itu r:atuaﬂséI In the clinical wials of znother drug and may not raflact the ratas observed
n practice.

Safely Dalahase of ABILIFY MAINTENA and Oral Ariplprazole
Oral aripiprazola has besn evaluatsd for safety in 15,114 adult pakisnls who
participated In multiple-dosa, clinical trials in sohizaphrenla and other indlcations, and
who had approximataly 8,578 patient-years of exposure to oral arlpiprazole. A tofal of
3,901 patlents were trzated with oral ariplprazole for at least 180 days, 2,259 patisnts
wera lreated with aral aripiprazole for at least 360 davs, and 933 patients continuing
aripiprazole treabmaent for at least 720 days.
ABILIFY MAINTENA has besn avaluated for in 2,188 adult palienls in clinical
trigls In schizophrenia, wilh approximately 2,646 patiant-years of exposure io
ABILIFY MAINTENA, A fotal of 1,230 patients were lreated with ABILIFY MAINTENA
for al lsasl 180 dmﬁﬁ least 7 consscutive Injectiore) and 835 patlents Ireated
mmltﬂllgw Al A had at least 1 ysar of exposure (a1 ieast 13 consacutive
ectlons).
The candltions and duration of reatment with ABILIFY MAINTENA included couble-
bllnd and open-label studies. The safety data presented below are derivad from
the 12-week double-blind placebo-controlled study of ABILIFY MAINTENA in adult
palipntz with schizophrenia.
Adverse Reacilons with ABILIFY MAINTENA
Most Commonly Olyserved Adverse Asactions in Double-Bling, Flacabg-Comtrofiad
Clinicai Trials in Schizophrenia
Basad an the placsbo-controlled trial of ABILIFY MAIRTENA in echizophrenia, the
mosi commonly obssrved adversa reaclions associaled with the usa of ABILIFY
MAINTERNA in patients {incldance of 5% or greatar and an?%mia Incldence at least
twica that for placebo) were Increasad mk#n {16.8% va 7.0%), akathlsla (11.4% vs
3.5%), Injaction slle pain (5.4% vs 0.6%) and sedation (5.4% vs 1.2%).
Commeniy Reported Adversa Reactions in Doubls-Blind, Piacebo-Controiiad Clinical
Triais in hrenia
The following findings are based on the double-blind, placebo-controllad trial that
comparad ABILIFY MAINTENA 400 mg or 300 ma to placebo in patients with
schizaphrenia. Table 7 lisls 1he adverse reaclions repartad in 2% or morz of ABILIFY
MAINTENA-Ireated subjects and at 4 gréater proportion than in the placebo gréup.

Tabla 7: Adverse Reactions In = 2% of ABILIFY MAINTENA-Treatad Adult
Patlants with Schizophrenia in a 12-Week Doubla-Blind, Placeho-

Conirpliad Triglt
Parégnlaga of Palianls Reporiing Reaction®
Systam Organ Clags ABILIFY MAINTENA Placabo
Pratarred Term {n=167) (nw172)

Gastrointestinal Disordars

Constipation 10 7

Dry Moulh q 2

Digrrhea 3 pd

Vomiting 3 1

Abdaminal Discomiort b 1
Genoral Disorders and Administration Sile Condillons

Injection Sils Pain ) 1
Infactions and Infastations

Upper Respiratory Tract 4 -

Infection <
Invastigations

Incraased Welght 17 7

Dacreasad Weight 4 2
Musculoskaletal And Connactiva Tisaue Dizordars

Arthraigia 4 1

Back Pain 4 2

Myalgia 4 2

Museuloskeletal Paln 3 1
Hervous System Disordara

Akalhisla 11 4

Sadation 5 1

Dizziness q 2

Tramor 3 1
Respiratary, Thoracic And Madiastinal

Nasal Congsstion 2 1

* This table doss not includp adverse reactions which had an incidence equal to

or |ess than placebo.

Other Adverse Reactions Obsarved Diving the Clinical Trial Evalustion of ABILIFY
MAINTENA

The lollovdng listing does not Includs reactions: 1) alrsady listed In previous tables
or elsewhere in labeling, 2) for which a drug causs was remote, 3) which were so
general as to be uninformetive, 4) which were not considered to have significant
clinical implicalions, or 5) which occurred at a ratz eéqual lo or less than placzbo.
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Reactions ars categorized by body system according to Ine following definitions:
frequent adverse reactions are those accurring In al least 1/100 palients; infrsquent
advarsa reactions ars those occurring in 17100 to /1000 patients; 7are reaclions are
those accurrng In fewer than 1/1000 patisnts.

Biood ard Lymphatic System Diserders: rare - Inrombocytopenia

Cardiac Disorders. infrequent - \achycardia, raze - bradycardla, sinus tachycardia
£Endocring Disgrders: rare - hypoprolactinamia

Eye Disarders; infrequent - vision blurred, oculogyrlc crisis

Gastrointestingl Disordérs: infrequent - abdomingl pain upper, dyspepsia, nausaa,
7ars - swollen tongue

General Disgrders ang Administrafion Site Conditions: frequent - fatigue, njeotian
site reaclions (including erythema, induration, pruritus, injection sike reaction,
swalllng, rash, inflammatlon, hemorrhags), infraguent - chest discomlor, gait
disturoance, rare - [rrilabliily, pyrexia

Hapatghiliary Disordars: rarg - drug induced liver injury

Immune System Disorders: rare - drug hypersensitivity

Infactions and Infestations. rare - nasgpharyngitis

Investigations: infrequent - blood creatine phosphokinase Increased, blood pressure
decreased, hepatic enzyma increased, liver function test abnarmal, electrocardiogram
QT-prolonged, rarz - blood triglycerides decreased, bload cholestarol decreasad,
electrocardiogram T-wave abnormal

Metabalism and Nutrition Disorders: infroquent - decreased appstite, obesity,
hyperingulinemia

Myscuioskelatal and Connaclive Tissirs Disorders: infrequant - joint stifness, muscls
twitching, rare - rhabdomyolysls

Nervous Syslem Disorders: infrequént - cogwheel rigidity, extrapyramidal disorder,
hypersomnia, loma% rarg - Dradykinesia, conwulgion, dysgeusia, memory
impalrment, oromanditular dysionia

Psychistric Disorders: Fraquent - anxlety, Insomnia rostlessness, [nfraquant
- mgitation, bruxism, depression, psychollc disorder, suicidal Ideation, rare -
aggression, hypersexvalily, panic altack

Renal and Urinary Disordars, rare - glycusurla, pollakiuria, urinary incontingnce
Vascular Disordars: infrequent - hypertension

Desmagraphic Differérces

An gxamingticn of populalion subgroups was performed across demografh it
swﬁE cateporias for adverse reactions experienced by at least 5% of ABILIFY
MAINTENA subjects at [sast twice rate of the placebo b(;_.e., increasad t,
akathisla, Injection slte pain, and ;odahmg in the dounle-blind piacsbo-controlied
trlzl. This analysis did not raveal evidence of dilfarences in safsty difterential adverse
reaction Incldence on the basis of age, gander, or raca alons; ver, there ware
few subjects 265 vears of ags.

Injsction Site Reactions of ABILIFY MAINTENA

In the data from the shori-term, doubls-bling, placebo-controlled frial with ABILIFY
MAINTENA In patients with schizophrania, ihu_ppmgﬁui_gnhapm 1eporting any injgction
site-related adverse reaction {all ag injection si 33‘2 was 5.4% for patients
trealed with gluteal agministered ABILIFY MAINTENA and 0.6% lor placebo. The mean
intansity of injection pain reported by subjects using a visual analop scale {D=no pain
10 100=unbearab palm‘ul} approximately ona hour after injsclion was 7.1 (SD 14.5)
for the first Injection and 4.8 (S0 12.4) al the last visi{ in the double-biind, placebo-
controlied phase,

Inan ogg-la,he! study comparing bioavaitabilily of ABILIFY MAINTENA administered
In the deltold or gluteal muscle, injeclion site pain was observed in bolh groups at
approximately equal rates.

Extrapyramidal Sympioms (EPS)

In the short-term, placebo-controlled frial of ABILIFY MAINTENA n adults with
schizophrania, the Incidence of reported EPS-relaled evanis, excluding evenls relaled
to akathisla, jor ABILIFY MAINTENA-treatsd patients was 9.6% vs. 5.2% for placebo.
The Incldance of akathisia-related events for ABILIFY MAINTENA-treated patisnis
was 11.5% vs. 3.5% for placebo.

Dystonia
Symptoms of dystoniz, prolcngsd abnormal coptractions of muscls groups, may
ocedr in suscaptible Individuals during the first lsw days of treatment. Dysionic
g%/mptoms Inciude: spasm of the neck muscles, sometimes progressing to lightness
the throat, swallowing difficulty, diificuity braathing, and/or protrusion of the
tongue. While these symptoms can occur al low dosas, they cceur mors Irequently
ang with greater severity wilh high potency and at higher doses of first generation
antlpsychatlc drugs. An elevated risk of acute dystonia is obssrved in males
and mr age groups. In the short-tarm, placebo-contralled Irial of ABILIFY
MAINTENA in adulls with schizophrania, the Incidence of dystonla was 1.8% for
ABILIFY MAINTENA vs. 0.6% for placabo.
Navtropenia
In the short-tarm, placebo-controlled trial of ABILIFY MAINTENA lo adults with
sehlzophrenls, Ihencidancs ol neutropania (absolute neutrophil count £1.5 thous/ul)
for ABILIFY MAINTENA-traated patlents was 5.7% vs. 2.1% for placabo. An absolule
neutrophll counl of <1 thousful Si.a. 0.45 thous/jL) was obsarvad in orly ona pallent
on ABIUFY MAINTENA and rasolved ﬂgonmau without any assoclated adverse
avents fsee WARNINGS AND PRECAUTIONS (5.8)
Adverse Reactions Reported in Clinfeal Trials with Oral Aripiprazols

Tha following is 4 list of additional advsrss reactions that have besn reportad in
clinioal trials with oral ariplprazoie and not reported above for ABILIFY MAINTENA:
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Cardiac Disproers: palpitations, cardiopuimonary fallure, myocardial infarction,
cardic-rospiratory arrest, atricveniricular block, exlrasystoles, angina pectoris,
myocardial Ischemia, ztrial fiutler, supraventriculer *tachyeardla, ventricular
tachycardia

Eye Disorders: photophabia, diplopiz, eyslid edema, photopsia

Gastrointestinal Disorders: gastroesophzgeal refluX dissase, swollen tongus,
asophagitis, pancreatitis, stomach discomtar, toothache

General Disorders and Adminisiration Site Conditions: asthenia, peripheral edema,
chest pain, lace sdema, angigedema, hypothgrmia, pain

Hepatobiliary Disorders: hepatitis, jaundica

frmung System Disordgrs: hypersansitivity

Infury, Poisoning, and Procedursi Compiications: haat strohe

Investigations: blogd profactin ingreased, blood ures increased, bigod creatining
increasad, blood Dbilirubin incrazssd, blood lactalz dehydrogensse increased,
qlycosylated nemoglobin incraased

Metabolism amd firitign Disorders: anorexia, hyponairemia, hypoglycemia,
pelydipsia, ciabel'c keloacidosis

Muscutoskslatal and Conneclive Tissue Disorders: muscle rigidity, muscular
weaknass, musole tightness, decreasad mobility, rhabdomyolysis, musculoskeletal
stiffness, pain in extremity, muscle spasms

Nearvous Systerm Disorders; coordination abnormal, speech disorder, hypokinesia,
hypotonia, myoclonus, akinasia, bradykinesiz, choreoathetosis

Psychiatric Ofsordsrs: (oss of libldo, suicide atiempl, hostility, libido increased,
angsr, anorgasmia, delirlum, intentional salf injury, completed suicide, tic, homicidal
ideation, calatonia, sleep walking

Renal and Urinary Disorders: urinary retsntion, palyuria, nocturia

Reproductive System and Breasi Disorders; menstrualion irreguiar, ersciie
dyslunction, amenorrhea, breast pain, gynecomastia, priapism

Raspfratory, Thoracic, and Madlastinal Disorders: nasal congestion, dyspnsa,
pharyngolaryngaal pain, cough

Skin and Subcutaneous Ticsue Disorders; rash (including srytiematous, exfoliative,
generalized, macular, mar.ulug pular, papular rash; acneilorm, aliargic, contacl,
exlollative, seborrhaic dermatitis, neuro fitis, and drug eruption), hyperhidrosis,
prurlius, photosensitivity reaclion, alopacia, uriicariz

6.2 Posimarksting Exparlancs

Ths following adverse raactlons have besn Idantifiad during post-approval use of oral
aripiprazale or ABILIFY MAINTENA, Bacausa these raactions are reporied voluntarily
from a population of uneariain size, it /s nol always possile (o reliaoly sstimate
their fraquency or establish a causal relationship to drug exposure: ccourrencas
of allergic reaction (anaphylackic reaction, angiosdema, laryngospasm, pruritus/
urticarla, or oropharyngea spasm), paihological gambling, hiccups and bigod
glucese fuctuation.

7  DRUG INTERACTIONS

7.1 Drogs Having Clinigally imporiast intsractions wilh ABILIFY MAINTENA

Tahle 8; Clinlcally Imporiant Drug Inleraclions wilh ABILIFY MAINTENA:

Concomitant
Drug Nama or Clinical Halionals Cinlcal Recommendation
|__Drup Class
With concomitant use of
o CYP3RA. | e concomiant se croral [ ABILIFY MAINTENA witn
Imhoanamﬁ)lhr aripiprazole wilh srong a strong GYP3Ad4 inhibitor
siongCYP2og | Y7 3A4 or CYP2DG inhibitors - | or CYPZDE Inhiitor for
Inhloltors (e.g. increased the axposura of more than 14 days, reduce
oo | SR | e o
i tvxertinie) (123)) ADI:?M&THAT:M {2.3)].
The concambtent use of cral Avold use of ABILIFY
Strong CYP2A4 | aripiprazole and carbamazepina m in m?nmf}lgﬂ%’thar
Inucers {e.g., | docruased ihe exposure of inducars of CYP3Ad for greater
carba ne) | arlplprazole fsee CLIMICAL than 14 davs [ses GGSA%E
PHARMACOLOGY (12.3)] WD Ao & 3,
Duz la il$ alpha adrenargic
Antitypertensive | 2nf2ganism. arplprazole ot
Drugs has o poleniel 0 STANCe. | oo WARNINGS AND
antihyperiansive agents. CAUTIONS (5.7))
Tne intensity of sadation was
greater with tha combination of
orzl aripiprazole and lorazspam
asm?erg;ol,:w Th : Monitor sadation and bl
o with ariplprazols alone, The i on and bload
ﬁ”ﬁmﬁ ortostatic hypolnsion pressure. Adjust dose
B observad was greater with the | zcoordingly.
combination as comparet ko
that observed with lorazspam
alona [ssg WARNINGS AND
P UTIONS (5.7))].
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7.2 Drugs Having No Gllnicaily important Interactions with ABILIFY MAINTENA

Basad on pharmacokinetic studies with oral aripiprazole, no doszge adjustment of
ABILIFY MAINTENA Is raquired whan adminisiarsd concomitantly with famotidine,
valproate, lithium, lorazepam [sse CLINICAL PHARMACOLOGY (12.5)]

In addition, no dosage adjustment I nagessary for subsirates of CYP2DE (e.g.,
dextromethornhan, fluoxsting, paraxeting, or vaniafaxing), CYP2C8 (a.¢., warfarin),
CYP2(19 (e.g., omaprazole, warlarin}, or CYP3A4 (s.9.. dextrematnorphan) whan
co-administered with ABILIFY MAINTENA. Addilionally, nc dosage adjustmsnt
Is necassary tfor valpreats, lithium, [amotrigine, loraze
??é‘ag}.}'llnlstered with ABILIFY MAINTENA. [ses CLINMICAL A

] USE IN SPECIFIC POPULATIONS

8.1 Prognancy

Pragnancy Exposure Reglstry

There |s a pragnancy exposure registry that monitors pragnancy outcomes in
women exposad o ABELIW during nancy. For mors inlum!aﬂ?on contact the
Nartlonal Pregnancy Reglstry for Ag cal Antipsychotics at 1-836-861-2388 or visit
hrtp:/Awomensioentalhealth.org/clinical-and-rasearch-programe/pregnancyrsgistrv/.
Risk Summary

Neonates exposed to antipsyshotic drugs, including ABILIFY MAINTENA,
during the third trimaster of pragnancy are at risk for extrapyramidal and/or
withirawal symptoms. There are Insuffioient data with ABILIFY MAINTENA use
in pregnanl woman to Inform & drug-assoclated risk. In animal raproduction
gtidles, aral and Intravenaus arlpl le administralion during organogenesls
in rals and/or rabbits at doses 10 and 11 times, respectively, Lhe maximum
racommended human dose {(MRHD) produced fstal death, decreasac
fetal wsight, undescended testicles, dalayed skalstal osslflcatlon, skeletal
abnormalilies, and dlaphragmatic hemla. Oral and Intravenous aripiprazole
administration during the pre- and post-natal perlod In rals at doses
10 times the maximum racommanded human dese (MAHD) produced prolongad
estatian, stillbirths, decreased pup wni_\gm and decraagsed pup survival. Consider
the beneits and risks of ABILIFY MAINTENA and possible risks to the felus whan
prescribing ABILIFY MAINTENA lo a pregnant weornan. Advise pragnant women of
potentlal fetal risk.

The backaround risk of major birth defects and miscarriage (or the Indlcatad
papulalion are unknown. In the LS. general fumjlaﬂnn. the estimated background
risk of ma#'or birlh dafects and miscarriage n clinically recognized pragnanches is
2-4% and 15-20%, respectively.

Clinlcal Conzidaralions
Folal/Neonatal Adverss Reaclions

Extrapyramidal and/or withdrawal symptoms, Including agitation, hympenonia.
hypotonia, tramor, somnolence, respiratory disiress fesding cisorder nave
baen reported In neonates who wera exposed to antipsychotic drugs {Including
oral aripiprazole) during the third lrimestr of pregnancy. Thesa symptoms nave
varled [h severlly. Some neonatas racovarad within hours or days without specific
traaiment; others requlred prolonged hospitalization. Monitor neonates exhibil

exirapyramidal and/or withdrawal symptoms and manage symplome approprialely.

Animal Data

In anlmal studies, aripiprazole demonsirated developmental toxicily, Including
possible teratogenic sifects In rats and rabbite.

Pregnant rats were treated with oral doses of 3, 10, and 30 m which are
approximately 1 to 10 times the maximum recommended human cose [MAHD] of
30 mp/day on m* Dasis of ariplprazole during the paricd ol organogenesis,
Treatment at the highest dose caused a slight prolongaticn of gestation and defay In
fatal devalopment, a8 evidanced by decreasad fatal Nt and undescendad (esles.
Delayed skeletal ossification was obsarved at 3 and 10 times the oral MRHD on
m/nt basis,

At 8 anc 10 tmes the oral MRHD on mo/m? basis, deliversd ofispring had
decreased body weighls. Increased Incidences of hapatodiaphrapmatic nodufes
and diaphragmatic hernla were observed In m[sgring trom the highest dose group
(the other dose groups were not examined for thess lndin ﬂs . Pastnataily, delsyed
vaginal opening was seen at 3 and 10 times the oral MRHD on 5 and
impaired réproductive performance (decreasad fertllity rate, corpora [ulsa, implants,
live fetuses, and increased post-implaniation loss, likely medlated thraugh effsols an
fernala offgpring) along wilh soma maternal toxicily were seen at the highest cose;
however, thare was ng evidence to suggest that these develapmantal atfscls ware
secondary to maternal toxicily.

In pregnant rats treatad with aripiprazole imravenuusy at doses ol 3, 8, and 27 mg/
m’:lw. which are 1 to 9 times the aral MRHD on mg/m? basis, during the period of
organogenesls, decreasad fetal weight and dalayed skeletal ossl

the highest dose which also caused matsmal toxicily.

In pregnent raibits treated with araldases af 10, 30, and 100 ma/kg/day whichars 210
11 times human exposura al the gral MRHC based on AUC and B Lo 85 times the oral
MRHD of aripiprazola on m/m? basis during the period of organogenesis, decraased
materngl food consumplion and increased abortions were seen al the highest dose
as wall as ingreased fatal mortality. Decreased f=tal weight and increased incidence of
tused sternebras wers observed at 3 and 11 times the MRHD based on AUC.

fication were sean at

, or serlralire when
HARMACOLOGY
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Iwr?mnt rabbits recaiving aripiprazols injection intravenously at doses of 3, 10,
and 30 mg/kg/day, which are 2 to 19 times the oral MRHD cn mg/m? basis during the
perlod of organogenasis, the highest dose causad pronounced maternal to that
resulted in decreased fatal waight, increasad felal abnormalifias (primarily skelefal),
and dacreasad fatal skelel2] ogeification, The fetai nc-effacl dose was 5 times the
huwn;a]g gaxgusure at the crai MAHD basad on AUC and is 6 times the oral MRHD on
m s.

In rats treated with oral doses of 3, 10, and 30 mp/kg/day, which are 1 to 10 times the
oral MAHD of allpclﬁramls On a mg/m? basis, peri- and posi-natally {from day 17 of
gestation through day 21 postpammt% slight maternal tuncll\{,and slighlly prolonged
geslation wera sean at Lhe highast dosa. An increase In stilibirths and decreases In
pup wslght (persisting into aculthood) and survival ware also seen at this dose.

In rals traated with arlpiprazols intravenously at doses of 3, 8, and 20 mamgut_iay
which are 1 1o 6 times the cral MRHD on mg/m? basis [rom day € of gestation
U(HL}EI:SH day 20 mgmtpanum. Increased stilibirthe were ssan at 3 and 6 times tha
7] on mg/m* basls, and dscregses In early postnatal pup welght and survival
were 32en a1 the highest dose; thess dosas produced some maternal toxicity. Thars
were no effects on postnatal behavioral and raproductive development.

8.2 Lactation
Risk Summary

Arlplprazale Is present In human braast mill howevar, thera ars Insufflcient data 1o
238833 the amount In human milk, the allests on the breastfed infant, or the affects
on milk production. The devalopment and health baneftz of breastfeading should

be considered along with the mather's clinical nead for ABILIFY MAINTENA and any
patential adverse 18 on the breastied infant from ABILIFY MAINTENA or from the
underlying maternal oondition.

6.4 Padiairic Use

ABILIFY MAINTENA has not bean studled in children 18 years of aga or younger.
However, juvenile animal studies have been conducted in rats and dogs.

Joveniie Animal Studies

A;islrramle In juvenile rats caused mortality, CNS clinical slgns, Impalred memory
and learing, and delayed sexual maturation when administerad al oral doses of
10, 20, 40 mg/kg/day from weaning (21 davs old) through wmaturlty (80 days
old). At 40 mg/kgrday, mortality, decreased activity, splayed hind limbs, hunched
posture, ataxia, remors and cthar CNS signa were observed In both genders. In
addition, delayed sexual maturation was observsd n males. At all doses and In a
dose-dependent manner, impaired memory and learning, Increased motor activity,
and histopathology changes in the pituliary {l!mphy?, adranals (adremcnn]mi
hypertrophy), mammary glands {%mlasla and Increased secretion), and female
reproductive organs (vaginal mucification, endometrlal alrophy, decrsase In ovarlan
corpora |ulea) were nbserved. The changes in lemala reproductive orpans were
considerad secondary to Lhe Increase In prolactin serum levels. A No Observed
Adverse Effact Leval (NOAEL) could nof be determined and, at the lowest tested dose of
10 ma/kg/day, there i no safely marpin relalive to the syslamia exposures (AUC0-24)
tor aripiprazole or its major active melabalite in adolescents af the mEximum
recammended petialric dose of 15 mo/day. All drug-related elfscts ware reversible
aftar a 2-month recovery period, and most of tha drug effects inv juvenile rals were
alzo observed i adul! rals from previously conducted studies.

Aripiprazole in juvenile doge (2 months old) caused CNS clinical gigns of tremors
hymacii\.-ig, ataxia, recumbency and limited us2 of hind mbs when administere

orglly for 6 manths at 3, 10 mg‘kg,'d?. Mean hody weight and weight pain
were decreased up lo 18% in lemalss in all ruf) groups relative to cantrol values. A
NOAEL could not be datermined and, at the lowest tasted dose of 3 mo/kg/day, there
i$ no salely margin relative to e systemic exposures (ALICO-24) for zripiprazale or
its major active metabylite in adolescents at the maximum recammendec pediglric
dose on'iJ' 15 mo/day. All drug-rélated effecls were réversible after a 2-month recovery
period.

B.8 Qerlatric Uss

Clinical studles of oral aripiprazole did nol include sufficlent numbers of subjects
aged 65 and over to delerming whether they respond dillerenlly Irem yaunger

subjeets. Other ranarted clinical exguriem:_e and pharmacokingtic data (see CLIVICAL
AMACOLOGY (72.3)) have not Idantified ditfergncss in responses belween the
slderly and younger palignts. In general, dose selaction lor an elderly paliant should

bs cautlous, usually starfing at the low anc of ihe dosing range, reflacting 1he greater
frequency of decreasad hepatic, ranal, or cardizc function, and of concomitant dissase
or other drug tharapy.

In single-cose and muitipie-dose pharmacokinetic studies, there was no detectable

age elfect in Ihe populalion g rmacokinetic amgms of oral arigiprazole in

schizophrenta palionis [see CLIN/CAL P aey (7{0.2{, dosage

adjustments are rscommendsd bassd on age alone, ABILIFY NTENA is not

ngrwad for the treatmant of ts with dementia-ralaled psychosls fsee afse
XED WARNING and WARNINGS AND PRECAUTIONS (5.1)].

8.6 CYF2D6 Ppor Meiabolizars

Dosags adjustment |s recommended In known CYP206 poor metabollzers dus
high aripiprazole concentrations. Appreximately 8% of Caucasians and 3-8% of
Black/African Arnerlcans cannot melabolize CYP2D6 substrates and 2re classifled as
poor metabollzers }PM fsae DOSAGE AND ADMINISTRATION (2.3) and CLINICAL
PHARMACOLOGY (12.3)].
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8.7 Hepatic and Renal impalrmenl

Mo dosage adjustment for ABILIFY MAINTENA is required on the basis of a patient's

hepatlc function ’mild, to savere hepatic impairmgni, Child-Pugh score between 5

and 15}, or renal function (mild to severs rengl impairment, glomerular filtration rate

betwasn 15 and 90 mL/minute) see CLINICAL PHARMACOLOGY (12.3)}.

8.8  Othar Spaciiic Populalions

Mo dosage adjustmant for ABILIFY MAINTENA is required on the basis of 2 patlent's

s8¥, rgce, or smoking statys fsee CLINICAL PHARMACOLOBY (12.3)).

10 OVERDOSAGE

10.1 Human Experiencs

The largest known case of acute ingeslion with 2 known cutcame involved 1260 mg

of oral aripiprazols (42 imes the maximum recommended daily dose) in a patient

who fuily recovered.

Commen adverse reactions (reported in at least 5% of all overdoss cases) reported

wilh oral aripiprazole gverdosage (alona or in combinglion with other su ces

include vomniting, somnolencs, and tremor. Other clinically important signs an

ﬁmptnms observed In one or more palisnls with aripiprazols overdoses (alone or
Ifi other substances) include acidosis, aggression, ssgartale aminotransierass

increased, atrial tibrillation, bradycardia, coma, confustonal state, convulsion, blpod

creatine pnosphokinase Incraased, depressed level of conscigusness, hypariension,

h‘pul{alamla, patension, lsthargy, loss of consciousness, RS comglex prolenged,

gﬂ prolonged, onsumonia aspiratien, respiraiory arrest, sialus epilepticus, and

10.2 Management of Overdosage

hycardla.
!‘na ggae of overdosage, call the Polscn Control Canter Immediatsly at 1-800-222-

11 DEGCRIPTION

iprazole Is an afypicat antipsychofic which is present in ABILIFY MAINTENA as ils

ﬁmhydram pﬁmhk lorm. Ariplgrazo'e monahydrate is 7- 4-{4%2,3—dichm~

E}hemﬂ)ﬂ- prazinyl] butoxy]-3.4 dinydrocarbostyrll monghyg The empincal

rmula iE;gl,,l:I-{,,;l?li H.0 and iis molecular welght is 466.40. The chemical slruclurais:
Cl

; o O’C:QJ%
T
CH,C
OOronanoncno~y

ABILIFY MAINTENA
avallable in 400-mg or
I’J‘;r?nﬂﬂl-gp _slrnnggswia“lsabm labeled ‘ésgg
Ipiprazaole). M&d
300 mg gtren th products, respucﬂwglé.l-

ipiprazale) is an extendgd-release injecleble suspension

mq sirength pre-filled dual chamber syringes and 400-mg
ths are caloulated based on the anhydrous

r administarad ﬁosnl] for 400 mg and
nclude carboxymethyl celluloss sodium
2 mg and 62,4 mg), sodium phosphale
.11 mo) and sodium hydroxide (pH adjuster).

(16.64 mg 12,48 mg), mannitol
menobasio monohydrate (1.48 mg and
12 CLINIGAL PHARMACOLDGY
12.1 WMeghanism of Aclion

ThE m!rr:ﬂchanis.m of action ¢l aripiprazole in the treatment of schizophrenia Is
unknown,

However, the affleacy of arlplprazale may be medlated through a combination of
partial agenist activify at Dy and 5-HTw recaplors and antagonist activity at 5-HTza
recaplors, Actions al receptors cther than Dy, 5-HT.s, and 5-HT; may sxplain some
of the olher adversa reactions of aripiprazols (e.0., the orthostatic hypolension
observed wiith aripiprazols may be explainad by its antagonist activity at adranergic
alpha, receplors).

12.2 Pharmacodynamics

Aripi le exhibite high a'finity for dopamina Os and Ds, Serofonin 5-HT, and
5-HTzs receptors (K, values of 0.34 nM, 0.8 i, 1.7 niV, and 3.4 nM, respsctivaly),
moderate a Irdl?r for dopamine Ds, serotonin 5-HTs; and 5-HT, aipha.-admnwg‘
and hislamine H: recepiars (K valuas of 44 nM, 13 nM, 38 nM, 57 n4, and 61 nid,
raspectively), and modsrate affinlty for the ssrotonin reuptzke site (K=38 nbd).
Arlpiprazole has no appreclable affinily ior cholinergic muscarinic receplors
%ICWWDD nM). Aripiprazole functions as a partial agonist al the doparnine D and
he serotonin §-HT . receplors, 2nd a2 an anlagoniat at serctonin 5-HT. recaptor,
Aicohol

There was na significant diffarsnce betwesn oral ariplprazols co-zdministarad
with sthanol and placebo co-administered wilh sthanol on pertormance of gross

mator skills or stimulus rasponsa In healthy subjacts, As with most psychoactive
ﬂ%ﬁgﬁs patisnis should be advised to avoid alcohol while taking ABILIFY

12.3 Pharmacokineflcs

ABILIFY MAINTENA activity is presumably primarily due to the parent drug,
aripiprazole, and fo a lesser extenl, to its major metabolite, dehydre-aripiprazole,
which has been shown to have affinities for D, receptors similar 1o the parant drug
and reprezents about 29% of the parent drug éxposure In plasma.

Aripiprazale absorption into (he systamic clirculation Is slow and prolonged following
Intramuscular (njeotion dus to low solybility of aripi | particles, Following a
single dose administration of ABILIFY MAINTENA in the deltoid and gluteal muscle,
the axtent of absorptlon (AUC, AUGss) of amigrazale was similar for both injaction
sites, but the rate of absorption (lCmax was 31% higher following administration
lp the deltoid compared to the gluleal sits. However, at steady state, AUC and Cmax
ware similar for bath sites of Injection. Following multiple Intramuscular dosas,

10
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the plasma concentrations of aripiprazole graduslly rise 1o maximum plasma
cencentrations at a madlan Ty, of 5 - 7 days for the gliteal muscle and 4 cays for the
deltcld muscia. After gluteal administration, tha mean apparent ariplprazols terminal
glimination half-lile was 29.8 days and 46.3 days after mullipls injections for every
4-week Injsction of ABILIFY MAINTENA 300 mg and 400 mg, respectively. Slea
stats concentratigns for tha typical subject wers attainad by the fourth dose for bo
sites of administration. Approximate dose-propertional ncreases in aripiprazole
and dshydro-aripiprazole exposuré were obServed after every four week ABILIFY
MAINTENA injections of 300 ma and 400 mq.
Elimination of atiplprazoie Is malnly through hepatic metaballsm Involving two P450
mas, CYP2D6 and CYPJIA4. Ariplprazale Is not a subsirate of CYP1A1, GYP1A2,
CYP2Ag, CvP2B6, CYP2C8, CYP2CO, CYP2C19, or CYP2ET enzymes. Aripiprazole also
does not undergo direct glucurondation.

Drug Intsraction Studles

No specific drug intaraction studies have bean performad with ASILIFY MAINTERA.
The information balow is ¢btained from studies with oral aripiprazole,

Elfects of other drugs on the exposures of aripiﬁ’mmle and denydro-aripiprazole ars
summarized i Figure 19 and Figure 20, respeolively. Based on simulation, a 4.5-fold
Increase in mean Cmax and AUC vaiues at ateaﬂmma I3 expacted when extensive
metabollzars of CYP2D6 are admin/stered with both strong CYP2DEG and CYP2A4
inhibitors. After oral administration, a 3-fold Increase [n mean Gmax and AUG values
%ﬁea ﬁﬁ?lh expectad In poor metabolizars of CYP2DE administered with sirong

Ors.

Flgurs 19: The atfecls of ather drugs on aripliprazele pharmacokinallcs
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Figure 20: The effeats of oiher drugs on dehydru-arlpiprazole phannacokinglics
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Tha affects of ABILIFY on the exposures of other drugs are summarized in Figure 21,
A oopulation PK analysis in patlents with major deprassive disorder showed no
substantlal change In plasma corcontrations of fluoxating (023 mag/day or 40 mg/cay),
parcxeting CR (37.5 mo/day or 50 mg/day), or sertraline {100 mg/day or 150 mg/day)
dosed lo sleady-state. The steady-state plasma concentrations ¢f fluoxstine and
norflusxetine increased by about 18% and 38%, respectively, and concentrations
of paroxetine decreased by about 27%. The steady-state plasma concenirations
of 3eriraling and deamethy|sertraline were nol subslant’ally changzd when these
antidepressani therapies were coadminisiered with ariplprazole.
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Flgura 21: The sffecis of oral aripiprazole on pharmacokinetics of other drugs
Eftgct af aniilfy an Other Drugs
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Studles in Spacliic Papulations

Mo specific pharmacokinstic studies have bssn parformed with ABILIFY MAINTENA
in specific populationg, All the information I obtalned from studles with oral
re-ariplprazole In fic populations are

aripiprazole.
Exposures of arpiprazola and de%d
summarized in Figure 22 and Figure 23, respeclively. [ addltion, in ¢ patients
(10 1o 17 years of age) adminislerad with oral arq:lprazole (20 mg lo 30 mg). the
body weight tarrecled aripiprazele elearance was simllar o the adults.
Flgurs 22: Etfacls of lalringic Iactors on aripiprazole pharmacokinolics

Spacial Populslions
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Figure 23: Effects of Intrinelc lactars an dehydro-ariplprazole pharmacakinefics:
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13 NONGLINICAL TOXICOLOAY

13.1 Carcinogenasis, Mulagenests, Impalrmant of Fertility

Carcinogencsis

Lifetime sarcinogeniclly studles were conducted In {CR mics, Sprague-Dawley (5D
rate, and F344 rats. Aripiprazole was adminfstersd for 2 vears in Ihe diet at doses

1, 3,10, and 30 mu!kgkif%lu IGR mige and 1, 3, and 10 mo/ko/day to F344 rals
0.2 to 6 times and 0.3 fo 3 times the maximum racommended humzn dose
MRHD] based on mg/m?, resgectively}. In addition, SD rals were dosed orall
ar 2 ygars at 10, 20, 40, and 60 my/kg/day (3 1o 19 times the MRHD bas
on mg/m?). Aripiprazale did not induce tumors in male mice or male rats, In
female mice, the Incidences of pliultary gland adsnomas and mammary gland
adanovarcinomas and adenpacanthomas were Increased at dieftary doses of
d10 30 m%kg.rday 0.1 to 0.9 times human axposurs al MRHD based on AUC
and 0.5 to 5 times the MRHD based on mg/mé). In Temale rats, the incidence of
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mammary gland flbroadenomas was Increased at a dlstary dose of 10 mg/kg/day
{0.1 times human exposure 2t MRHD based an AUC and 3 times the MRHD bassd on
%), and the incidencss of adrenocortics! carcinomas and combingd adrenocariical
adsnomas/carcinomas were Increasad at an oral dose of 60 m%rl;gé‘day (14 timss
human expasure at MRHD based on AUC and 19 times the MRHD based on mg/m?).

Praliferative changes in the pituitary and mammary gland of radents have been
obssrved following chronic administration ol other antipsycholic agents and are
consldered profactin-medlated. Serum prolactin was not measured in the arlpiprazcle
carcinoganiclty studiss. Howaver, Increases in Serum prolactin levals were obsarved
in lgmale mice in a 13-week Cigtary stucy at the doses associated with mammary
land and J:iwitary tumors. Serum prolactin wae not Increasad In female rats In
-week and 13-week dislary sludies at the dose associatad with mammaty gland
tumors, Tha relevancs for human risk of the findIngs of prolactin-mediated endocrine
tumors in rodents Is unknown.
Mutagenasis
Tha mutagenic potential of arlpiprazole was tosted in the /n vilro bacterial reverse-
mutation assay, the #n wifro bactsrial DNA rapalr assay, the in vilro forward gena
mutation agsay In mouss %mphnmn cells, the /n witro chromosomal 2berration assay
in Chinese hamster lung (CHL) cells, the # vive micronuelsus agsay in mice, and the
unschedulsd DA synthesis assay in rats. Aripiprazols and 2 metabolile (2,3-DCPF)
wers clastogsnic In the in vifro chromosomai absrration assay In CHL cells with
and without metabalic activation. The metabolite, 2,3-DCPF, produced Increases in
numsrical absrrations in the /7 vitro assay in CHL ce!is in the absanca ol melapolic
activation. A positive response was obtainad [n the in wvo micronuc!eus assay in
mir:a; haowaver, the response was due to a machanism not considerad relevant 10
mans.
impairment of Fertifity
Female rats were Ireated with oral doses of 2, B, and 20 mg/kg/day (0.6, 2, and
6 times the maximum recommended human dase [MAHD] ¢n a mg/m* basls) of
aripiprazole from 2 weeks prior ko mating through day 7 of gesfation. Estrus eycle
irregularities and Increased corpora lutea were seen af all doses, but no Imoairmsnt
of fertility veas seen. Increased pre-implantation lass was seen at 6 and 20 my/kg/day
and decreased fetai weight was seen at 20 mg/kp/day.

Male rats vigre treated with oral doses of 20, 40, and 50 mgfkg/day (6, 13, and 19
limes Lhe MRHD on a mg/m? basts) of ariplprazole from 9 waeks prior (o mating
through maticg, Disturbancas In sparmatoganssls were sean at 80 mo/kg and
prosiate alrophy was seen at 40 and 60 ma/fig, but no impaiment of fertility was
BEen.

13.2 Animal Toxlcalogy and/or Pharmacology

Oral Aripiprezoie

Aripiprazole produced refinal degeneraticn in albina rate in a 26-week ohronic
toxicity study al a dose of §0 mﬁr‘tq and in 8 2-year carcinoganici at doses of
40 and 80 mg/kg. The 4¢ and € ‘day doses ara 13 anc 19 ttmes the maximum
recommanded human dose (MR g based on mp/m? and 7 to 14 tmes human
exposure at MRHD based on AUC. Evaluation gl the retinas of albing mice and of
mankeys did not reveal svidencs of retinal degenaration. Additional studies to further
evaluats the mechanism have not been performed. Tha relevansa of this finding to
human risk IS unknown.

inframusciar Aripiprazoie

The toxicologleal profile for ariplprazole administared {0 expsrimantal animals by
Intramuscular injection is ganerally similar 10 that seen following oral administration
at comparable plasma levels of the drug. With intramuscular Injectlon, howeyar,
injaction-site tissue reactions ars observad that consist of logalized inflammation,
swalling, scabbing and foreign-body reaclions to daposited drug. These effects
gmdumy resclved with discontinuation of dosing.

Altar 26 weeks of lrsaiment in rats, the no-observed-adverse-elfact level (NOAEL)
was 50 mg/kg in male rats and 100 mg/kg in [emale rals, which are approximately
1 and 2 timas, respactizely, the maximum racommended human 4C0 mg dose of
aripiprazols extandad-release injectable sugpénsion on a mg/m? body surface aréa. At
the NOAEL in rats, the AUCrs values were 14.4 pgeh/mL in males anc 104.1 pg-h/mL
in females. In dogs at 52 wees of treatment &t the NOAEL of 40 mg/kg, which
is approximately 3 times the MRHD (400 mg] on a mg/m* body surface area, the
AUC:, values wara aﬂnm!mau 59 pp-h/ml In males and 44 pp-ivmL in lgmalas.
In patients at the MAHD of 400 mg, tha AUC< (0-28 daysel was 163 pg:h/mL. For
comparison to this human AU, extrapolating the animal AUC-; values to an AUCzs
results in AUCxa values of approximataly 55 and 416 pg-h/mL for male and famale
rats, respactivaly, and 236 and 175 pgh/mL for mais and famale dogs, respactively.
14 CLINICAL STUDIES

The sflicacy of ABILIFY MAINTENA for lreatment of schizophrenia was established

m

« (ne short-term (12-week), randomized, double-blind, placebo-controded trial In
scutely relapsed adulls, Pratocol 31-12-291 (Study 1)

* One longer-tarm, doubls-bling, placebo-controlled, randomized-withdrawal
(malntenance) trial In aduits, Protocol 31-07-24€ (Study 2),

Short-Tetm Efficacy

In the shori-term (12-week), randomized, doubls-blind, placebo-controlled trizl

in acutslil relapsed adults (Study 1), lhe mm mgasurs used for assessing

sxcmhlall ¢ signs and symploms wag the ve anc Negatlve Syndrome Scale
?P 55). The PANSS (s a 30 Item scale that measures pasllive symploms of
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gchlzophrenls (7 Items), negatlve symptoms of schizo
peychopathology (16 ilems), each raled on a seale of
PANSS scoras range from 30 tp 210. The primary en
baseling in PANSS (otal score o week 10.

The inclusion criteria for this short-term Irial included adult inpatients who mat
DSM-|V-TR critaria lor schizophrenia, In addition, all patients snlering the trial must
have experlancad an acule psychotic eplsoda as dsfined by boih P Total Score
280 and a PANSS score of >4 on each of four specific psychotic symptoms {conceptual
disarganization, hallucinatory behavior, suspiclousnass/pereaculion, unusual thought
contant) at smanir@ and baseling, Tha ksy swnmalg endpaint was the changa from
baseling in Clinlcal Global Impresslon-Sevearily (CGI-5) assassment scale to woek 10,
Tha GGI-S rates tha severlty of mantal liness on a scala of 1 (normal) to 7 (among
the mast sxtremely (ll) based on the total olinical experience of tha rater In treazing
patlents with schizophrenia. Fatlents had a mean PANSS total score of 103 (ranga §
to 144) and a CGI-5 scors of 5.2 (markedly ilf) at entry.

In thiz 12-week study (n=339) comparing ABILIFY MAINTENA (n=167) to placebo
Bn-‘l 72), patienis were administerad 400 mg ABILIFY MAINTENA or placeba on d
, 28, and 56. The dose could be adjusie

renia (7 tems), and ganeral
éabamt) 107 (extrema}; total
point was the change trom

down and up within the range of 400
te 300 mg on a one lime basis. ABILIFY MAINTENA was sugerior to placebo in
improving the PANSS tolal score at lhe end of weak 10 (sec Tablz 9).

Tebie 8: Schizaphrenla Short-tarm Study
Primary Efticacy Measure: PANSS Tolal Scora
&t LS Maan
mﬁr Trealreal Group nm' |I:hama from| Placebo-subtragiay
Scora (SD) Bassllne | Ditference® (85% Ci)
{SE)
ABILIFY MAINTEMA 1024
sy 1 (40015300 mg) (11.4) -26.8(1.8) | -15.1 (-194, -10.8}
1034
Placebo (11.4) -11.7 (1.8) -

SD: standard deviation; SE: standard error; LS Mean: least-squares maan; Cl:
unadjusiad contidence interval,
* Diffzrence (drug minus placeba) ia least-squares mean change from basellne,

The changa [n PANSS total score by weak {a shown In Figure 24. ABILIFY MAINTENA
also showsd Improvement In symptoms repressnied by CGI-S score mean change
from baseting (o weeX 10, The results oi exploratory subgroup an]:l!ms gencar,
race, age, alhnicily, and BMI werg similar to tha results of the gverall population.

Figura 23:  Waekiy PANSS Tolal Scora-Change In the 12-Waek, Placaho-
Cantralled Study with ABILIFY NA
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Longer-Tarm Efficacy

Tha efficacy of ABILIFY MAINTENA Ir maintaining symptomatic comirgl in

schizophrenia was established in a doubls-blind, placebo-controlied, randomized-

wilhdrawal trial in adult patients (Study 2) who me! DSM-IV-TR criteria for
schizophrenia and who were being ireated with at least one antiysychatic medication.

Patiants had at least 2 3-year history of illness and a history of ralapse or symptom

exacerbation when not recelving antipaychotic treatmant,

In addition to the PANSS and CGI-3, clinical ratings during this frial Includad the:

+ Clinical Global Imprassion-improvemsnt (CGI-I) scals, a scals of 1 (very much
mpCrI%\_rad) wd? (very much worse) based on Lhe change Irom baseling in clinical
cendition an

+ Clinical Global Impression-Severity of Suicide (CEI-5S) scale, which is comprised ol
2 parts: Part 1 rales the severily of suicidal thoughls and behavior on a scale of 1
;ml at all suicidal) lo 5 (altempled sulcide) based on the most severe leval In the las!

days from all information avallablz to the rater and Part 2 rates the changa from
bassline In sulcidal thoughts and bahavics on a scale of 1 {very much Improved} to
7 (very much worse).
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ABILIFY MAINTENA® (a1lplprazole)

This wial includsd:
* A4 to @ week open-label, oral conversion phase for patients on antipsychotlc
medications other than anpiprazole, A tolal of 633 patients snterad lhis phass,
An gpen-label, oral aripiprazote stabilizshon phasa (targst dosa of 10 mg to
30 mg once deily). A tolal of 710 palients entered this phase. Palients were 18 to
60 yaars old (mean 40 yaars) and 60% ware mzla. The mean PANSS total score
was 66 {rar%? 33 16 124). The mean CGI-5 scora wag 3.5 (mildly Lo moderately
(I}, Prlor ta ths naxt phase, stabllization was raquired. Stabllization was dsfinad
as having all of the following for four consecutive weeks: an outpatlent status,
PANGS total scoro 580, CGI-5 24 (moderataly 1), and CGI-5S scora 52 ’mﬂdt}'
SUICIEHI on Part 1 and <5 {minimally worsanad) on Part 2; and 2 score of <4 on
gach of the following PANSS items; congeptual disorganization, suspiciousness,
nallucinatory behavior, and unusyal Inought contant.
A minimym 12-week oncontrollag, singla-biind ABILIFY MAINTENA
stabilization phase (lraatment with 400 mg of ABILIFY MAINTENA given every
4 waeks In conjunction wilh &ral aripi ramiﬁlm m( to 20 mg/cay] for the
first 2 weels). The dose of ABILIFY MAINTENA may have been decreased to
300 mg due o adverse reactlens. A total of 576 patients antared this phase.
The mean PANSS (otal soore was 59 {range 30 to 80} and the maan CG1-5
scora was 3.2 (mildly |l|2. Prior to the nax! phass, stabillzation was required
(58 abova for the dzfinillon of siabllization) for 12 consecutiva waaks.
A dnuue-hlimflmbo-ccntmﬂod randemizad-wilhdrawal phase to cbssrvs lor
rejapse (definad below). Atotal of 403 patignts waere randomizad 211 to the same
dose of ABILIFY MAINTENA thay were raceiving at the end of the slabilization
ase, (400 mg or 300 mg administered once every 4 weeks) or placebo.
atients had a mean PANSS Intal s2are of 55 (r2nge 31 to B0) and a CGI-S score
of 2.%mlldty I} at antry. The dose could be adjustad up and down or down and
up within the range of 300 1o 400 mg on a one time basis,
The nﬂmarg afficacy endpoint was time Irom rancomization 1o ralapsa. Relapsa was
dafined as the first occurrence of one or more of the followlng critarla:
*  GGH ol 35 (minimally worse) and
1. an increase on any of ths lollowing individual PARSS items {conceptual
disorganization, hallucinatory behavior, suspiticusness, unusual thought
contant) to a score >4 with an abaolute Increase ot 2 an that specific
item since randomization or
. an increasé on any of 1he Tollowing Individual PANSS itsms {conceptual
disorganization, hallucinatory behavier, suspiclousnass, unusual thought
conteal) to a score >4 and an abeolute increase 24 on the combined
laur PANSS ilems (concgptual disorganization, hallucinalgry behaviar,
suspisiougness, unusual thought content) since randomization
italization dus lo worsening of hetic mg (including partial
hiH?g!'lajiza!]on}. but axcluding h?&plialfagfm br;ysyé%oﬁlél ramong "
CGI-55 of 4 (saveraly sulcldal) or § {atiemplad sulcide) on Parl 1 andfor 6
{much worsa) or 7 (very much wores) on Part 2, or
Viplgnt bahavior resulting In clinically significant self-injury, Infury to another
patrson. or property damage, i -
A pre-planned interim analysis demonstrated a stztistically significan nger time
to relapss in patients randomized to the ABILIFY MAEII‘FENE. group compared to
sbo-treated patlents and the trial was subseguantly terminated early because
malntenanca of efficacy was demonstrated. The final amalysls dsmonstrated a
stalistically significantly longar time fo relapss In patiemts randomizad o the ABILIFY
MAINTENA group than compared to placsbo-ireated patiants. The Kaplan-Msler
curves of the cumulalive Ig? ion of patlents with relapsa during the double-blind

irgatment phase for ABIL NTENA and placeho groups are shown in Figure 25.
Figurs 26 Kaplan-Melsr Estimation of Cumulative Proporilon of Patlents
with Relapse’
e,

106 155 e H 90
Time (o relapss (days from rencomization)
- AbliHy Maldteno (neRE0) — Prosabis (ne1d4)

*This Nigure Is based on a {otal of 80 relapse avenls

The kay sacondary efficacy endpoinl, percaniage of subjects maesting Lhe relapss
criterla, was statlstically significantly Jower in patients randomized o tha ABILIFY
MAINTENA group (10%) than in the placebo group (40%).
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RBILIFY MAINTENA® (ariglprazele)

16 HOW SUFPLIED/BTORAGE AND HANDLING
16.1 How Supplled
Pre-flilad Dual Chambar Syringa:
ABILIFY MAINTENA (ariplprazole) pre-filled dual chamber syrings for extended-
release injectable suspansion in single-use § ringes i3 availablg in 300 mg or 40 mg
strangth syrin es. Tnu re-filled dual cha snnnue consists of a froni chambsr
that conlalns hilized powder of arlolprazols monohydrate and a rear chamber
that contains star wamr {or injection.
The 31}0 mu Iut ingludzs (NDC 59148-045-80):
0 mg single-doee pre-fillsd dual chamber syrings containing ABILIFY

MAINTEN!\ iprazole) for exiended-releass injectable suspension

philized pas'a and Sterlie Watsr for Injaction

E 23 uauge 1 Inch (25 mm) hypgdermic safety neadle wilh needle

dwlm Ior deltold admunistration in non-obsse patients
One 22 gauge, 1.5 Inch (38 mm) hypoadermic safety needle with needls
protection device tor glulsal inistration in non-obese patients or
deltoid adminislration in obese patients
One 21 gauge, 2 Inch {50 mm dermic satsty nesdie with needle
protection device for glutaal administration in abess patlents
The 4Gu mg kit includas (NDC 59148-072-80);
400 mg singie-dose pre-filled dual chamber syrings conlaining ABILIFY
MAINTENA (aripiprazole) for extended-release injsclable suspanslon
a:prllzsd ar and Sterile Water for Injection

g tu%?no pauge, 1 mch (26 mm) hypodermic salely needie with needle

n
dwsce far dsltoid administration in non-obese patients
One 22 gauge, 1.5 Inch (36 mm) hypodermic saety needle with needle
pretection device for gluteal adminisiration in non-obese patienls or
deltoid adminisiration in obesa tumls
One 21 gauge, 2 inch (50 mm podarm:c safety needls with necdle
protection device for glutsal admln stratlon In cbese patients
Single-Line Vial:
ABILIFY MAINTENA (ariniprazole) exiended-ralease injeclable suspension in single-
use vials is available in 300 mg or 400 mg strenpth vials.
The 300 rng Iut includas (NDC 59148-018-71);
0 mog singls-use vial of ABILI MNNTENA (an plprazols) extended-

relenae {njectable suspension %331
5 mL single-use vial of Starile Water for lmeelmn, Lsp
One @ mL iuer lock syrings with pre-zifached 21 gauge, 1.5 inch
hypodermic safely neadie with neacle protection davice
Ona 3 mL lusr lock disposable syringe with luer lock tip
One vial adapter
Qne 23 uauge, 1 inch (26 mm) hypodermic safety needle with needle

rotection dsvice for deltoid adminisiration in non-obese patients

ne 22 gauge, 1.5 inch (36 mm) hypodermic safsty nesdle with needle
protection GMcatorgmmaladmlnlmﬁonla non-obese palients or deltold
administralion in obese patients
One 21 gauge, 2 inch (50 mm) hypotermic safely needle with needle
protection devics for gluteal administration In cbese patisnis
The 400 mg kit includes (NDC 59148-018-71);

» 400 mg single-use vial of ABILIFY MAINTENA (ariplprazole) sxtended-
relezse injectable suspension lyophilized powder

5 mL single-uss vial of Slgrile Walar for Injaction, USP .
One 3 mbL luer lock syringe with pre-attached 21 gauge, 1.5 inch
hypodermic safety nesdis with needls protaction davice
One 3 mL luer lock disposable syemge with luer lock Lip

Ona vial adaptar
23 gauge mm) hﬁl}dﬂrrnu: safely neadls with nesdle
rotection dwlm lor ﬁ lold administration In non-cbese patients
22 gauge, 1.5 inch (38 mrm) hypodermic salety needls with needle
protection devica forgluteal administrationin non-gbese patients or deltaic
administration in cbese palisnts
21 gauge, 2 Inch {50 mm) hypodermic safety needls with needle
pratectian device for gluteal administration in obese patients
18.2 Storage
Pra-llllad dual chambar syringe:
Store below 30°C [86°F]. Do not fresze. Protect the syringa from light by storing In
the orlginal package until tima of uge.
Viak
Store at 25°C (77°F), excursions permitied belween 15°C and 30°C (59°F to 86°
[g8e USP ContT[uIIad)Rmm Tamperaturs]. e g
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ABILIFY MAINTENA® (arlglprazols)

changes to their current

Advise tha patlent to read the FDA-approved patlent labsling (MEDICATION GUIDE)
compulsive urpas to shop, increased urges fo gamols, compulsive sexual urges,
stopped when the dose was reduced or stopped fsee WARNINGS AND EGAUT;OMS
Counssl patients alx:-ut a pote fatal adverss reaction referrad to as NMS that
the eme%ﬁa room if tm expenence signs and symptoms ot NMS [s88 WAAN,
Advise palients that abnormal involuntary movements have bsen associaled with
Longue, or cther bady part {.m WARNINGS AND PR ONS (8.4]].
Edlma palisnts aboul tha risk of mafabolic changes, how lo recognize symploms ol
Orihosiallc Hypalgngion
[588 WARNINGS AND PREGAUTIONS (5.7)).
Isucapeniz/neutropenia that m?' should have their CBC monitorsd while receiving
Because ABILIFY RAINTENA may have the potential to Impalr judgment, thl-ﬂung.
therapy doas not alfect tham adversaly [see WARNINGS AND PREGAUTIONS (2. 10},
[see WARNINGS AND PREGAUTIONS (5.11)]

gm a potential for clinlcally
Pragnantcy J
suspected pragnancy. Advise patiants that there |s a pragnancy sxposura tﬂ:gw
Distributed and marksted
ABILIFY MAINTENA is & tradamark of Otsuka Pharmaceutical Company.

Pathologieal Gambling and Other Compulsive Behaviors

binga saling and/or other compulsive urges and the inabilily to contrel these urgas

(5.6)].

has besn raportad In association \E‘ah adminisiration ol antipsychotls drugs. Advise

TIONS (5.3)

the administration of antipsycholic drugs. Counssl patients fo notily their health

Matabollc Changes (Hyparglycamia and Disbates Meilitus, Dyslipidemia, and
arglrcamla and diabstas mellitus, and tha need for specific monliering, Il}?udlng

Educste patients about the risk of orthostalic hypotension and syncopa espacially

Laukaponia/Mautropenia

ABILIFY MAINTENA /598 WARNINGS AND PRECAUTIONS (5.8)].

motor skills, nstruct patienls 16 be cautious about operating hazardous mag

Heat Expasure and Dehydration

Concomitant Wedicallon

prescription or avar-the-countar medications an(:afl7

Adviss patients that ABILIFY MAINTENA may causs axtrapyramidal and/or withgrawal

that monitors anPnanny autcomes in wommaseu oA ELIFY MAINTENA

Otsuka America thmwe%lcali Inc., Rockville, MD 20850 USA

08US18I6ROD04 06/2016

17 PATIENT COUNSELING INFORMATION

Advise patients and their caregivers of the possibility Lhat they may experience
wihile taking arlp!prazole. In soma cases, but not all, the urges wera raporiad to have
Neuroleplic Mallgnanl Syndrome

patients, family members, or caregivers ke contact a health cara provider or rg FIDOWGS
Tardiva Dyskinesla

care provider if they notlcs any movements which mmot control in thelr facs,
Walght @ain)

biood glucose, fiplas, and welaht fses WARNINGS AND PRECAUTIONS

garly In treatment, and also at times cf re-initiating treatmenl or incraases in dosage
Advize palients wilh a pre-existing low WBC count or a history of drug-inducad
{ntarforanca with Cognitive and Matar Parformance

ingluding automobilss, umtil they ara reasonably certain that ABILIFY MAINTENA
Adviza patlents regarding appropriate care in avolding overheating and dehiydration
Advizs patients to inform their health care providers

signiticant Interactions fsee DRUG INTERACTIONS

symptoms in a neonate and to naolily their healthcare ;lrmr;der with a known or
pregnancy {see USE IN SFECIFIC POPULA

Marketed by Lundbeck, Deerfield, IL 80015 USA

© 2016, Oisuka Pharmaceutical Ca,, Lid., Tokyo, 101-8535 Japan
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MEDICATION GUIDE

ABILIFY MAINTENA® (a-BIL-i-fy main-TEN-a)
(arlpiprazola)
far extended-release Injectahle suspansion, for Intramuscular use

What Is the most Imparfanl information 1 should know about ABILIFY MAINTENA?
Each injection of ABILIFY MAINTENA must be administered by a healthcare professional only.
ABILIFY MAINTENA may cause serlous side effects, inciuding:

= Increased risk of death in elderly people with dementia-raiated psychosis. ABILIFY MAINTENA is not for the treatmant of people
who have lost louch with reality (psychosis) due to confusion and memory loss (dementia),

= Neuroleptic mallgnanl syndrome (NMS) a serlous condition that can lead to death. Tell your healthcare provider right away If
you have some or all of the following symptoms of NMS:

© high fever o stiff muscles
o confusion o  sweating
© changes in pulsa, haart rate, and blond prassura
Call your healthcare provider or go to the nearest emargancy raom right away If you have any of these symploms.

What Is ABILIFY MAINTENA?
ABILIFY MAINTENA is a prescription madicine given by injection by a healthcars professional and usad to treat schizophrenia.
It is not known If ABILIFY MAINTENA Is safe and effectiva in children undar 18 years of age.

Do not recelve ABILIFY MAINTENA If you are allergic to aripiprazole or any of the ingredients in ABILIFY MAINTENA. See the end of
this leaflet for a complete list of ingredients in ABILIFY MAINTENA.

Betars recelving ABILIFY MAINTENA, tell your healthcare provider about all your medical conditiens, including if you:
+ hava never taken ABILIFY {aripiprazole) befare

+ have diabstss or high blood sugar or a family history of diabetes or high blood sugar. Your healthcare provider should check your

blood sugar before you start receiving ABILIFY MAINTENA and during your treatment.

have or had seizures (convulsions)

have or had low or high blood pressure

have or had heart problems or a stroke

have or had a low white blood cell count

have any other medical problems including problems that may affect you recelving an Injectian in your arm or buttocks

are pregnant or plan to become pregnant. It is not known if ABILIFY MAINTENA will harm your unborn baby.

If you become pregnant whils taking ABILIFY MAINTENA, talk to your healthcare provider about registering with the National

Pregnancy Registry for Atypical Antipsychotics. You can register by calling 1-866-961-2388 or visit hitp//womensmentalhealth.

arg/clinical-and-research-programs/pragnancyragistry/

» are breastfeeding or plan lo breastfeed. ABILIFY MAINTENA can pass into your milk and may harm your baby. Talk to your
haalthcars provider about the bast way to faad your baby if you receive ABILIFY MAINTENA.

Tall your healthcare provider about all the mediclnes you 1ake, including prescription medicines, over-tha-counter medicines, vitamins,
and herbal supplements.

ABILIFY MAINTENA and other medicines may affect each other causing possible serious sida efiacts. ABILIFY MAINTENA may affect
the way other medicines work, and other medicines may affect how ABILIFY MAINTENA works.
Your healthcare provider can tell you If It is safe to take ABILIFY MAINTENA with your other medicines. Do naot start or stop any

medioines while taking ABILIFY MAINTENA without talking to your healthcare provider first. Know the medicines you take. Keap a list
of them to show your healthcare provider and pharmacist when you get a new medicing.

* & & 5 & B B

How shauld | reealve ABILIFY MAINTENA?

= Faliow your ABILIFY MAINTENA freatment schedule exactly as your healthcare provider tells you to.

s ABILIFY MAINTENA is an injection given in your arm or buttock by your heaithcare provider 1 time every month. You may feel a
little pain in your arm or buttock during your injection.
After your first injection of ABILIFY MAINTENA you should continue your current antipsychetic medicine for 2 weeks,
You should not miss a dose of ABILIFY MAINTENA. If you miss a dose for some reason, cail vour healthcare provider right away
o discuss what you should do next.
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ABILIFY MAINTENA® (aripiprazole)

What should I avold whila taking ABILIFY MAINTENA?
* Do not drive, operate machinery, or do other dangsrous activities untll you know how ABILIFY MAINTENA affects you.
ABILIFY MAINTENA may make you feel drowsy.
s Do not drink aicohol while you receive ABILIFY MAINTENA.
¢ Do not bacome too hot or dehydrated while you racelve ABILIFY MAINTENA,
@ Do not exercise too much,
o In hot weather, stay inside in a cool place if possible.
o  Stay out of the sun.
Do not wear tog much clothing or heavy clothing,

o
©  Drink plenty of water.

What are the possible side slfects of ABILIFY MAINTENA?
AHILIFY MAINTENA may cause serious Side elfects, Including:
See “What Is the mas! Important information | should know aboul ABILIFY MAINTENA?"
*  Uncontrolled body movements (fardiva dyskinasla). ABILIFY MAINTENA may cause movemants that yau cannot contral In your

face, tongue, or other body parts. Tardive dyskinesla may not go away, even if you stop receiving ABILIFY MAINTENA. Tardive
dyskinesia may also start after vou stop receiving ABILIFY MAINTENA.
*  Prablems with your metabalism such as:
o "High bigod sugar (hyperglycamla): Ingreases in blood sugar can happen in some people who take ABILIFY MAINTENA,
Extremely high blood sugar can lead to coma or death. If you have diabetes or risk factors for diabetes (such as IJEII‘IQ

overvieight or a family hislory of diabetes), your healthcare provider should check your blood sugar befare you start receiving
ABILIFY MAINTENA and during your treatment.

Call your healthcare pravider |l you have any of these symploms of high blood sugar while recelving ABILIFY MAINTENA:

faal very thirsty

need to urinate more than usual

feel very hungry

fael waak or tired

faal sick to your stomach

feel confused, or your breath smells fruily
o Increased fal levels (cholesterol and Iriglycerides) in your bload.
©  Woaight gain. You and your healthcare provider shauld check your weight regularty.

¢  Unusual urges. Soma peopls taking ABILIFY MAINTENA have had unusual urges such as gambling, binge eating or eating that you
cannot contral (compulsive), compulsive shopping and sexual urges.
If you or your family members notice that you are having unusual urges or behaviors, talk to your healthcare provider.

* Decreased blaod pressura (orthostatic hypotension). You may feel lightheaded or faint when you rise too quickly from a sitting
or lying position.
Low white blood cell count

= Selzures (convulsions)

L ]

Problems c?nntrolllnu your body temparature so that you fesl too warm. See “What shauid | avoid while recelving ABILIFY
MAINTENA?"

*  Diflculty swallowlng

The most comman side aifecl ol ABILIFY MAINTENA Includes feeling like you need to mave te stop unpleasant feelings in your legs
(restlass leg syndrome or akathisia), injection site pain, or sleepiness (sedation).

Tell your haalthcare provider if you have any side effect that bathers you or does not go away.

These are not all the possible side effects of ABILIFY MAINTENA.

Call your doctor for medical advice about side effects. You may report side effects 1o FDA at 1-800-FDA-1088.

General information about the sale and aftective use of ABILIFY MAINTENA

Medlcines arg sometlmes prescribed for purposes other than those listed in a Medication Guide. Do not use ABILIFY MAINTENA for
a condition for which it was not prescribed. Do not give ABILIFY MAINTENA to other Feeple even if they have the same symptoms
that you have. It may harm them. You can ask your pharmacist or healthcara provider for information about ABILIFY MAINTENA that
is wrilten for healthcare professionals.
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What are the Ingradients in ABILIFY MAINTENA?
Activa Iingredient: aripiprazole monahydrate
Inactive ingradients: carboxymethyl cellulose sadium, mannitol, sodium phosphate monobasic monohydrate and sodium hydroxide

ABILIFY MAINTENA Is a trademark of Otsuka Pharmaceutical Company.
© 2016, Otsuka Pharmaceultical Co., Ltd., Tokyo, 101-8535 Japan
For mora information, go to www.ABILIFYMAINTENA.com or call 1-800-441-6783.

This Medication Guide has been approved by the U.S. Foad and Drug Administration, 08US161BROCOS Ravised: August/2018
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