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Please find attached the submission request forms for REXULTI.

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 Phamaceutical Development & Commercialization, Inc.

Notice: This comnmunication Is confidential and may centain information which is privileged or othenwise protected from disclosurs. It is infended only
for tha parson lo whom it = addressed. (n addition, it is subject to copyright protection. If you are nct lhe intended recipient or the agent of lhe
Intended recipient, or if you are unable to defiver this communication to the intendad reclplent, you have received this facaimile in error, Any reading,
copying, or dstribution of the communicalion is strctly prohibiled. If you have racaivad this communication in arror, pleazs nofify us immediataly by
1slephone and retum the original to us via the U.S. Postal Servica. Thank you.
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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 request to; 1-888-656-6822  ATTN: John McCall, R.Ph.
Mote; Processing May be Delayed If Informatlon Submitted 1s llaglble 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 NAME: DATE;

Otsuka Pharmaceutical Development & Commerclalization, In 1|10l =-]2|7|=-|2|]0] 1|68
PRODUCT MANAGER'S NAME: TITLE:
ISamantha Sweeney, PharmD, MBA I |Managed Market Liaison |
ADDRESS:
|503 Carnegie Center Drive |
CITY: STATE: ZIP CODE:

Princeton N o|8|5s5|a]ao
PHONE NUMBER: FAX NUMBER:
Celals]-safel-Lola sl [ [ T J-L 1T T 1-CT T
PRODUCT:

| REXULTI® (brexpiprazole} |
Clinlcal Ratlonale Request for Conslderation (If additional space is required, use Clinical Rationale Continuation Page),

INDICATIONS AND USAGE (Prescribing Information)
REXULTI is an atypical antipsychotic indicated for use as an adjunctive therapy to antidepressants for the treatment of major
depressive disorder (MDD} and the treatment of schizophrenia.

MECHANISV OF ACTION (Prescribing Information; Maeda, 2014; Gitrome, 2015)

The mechanism of action of REXULTI in the treatment of MDD or schizophrenia is unknown. However, the efficacy of REXULTI may
be mediated through a combinatlon of partial agonist actlvity at serotonin 5-HT1A and dopamline D2 receptars, and antagonlst
activity at serotonin 5-HT2A receptors. REXULTI is a distinct chemical antity that is not an isomer or metabolite of any compound
{Maeda, 2014) . In addition to the aforementioned pharmacologic activities, REXULTI exerts antagonistic activity at adrenergic
alphalB and alpha2C receptors (Cltrome, 2015).

EFFICACY AND SAFETY

Adjunctive Therapy to Antidepressants In Adults with Major Depressive Disorder (Prescribing Information)

The efficacy of REXULTI( in the adjunctive treatment of MDD was evaluated In two 6-week, double-blind, placebo- controlled,
fixed-dose trials of adult patients meeting DSM-IV-TR criteria for MDD, with or without symptoms of anxiety, who had an
Inadequate response to priar antidepressant therapy [ADT; 1 to 3 courses) in the current eplsode and who had also demonstrated
an inadequate response throughout the 8 weeks of prospective antidepressant treatment (with escltalopram, fluoxetine,
paroxefinparoxetine controlled-release, sertraline, duloxetine delayed release, or venlafaxine extended release). Inadequate
resporesponse during the prospective antidepressant treatment phase was defined as having persistent symptoms without
substantlal improvement throughout the course of treatment. Patlents In Study 228 (hereafter “Study 1”) were randomized to
REXULTI 2 mg once a day or placebo, Patients in Study 227 (hereafter "Study 27) were randomized to REXULTI 1 or 3 mg once a day
or placebo. For patients randomized to REXULTI, all patients initiated treatment at 0.5 mg once daily during Week 1. At Week 2, thill|
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Clinical Rationale Request for Consideration (If additional space Is required, use Clinical Rotionale Continuation Page).

REXULTI dosage was increased to 1 mg in all treatment groups, and either maintained at 1 mg or incréased to 2 mg or 3 mg once
dally, based on treatment asslgnment, from Week 3 onwards. The dosages were then maintained for the 4 remaining weeks. The
primary endpoint was change from basellne to Week 6 in the Montgomery-Asberg Depression Rating Scale {MADRS), a 10-item
clinician-related scale used to assess the degree of depressive symptomatelogy, with 0 representing no symptoms, and 60
representlng worst symptoms. At randomization, the mean MADRS total score was 27. In Studies 1 and 2, REXULTI (+ ADT} 2
mg/day and 3 mg/day were superlor to placebo + ADT in reduclng mean MADRS total scores. The most common adverse reactions
associated with REXULTI, reporied in 25% of patients and at least twice the rate of placeba, were weight increase and akathlsia.

Acute, Short-Term Studies in Schizophrenia (Prescribing informatlan)

The efficacy of REXULTI in the treatment of adults with schizophrenia was demonstrated in two 6~week, randomized, double-blind,
placebo-controlled, fixed-dose clinlcal trials In patients who et DSM-1V-TR criteria for schizophrenia. In both studies, Study 231
(hereafter "Study 3”) and Study 230 (hereafter “Study 4”), patients were randomized to REXULTI 2 or 4 mg once per day or
placebo. Patients in the REXULTI groups initiated treatment at 1 mg once daily on Days 1 to 4, The REXULTI dosage was Increased
to 2 mg on Days 5 to 7. The dosage was then either maintained at 2 mg once daily or increasad to 4 mg once daily, depending on
treatment assighment, for the 5 remalning weeks. The primary efficacy endpoint of both trials was the change from baseline to
Week 6 in the Positive and Negative Syndrome Scale (PANSS) Tatal Score. The PANSS Is a 30-Item scale that measures positive
symptoms of schizophrenia (7 items), negative symptoms of schizophrenia (7 items), and general psychapathology (16 items), each
rated on a scale of 1 (absent) to 7 {extreme)}; the total PANSS scores range from 30 (best) to 210 {worst). In Study 3, REXULTI at
both 2 mg/day and 4 mg/day was superior to placebo on the PANSS Tatal Scare. In Study 4, REXULTI 4 mg/day was superior to
placebo on the PANSS total score, Examination of population subgroups based on age, gender and race did not suggest differential
responsiveness. The most commaon adverse reaction associated with REXULTI, reported in 24% of patients and at least twice the
rate of placebo, was welght Increase.

52-Week Maintenance Treatment (Fleischhacker, 2016)

Flelschhacker et al conducted a 52-week, randomized, double-blind, placebo-controlled study to evaluate the efficacy and safety of
REXULTI a5 maintenance treatment in adults with schizophrenia (n=202 randomized). Patients with acute exacerbation of
schizophrenia were cross titrated from current antipsychatic treatment(s) to REXULT| aover 1-4 weeks, prior to enterlng a 12-36
week single-blind stabilization phase on REXULTI 1-4 mg/day. Patients progressed to the double-blind maintenance phase If they
met a set of criterla for stability for 12 consecutive weeks. This study showed a beneficial effect of REXULTI relative to placebo on
the primary endpoint of time o exacerbation of psychotle symptoms / Impending relapse {log-rank test: hazard ratlo=0.292,
p<0.0001). Significantly fewer patients relapsed in the REXULTI group compared with placebo (13.5% vs 38.5%, p<0.0001). During
the stabilizatlon phase, 8.8% of patients were withdrawn due to adverse events. During the maintenance treatment phase, the
withdrawal rates due to adverse events were 5.2% and 11.5% in the REXULTI and placebo groups, respectively.

Comparative Data

Citrome et al {2016) ¢conducted an open-label, exploratory study evaluating the effects of REXULTI and aripiprazole on efficacy,
cognitive functioning, and safety in hospitalized patients with acute, relapsing schizophrenla. The efficacy endpolnts evaluated
Included a change from baseline to Week & in the following outcomes: Positive and Negative Syndrome Scale (PANSS) Total Score,
Clinical Global Impresslon-Severity {(CGI-5) Scale, Clinical Global Impression-Improvement (CGHH) Scale, PANSS responders, the
Specific Level of Functioning (SLOF), Barratt Impulsiveness Scale (BIS-11) total score, and Cogstate computerized cognitive test
battery scores. Aripiprazole was included as a positive control to confirm assay sensitivity in this study. A total of 97 patlents were
randomized to recelve either REXULTI {n=64) or arlpiprazole (n=33). Patients received flexible doses of REXULT! 1 to 4 mg/day
(target dose: 2 mg/day) or aripiprazole 10 to 20 mg/day (target dose:15 mg/day) for 6 weeks. A reduction in symptoms of
schizophrenia as assessed by the PANSS Total Score was observed from baseline to Week 6 in patients treated with REXULTI or
ariplprazole (- 22.9 vs -19.4, respectively). A modest improvement In impulsivity was observed with REXULTI, but not with
aripiprazole (BIS-11; -2.7 v 0.1}, REXULTI demonstrated slightly greater numerical Improvement compared to aripiprazole in CGI-§,
SLOF, CGI, and response rate. No changes were noted in Cogstate scores for either treatment, At least one treatment-emergent
adverse event (TEAE) was reparted In approximately 60% of patients in both treatment groups. Akathisia was reported more o
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State of Alaska Department of Health and Soclal Services, Division of Health Care Services
Submission Request Form for Pharmaceutical Manufacturers

Fax this request to: 1-888-656-6822 ATTN: John McCall, R.Ph.
Ngte: Processing May be Delayad if Information Submitted is lllegible or Incomplete

Clinicol Rationale Continuation Page (Use only If needed).

frequently in patients treated with aripiprazole {21.2%) compared to REXULTI (9.4%). Other TEAEs were similar between the two
drugs. In patlents treated with REXULTI and ariplprazole, mean body welght Increased by 4.3 kg and 3.8 kg, respectively at Week 6
{ohserved casas),

COST EFFECTIVENESS DATA

In a poster publication by Aigbogun et al (2015), a declslon analytic model evaluated a hypothetical cohort of patlents with
schizopbrenia initiating treatment with REXULTI 1-4 mg or lurasidone 40-80 mg over a 1-year period. At 6 months, patients
remalned on Initlal treatment or discontinued due to relapse, adverse events [AEs), or for other reasons. Data were obtalned from
comparable long-term maintenance/acute trials and product labeling. Placebo-adjusted relative risks were used to estimate
treatment efficacy. Costs included treatment and drug costs. Primary outcomes were incremental cost per relapse and
hospltalizations avolded with REXULTI. Results of the madel indicated that the use of REXULTI was a dominant strategy (e.g., less
costly and more effective) compared to furasidone for the treatment of adults with schizophrenla. in additlon, per patlent, REXULTI
treatment resulted in fewer relapses and hospitalizations, lower total cost of treatment, and higher quality of lifa {as estimated by
health state utilities), compared to lurasldone. Sensitivity analyses suggested that discontinuation rates due to relapse for both
treatments and the daily cost of REXULT| were major drivers of the incremental cost-effectiveness ratlas {ICERs).

OPEN-LABEL, EXPLORATORY STUDIES

Major Depressive Disorder (MDD): Anxlety Symptoms (Davis, 2016)

Anxiety symptoms are common in patients with MDD, and studias have shown that anxiety symptoms In patients with MDD are
associated with more severe depression, poorer course, greater impairment in functioning, and worse health-related quality of life,
suggesting that anxiety symptoms In MDD are an [ndicator for more difficult-to-treat patients. Davis et al (2016) conducted an
exploratory study to examine the effects of adjunctive REXULTI In patlents with MDD and anxiety symptoms with an Inadequate
response to current antidepressant treatment {ADT). Patients received open-label ADT + REXULTI (1 to 3 mg/day, target dose 2
mg/day) for 6 weeks, Efficacy endpoints included a change from baseline to Week 6 in Montgomery-Asherg Depression Rating
Scale {MADRS), Hamilton Anxiety Rating Scale {HAM-A) total score and Kellner Symptoms Questlonnaire (KSQ) anxlety subscale
score. A total of 32/37 (86.5%) patients completed 6 weeks of REXULTI + ADT treatment, Improvements were cbserved in the
mean change in MADRS iotal score from baseline to Week € in patients treated with REXULTI + ADT (least sguares [LS] mean
change: -19.5, P<0.0001) and in HAM-A total score (LS mean change: -17.8, P<0.0001). In addition, a reduction in the KSQ anxiety
subscale score (LS mean change: -5.2, P value not reported) was also observed. Actlvating treatment-emergent adverse events
(TEAEs) occurring in 25% of patients included akathisia (5.4%), restlessness (5.4%), and insomnia (5.4%). There were no
discontinuations due to TEAEs.

Major Depressive Disorder (MDD); Irritability Symptoms (Fava, 2016)

Irritability and anger attacks are common in MDD, affecting about one-third to half of the patients. Irritability in MDD is associated
with greater severity, earller age at onset, higher rates of comarbid anxiety and impulse-control disorders, increased incidence of
suicidality, greater chronlcity, fatigue, and self-blame during eplsodes, and general disabliity. Fava et al (2016} conducted an
open-label, flexible-dose, exploratory study evaluating the effect of adjunctive REXULTI en irritability symptoms in 54 adult patients
with MDD. Patlents with an Inadequate response to thelr current antidepressant treatment (ADT) received adjunctive REXULTI
(target dose: 3mg), in addition to their current ADT (at the same dose) for 6 weeks. REXULTI was discontinued followlng the 6-week
treatment period, and patients continued on their current ADT for 4 weeks, Clinically relevant improvements werg seen at week 6
In Shechan Irritability Scale (SIS) total score, SIS item 1 (irritable mood} score, Kellner Symptom Questionnaire {K5Q) total,
anger-hostility subscale, and ID5-C30 Item 6 (Irritable mood). A total of 50 {92.6%) patlents completed 6 weeks of REXULTI
treatment. Irritability symptoms improved at week & and worsened after REXULT! discontinuation as assessed at week 10,
Treatment-emergent adverse events (TEAEs) occurring in 25% of patients included akathisia {20.4%), headache (11.1%), dry mouth
{7.4%), fatigue (7.4%), increased appetite (7.4%), insomnla (7.4%), dlarrhea (5.6%), dizziness (5.6%), fall {5.6%), somnolence (5.6%),
and weight increased {5.6%).
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Published Citations (If additional space Is required, use Published Citutions Continuation Page).

Major Depressive Disorder (MDD); Young Adults in School or Work (Weisler, 2016}

Patlents with MDD experlence a wide range of physlcal, cognitive, and emotlonal symptoms, which ¢an Impalr multiple domains of
patient functioning including their ability to function sacially, maintain family relations, and perform productively in a work
environment. Weisler et al (2016) conducted an open-label, flexible-dose, exploratory study evaluating the effects of REXULTI in
young adults (18 to 35 years) with MDD and also In school or working. A total of 47 patients who experienced an Inadequate
response to current ADT received REXULTI 1-3 mg/day (target dose, 2 mg/d) adjunctive to the same stable dose of ADT for 12
weeks. Least squares (LS) mean change from baseline on the Montgomery-Askerg Depression Rating Scale (MADRS) at week 12
showed significant Improvement in depressive symptoms with adjunctive REXULTI treatment (MADRS total score, -18.1
[p<0.0001]). Significant Improvements were seen in functloning (work/school, sodial life, and hame responsibilities) as evidenced
by reductions from baseline in Sheehan Disability Scale Score (SDS; LS mean change -11.2 [p<0,0001]) and Work Limitations
Questionnalre (WLQ; p<0.0001)}. Changes from baseline in additional measures supported Improvements In patient functioning and
depressive symptoms. The most common adverse events were headache (21.3%), weight increase (17.0%), and somnolence
(17.0%); reporied rates of akathisia were low (6.4%). Clinically relevant increases in weight (27%) occurred in 10.5% of patients.

Major Depressive Disorder (MDD): Chronobiclogic Parameters of SleepSleep Disturbances (Krystal, 2016)

Sleep complaints are reported in a large percentage of patients with MDD and predicts poorer clinical outcomes. Additianally,
sleep disturbance is an independent risk factor for suicidal ideation and completed suicide. Krystal et al (2018) evaluated the
effects of adjunctive treatment with REXULTI in adult patients {n=44) with MDD and inadequate response to antldepressant
treatment (ADT) and sleep disturbances in an exploratory, open-label, flexible-dose (1-3 mg/d), 8-week study. Polysomnography
{P5G) and Consensus Sleep Diary for Marning showed improvements in sleep efficiency, total sleep time, sleep onset latency,
walke-time after sleep onset and latency to persistent sleep. Additionally, Insomnla severity, daytime sleeplness and morning
sleepiness Improved as measured by multiple sleep scales. Depressive symptoms Improved, which was seen to be dependent on
sleep as assessed by the Insomnia Severity Index. Treatment-emergent adverse events (TEAEs) occurring in 2 5% of patients
included nausea (13.6%)}, sedation (13.6%), headache (11.4%), somnolence {9.1%), upper respiratory tract infection {9.1%]}, weight
Increased (©.1%) and fatigue {6.82%3).

Schizophrenia: Early Episode (Malla, 2016)

The first 5 years following a first psychotlc episode are widely recognlzed as the critical peried for optimal long term outcomes. It
has been proposed that longer duratlons of untreated psychosls are associated with reductlons in the volume of gray matter within
defined regions of the brain, leading to speculation that untreated psychosis may have a neurotoxic effect. Malla et al (2016)
investigated the effects of flexibly dosed REXULTI (up to 4 mg/d) in the improvement of adult (18-35 years old; first episode €5
years before the time of study) outpatlents with early-episode schizophrenia In an exploratory, open-lahel, 18-week study (n=49).
The primary endpoint of mean change in PANSS Total Score from baseline to Week 16 showed significant improvement {least
square mean change: -10.2, p<0.0001), which was further supported by changes in Clinical Global Impression-Severity of lliness
(CGI-S) and Clinical Global Impression-Improvement {CGH) scores. Additionally, significant Improvements were noted for soclal
function as measured by Personal and Soclal Performance (PSP) and Specific Level of Functioning (SLOF) scales and for sieep as
seen in the Pitisburgh Sleep Quality Index (PSQI). Treatment-emergent adverse events (TEAEs) occurring in 2 5% of patients
Included Insomnla (14.3%), somnolence (8.2%), nausea (6.1%), sedation {6.1%) and weight increased {6.1%).

SAFETY (Prescribing Information)

Far the complete BOXED WARNING and additional information, please refer to the FULL PRESCRIBING INFORMATION for REXULTI,
which is available at www.Rexultl.com.

{1} Increased Mortality in Elderly Patients with Dementia-Related Psychosis. Elderly patients with dementia-related psychosis

MAGELLAN MEDICAID ADMINISTRATION USE ONLY —DO NOT MARI IN THIS AREA
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treated with antipsychotic drugs are at an increased risk of death. REXULTI 15 not approved for the treatment of patients with
dementia-related psychosis; {2) Suicidal Thoughts and Behavlors. Antldepressants increased the risk of suicldal thoughts and
behaviors In patients aged 24 years and yaunger in shart- term studies. Monitor clasely for clinical worsening and for emergence of
suicidal thoughts and behaviors. The safety and efficacy of REXULT! have not been established in pediatric patlents

DOSAGE AND ADMINISTRATION (Prescriblng Information)

Adjunctive Treatment of Major Depressive Disorder: The recommended starting dosage for REXULTI as adjuncrive treatment for
MDD Is 0.5 mg or 1 mg once daily, taken orally with or without food. Titrate to 1 mg once dally, then up to the target dosage of 2
mg once daily. Dosage Increases should occur at weekly intervals based on the patient’s clinical response and tolerability. The
maximum recommended daily dosage is 3 mg. Periodically reassess to determine the continued need and zppropriate dosage for
treatment.

Treatment of Schizophrenia: The recommended starting dosage for REXULTI in schizophrenia is 1 mg once dally on Days 1to 4,
taken orally with or without food. The recommended target REXULTI dosage is 2 mg to 4 mg once dally. Titrate to 2 mg once dally
on Day 5 through Day 7, then to 4 mg on Day B based on the patlent’s clinical respanse and tolerability, The maximum
recommended daily dosage is 4 mg. Periodically reassess 1o determine the continued need and appropriate dosage for treatment.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not includa all the Information needed to use REXULTI® saloly
and effsctively. See Tull prescribing Information far REXULTL

REXULTI® (branpliprazois) Labtats, for aral use

Initial U.S. Approval: 2015

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PRYCHDBIS; and SUICIDAL THDUGHTS AND BEHAVIORS
See full prescrilring infarmation for complete boxed waming.
= Elderly pallents with dementls-relatad psychosis treated wilh anfipsychotic
drugs are at Incraased risk of death. REXULTI Ia not approved far the Wraatment

of patients with dementia-ralated peychosis (5.1).

» Anfidepressenis Increase the risk of sulcidal {lkoughts and behaviors In patients
aged 24 years and younger. Monitor for clinleal worsening and emargence of
sulcldal thoughts and behaviors (B.2).

+ Safety and offactivanees of REXULTI have not been estsbiished In pediaric
petients (8.4).

INDICATIONS AND USAGE:
REXULT] Is an atypical antlpsycholic indicated for:
= |iss s an adjunciive tharapy to antidepressants for the treatment of major depressiva
disordsr (MOD) (1.14.7)
« Treatment of schizophrenia (1,14.2)
DOSAGE AND ADMINISTRATION:
= pAdminister REXULT] once dally with or without food (2.1,2.2, 12.3)

Indlcation Starting Oose Recommended Dona] Maximum Dose
MDD (2,1) 0.5 mp/day or 1 mo/day 2 ma/day 3 mo/day
Schizophrena (2.2) 1 mg/day 2 to 4 mg/day 4 mpy/day

e Moderafe lo Severs Hepafic Impakrment score 27) Maximum

{Child-Pugh
recommenced dosage (s 2 mg onca dally for patients with MOD and 3 mg once dally
for patlenis with schizophrenla (2.9)

» Nodersis, Sevars or End-Slage Renal impairment (CLer<60 mt/minots): Maximum
recommended dosage (s 2 mg once dally for patients with MDO and 3 mg onca dally
for patignis with schizophrania 2.4)

s Kngwn CYP20§ Paor Metaiolizgrs: Reduce the usual dosage by half (2.5)

DOSAGE FORMS AMD STRENGTHS-

Tablsts: 0.25 myg, 0.5 mg, 1 mg, 2 mg, 3 mg, and 4 mg (3)

CONTRAINDICATIONS—

Known hyparsansitivity ko REXULT] or any of Its components (4)

WARNINGS AND PRECAUTIONS:

& Corshrovascular Adverse Reactions in Elterly Pafients with Dementia-Reiated
Psychosis: Increasad Incidencs of cersbrovascular adverss reaciions (e.0. stroks,
iranslent |schemic attack) (5.9)
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* Natrolaplic Makignant Syndro/ma: Manage with Immediate clscontinuation and close
nitoring (5.4

* Tardive Dyskinesfa: Discontinue If clinically appropriale (5.5)

 Mefabolic Changes: Monltor for hyperglycemia/diabetes maliitus, dyslipidemia and
welght gain (5.6)

s Leukopania. Neutropenia, and Agranulocytosfs: Parform camplete blaod counts (CBC)
In palients wiih pre-sxisilng low white blood csll count (WEC) or histery of leukopenia
oF hautropenia. Conaldar discentinuing REXULTI i & slinigally significant decline fn
WBC accurs In absenca of athar cau=aliva factors (5.7)

» (rthostatic Kypotension and Syncops: Monitor heart rate and bicod pressure and
warn patients with known carditvascular or cercbrovascular disesse, and riak of
dehydration or syncops (3.8)

* Sefzuras: Use cautiovaly in patients with a history of selzures or with conditiona that
lowsr the salzure thrashald (5.9)

-ADVERSE REACTIONS

Most comman adversa regctions wars (6.1):

MDD: Welght Increased and akathisia (25% and at least wice the rate for placeto)

Schizophrenla: Walght increased (24% and st least twice the rate for placsbo)

To reporl SUSPECTED ADVERSE REAGTIONS, conlact Otsuka America Pharmaceulical,

Inc. at 1-800-438-8827 or FDA at 1-300-FDA-1088 (www. fda. gav/medwaich),

DRUG INTERACTIDNS:

Faciors Dosags Adjpstmants for REXULTI (2.5)
Strong CYP2D6" ar CYP3A4 Inhibitors Administer half of usual dosa
Strong/modarate CYP2DS with Strony/ ;

moderate CYP3A4 nblbitors Adminlster a quariar of usual dose
Known CYP20 8 Poar Metabslizers taking

strong/moderats GYPAAd Inhibltors Adminlster a quarter of usual dose

Strong CYP3A4 Inducers

Doubla the usuzl dose =nd further adjust

bazed gn clinlcal rasponse

* REXIATI mey be adminsterad without dosage adfustment in patiants with MOD when
administarsd with sirang CYP2DE inkibitors (8 9., carovatine, Hiunxatine).

USE IN SPECIFIC POPULATIDNS

Fregnarcy: May caure axtrapyramidal andfor withdrawea! symploms In neanates with third
Irimestar expasure (8.1)
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FULL PRESCRIBING INFORMATION

VIARNING: INGREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED P.WCHOSIS. and SUCIDAL TROUGHTS AND BEHAVIORS

BIIBQ mﬂmﬂl Ilth dmnth-rulmtl pﬂthnsll iranhul wﬁh arlﬂpmtth drugs
ara at an incregsed risk of deaih. REXULT] ls not approved for the freatmant of
mﬂamwlﬂl dnmmh-rahtad pumlmls [see Warninga and Precautions (3.1)).

Anuuepmmnu mnmm nm risk of sulcldal thoughte and behaviorz In patients
aged 24 years and younger In shori-tsrm studles. Monitor closely for clinlcal
worsening and for emergence of sulcidal thoughts and behavlors. The safsty and
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REXULT(® (braxplprazale)

Tahla 1: Dosage Adjustments of REXULTI for CYP208 Poor Metabolizers and for
Coneomitant Use with CYPIA4 and GYP2DG Inhibitara ant/or CYP3AA
Inducers

Faotars
C'¥P206 Poor Motabolizers
CYP2D8 poor metabglizers

Adminigter he!f of the usbal dose
Knewn CYP2D6 poor metabolizers iaking
strong/modarate CYP3A4 inhlbitars Adminigter a quarter of {he usual doge

Patients Taking CYP208 Inhibllars and/ar CYP3A4 Inhibitors

| Adjusted REXULT! Dosage

efficacy of REXULT] have net been eslablished in pediatric palients fsee Wamings | | Strong CYP2D5 inhibitors® Administer naif of the usual doss
Bt Pracutions (5.2), i in Spacil; Pepatations (8.4 Sirong CYP3A4 Inhibitors Adrivister haif of the usual doss
1 INDICATIONS AND USAGE Sirong/modsrata CYP2D6 Inhlbltors with r——
. quarter of the usual dose

REXULTI s Indlcatad for: mimxh g:ﬂ inhibitors

ng Inducers
= Adjuncilve treatment of major depressive disorder (MDD Clinfcal Stuaies (14.1)).

” P e oy Sirong CYP3A4 Inducers | Doutle usus! dose ovar 1 to 2 wesks

« “Treatment of schlzophranla [ Clinical Studlas (14.2).
2 DOSAGE AND ADMINISTRATION

2.1 Adjunctive Treatment of Major Depressivo Disorder

The recommandad starting doszga for REXULTI a5 adjunctive treatmant I3 0.5 mg or 1 mg
oncs dally, taken orally with or without food fsee Ciinical Pharmacalogy (12.3))

Tirata to 1 mQ once dally, then up 10 the target dosage of 2 mg once dally, Desage
Incresses should occur at weekly Infervals basad on the pallents clinical responga ang
toleranility. The maximum recommended dally dosage [s 3 mg. Periodically reassess to
detarmine the continued need end agpropriate dosage for troatment.

2.2 Troatment of Schizaphrania

The recommended starting dosage for REXULTI Is 1 mg onrce dally on Days 1 to 4, faken
orally with or without toad fses Clinical Pharmacology (12.3)),

The recammentad targat REXULTI dosage 1o 2 mg to 4 mg once dally. Titrate to 2 mg
once dally on Day & through Day 7, then to 4 mg an Day 8 basad en the patlsnts clinlcal
responss and tolerablilty. The maximum recammendsd dally dosage Is 4 mg.

23 Oocage Adjustments for Hopatic Impairment

For palienls with moderate o severe hepatlc impairment (Child-Pugh score 27), the
maximum recommendad cozaga I 2 mp once dally for patients with MDD, and 3 mg
once dally for patients with schizophrenla fese Use in Specific Fopuiations (8.7), Cinical
Pharmacoiogy {12.3)),

24 Dozage Adjusiments for Ranal impalrment

For patisnis with moderate, savere or end-stage renal Impalrment (creatinine clearance
CL<60 mL/minute), the maximurm racommendad dosage [s 2 mg once dally for patisnts
with MDD and 3mq once dally for patlents wilh schizophrenla [ses Use in Spocific
Popufations (8.8), Clinical Pharmacoiogy (12.3).

25 Dosage Modificatlons for GYP2ZDB Poar Metabiolizers and for Concomitant uese
with CYP inhibitors or Inducers

Dosege adjusimants are racommended In patients who are known cytochrome P450
(CYP) 206 poor metabolizers and In patlents taking concomitant CYP3A4 inhibitars or
CYP2D6 Inhibkosa or slrong CYPIA4 inducsara (see Table 1), If the coadministared drug I
tlecontinued, adjust the REXULT! dosage to iis origingl lavel. If the coadministered CYP3A4
Inducer |5 disconfinued, redyuca the REXULTI desags to the original lsvel ovar 1 1o 2 weaks
fsea Drug Interactions (7.1), Clinical Pharmacoiogy (12.3)].

*In ¢linical irlals examining the adjunclive use of REXULT! In the treatmant of MDD, dosage
was not adjusted for strong CYP206 Innibltors (a.g., paraxating, liwoxating), Thus, CYP
conslderations are alrsady fatwred Into gensral doslng recommendations and REXULT|
may be administarad without deeege adjustment In pallants with MDD.

3 DOSAGE FORMS AND STRENGTHE
REXULTI {ablgts are avallable In 6 sirengths {ses Table 2.

Table 2: REXULTI Tablot Strengths and Iusnfifying Features

hacsanes Tahlot Tebiet
Swength Calor/Shape Markings
Light brown; — -
Az Round; shaliow convex; bevel-edged BAX” and “0,25
Light grange " i
ki Round; shaliow canvex; bevel-adged BAX" and "0.5
Ughl m‘“ u ey
o Round; shallow convex; beval-edged "BRX" and *1
Light gresn » —
2 Aound; shaliow convex; bevel-edged "BAX" and "2
Light purple ——
amg White S

Aound; shallow convex; bevel-edged

4  CONTRAINDICATIONS

REXULTI ls contraindicated In patieniks with & known hypersensitivily to brexplprazola
or any of lis components. Reactions have Included rash, faclal swalling, urlicara, and
anaphylaxls.

5 WARNINGS AND PRECAUTIONS

51 Increessd Mortality in Elderly Patients with Dementia-Related Peychosis
Elderly patients with demenlia-related psychosis treated with anlipsycholic drugs are al
an Increased risk of ceath. Analyses of 17 placebe-controlled trials (modal duration of
10 waeks), largaly In patients taking atypleal antipsychol'c drugs, revagied a risk of death
In drug-treated patlents of beiwasn 1.6 ta 1.7 times the risk of dealh in placebo-treatad
patlents, Over 1he course of a typical 10-wesk conlrolled trial, the rate of death In drug-
ireaiad patients was aboul 4.5%, comparsd (o a rate of about 2,6% In the placebo group.
Although the causes of death wera veried, most of the deathe appearsd to be sither
cardiovascular (e.g., heert fallure, sudden death) ar Infeclious (8.4., pnéumonla) in naturs.
REXULTI I nat spproved for the kreatment of patienis with damenlia-ralated psychosis
[3a8 Boxsd Warning, Warnings and Precaufions (5.3)].

52 Sulcldal Thoughts and Behaviors In Childran, Adoloscents and Young Adults
In pooled analysas of placeho-cantrolled trials of antidapressant drugs (SSRIS and other
entidsprassant clastes) that Included approsmatsly 77,000 adult patlants, and over
4,400 padiatric pallenis, the incidence of sulcidal thoughts and behaviors In patisnis age
24 years and younger was greater |n antidepressant-treatsd patients than In placabe-
treated petionts. The drug-plaosbo diffsrences In the number of cases of sultkial thoughis
end bebaviors per 1000 patisnts Ireatad are provided In Tabls 3.

No sulckdes occurrad In any of the pediatrc studles. Thar were sulcides In the adult
studies, bat Ihe numbar was not sufficlent to reach any concluslon about amidepreesant
grug effact on sulclds.
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Table : Risk Differences of the Number of Patlemis with Suicldal Thoughts or
Bshaviors in the Pooled Placsho-Conirotled Triala of Antidepressants
In Pedlafric and Adult Patlants

Age Range Drug-Placeho Difference In Numbsr of Patients wilh Sulcldal
{vears) Thoughts or Behaviors per 1000 Patlenta Treated
: Increanss Compared to Placabo
<18 14 agditional patlents
18-24 5 additional patlents
Decreases Campared ta Placetio
25-64 1 fgwer patient
=66 & lewar pationts

It ls unkrown whather the risk of sulcidal thoughts and behaviors In children, adclescents,
and young adults extonds 1o longer-torm use, Le., beyond four monthe, Howaver, thers ls
substantial evidence from placsbo-conirolled maintanencs studles In adults with MDD that
antidepressants delay ihe recurrénce of depression.

Monitor all antidepressant-treated patlents for clinical worsaning and emargence of
sulcidal thoughts and bahaviors, especially during tha [nitial few menths of drup therapy
and at times of dosage changes, Counsel famlly members or careglvers of patiants to
moniter for changes In bahavior and lo alert the heslthcare provider. Conslider changing
the herapeutic regimen, including possibly discontinuing REXULTI, in patisnis whose
gepreeston fa persistantly worse, or who ars experiencing emergent suicidal thoughts or
bahaviors,

B3 Cerebrovascular Adverse Reactlons Including Siroke in Elderly Pafieniz with

Demaenllia-Relalad Psychosls

In placebo-controlled trlals In elderly subjecis with dementia, patlents randomized 1o
risparidone, arlplprazols, and clanzaping had & higher Incidence of siroke and transient
ischemie atiack, Including fatal siroke. REXULT] & nol appraved fer the tréatment of
patients with demanlia-relatad psychosis [see Boxad Waming, Wamings and Precaufions
(a1

54  Neuralaptic Malignant Syndrome (NMS)

A potentlaliy fatal symptom complex sometimes referred lo as Meurcleplic Mallgmant
Syndrome (NMS) has been reporied in 2=soclation with administration of antipsycholic
drugs.

Clinical manifestatlons of NMS are hyperpyraxia, muscle rigldlty, altered manial staius
and evidance of autonomic inatability, Additonal signa may Includa slevated crsatinine
phosphokinase, myagiobinurle {rhabdamyelysis), and acuta renal fallure.

IF NS Is suspected, iImmediately discontinua REXULT] and provide intensive symptomallc
fraatmant and manltoring.

55 Tardive Dyskinesla

Tardive dyskinesia, a eyndrame consisting of polentially hreversible, Involuntary,
dyskinetic movemanls, may develop in patients treated with antipsychotle drugs. Tna risk
appears to ba highest amgng the eidarly, espacizlly eldarly women, but il Is not possiblg
to predict which patients are liksly to develop the syndrome. Whether antipsvehotic drugs
differ in their patential 10 cause tardive dyekinesa Is unknown,

The rigk of tardive dyskinesia and the likelihood tat it will bacome Ireversibla Increass
with ths duration of treaiment and the cumulative doss. The syndrome can develop after a
relatively brial ireatment parfad, even at low doses. It may alsa occur after discontinuation
of traatmant.

There I8 no known Irealment for established cases of lardive dyskinesla, eitheugh the
syndrome may emit, parilally or complalsly, if antipsychotic trealment |s discontinusd.
Antipsychatic treatment [tself, however, may suppress (or pariially suppress) the signs
and symptoms of the eyndrome, poasibly masking the Underlying procese. Tha effect that
sympiomatic supprasslon has upon ihe long-term course of the syndrome I8 unknown.
Given thegs considerallons, REXULTI should be prescrived In a2 mannar most likely to
reduce the risk of tardive dyskinesia, Chronlc anlipsychetic treatment should generally
be reserved for patiants: (1) who suffer from a chronic Hiness that is known 1o vaspond
to antipsycholic drugs; and {2) for whom alternaiive, effective, tut potentlally less
harmfyl irsatments are not avallable or appropriate. In pallents who do requirs chronic
traatment, use the lowest doaa and the shortast duration of treatment neaded to preduce
a gatistactory clinical response. Perlodically reassess the nsed for continued treatment.

IF signs and symptoms of tardlve dyskinesla zppear in a patlent on REXULT, drug
discontinuation should b considered. Howaver, soma patlents may require treatment with
REXULTI despite the presence of he syndrome.
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66 Meiabollc Changes

Atyplcal anlipsycholic drugg, Including REXULTI, have caused metabolic changss, Including
hyperglycemia, dlabetss melliius, dyslipldemia, and body welght galn. Although all of the
drugs In the class to dats have besn shown to produce some metabolic changes, each
ng has ils own speull’lﬂ sk uu!ie

Hypsrglywnla. ln SOME CASAs eﬂlema and assoclated with ketoacidosls or hyperosmolar
coma or death, has been reparted In patients treated with atyplcal anflpeychotics. Thers
have been reports of hyperglycemia In patiants fraated with FEXULTI jsee Adverse
Asactions (6.1} Assess 1asfing plesma plucose belere or socon after Inftlation of
antipsycholic medicallon, and menitor peripdically during long-term reatment,

Major Depreasive Disarder

In lhe 6-week, placebo-controlled, fixed-dose clinical frizls in patienls wilh MDD, the
proportions of patients with shifts In fasting glucose from normal (<100 mg/dl) ko high
(2126 mgfdL) and borderline (2100 and <126 mg/dL} 0 high ware similar In patlents
traated wilh AEXULTI and placebo.

In the lpng-tarm, open-tabel depression studies, 5% of pallenls with ngrmal baseling
fasting glucose experienced 2 shiit 10 high while taking REXULTI+Antidsprassant (ADT);
25% of aLbjects with borderlins faating glucose exparlenced shifts o high. Combined, 3%
of subjects with normal or borderline fasling glucosa experienced shifts to high fasting
plucose during Lhe long-term depression siudiss.

Schizophrenla

In the &-week, placebe-controlled, tixed-dose clinical trials n patients with schizophrenia,
the proportigng of patlents with shifts In f2sling glucosa from normal {<160 mo/dL) to high
{2126 mg/dL) or borderfine (2100 and <126 mg/dL) to high wara simliar in patiants treated
with REXULTI and placsbo.

In the lang-tarm, open-label schizophrenia stud/es, B% of patients with normzl basaline
fasting plucose experignced a shift from normal to high while taking REXULTL, 17% of
subjects with bordsriine fasting glucose exparionced shifts from borderilne 10 high.
Cambined, 10% of subjects with normal or borderline fasting plucoss experkencad shifta
10 high tasting glutose during the long-term schizophrenla studlss.

Dystipidemia

Atyplcal antipsychotics cause adveree alterations |n lipids. Before or soon after initietion of
antipsychollc medlcation, oblaln a fasting lpid profile at baseline and manitor periodically
during treatmant.

Major Depressive Disorder

In the 6-wask, placabo-controlled, iad-dosa clinical trigla in patisnts with MOD, changes
In fasting tokal cholssteral, LDL cholesterol, and HDL cholesierel were similar In REXULTI-
and placebo-ireated patients. Table 4 shows the proporiions ¢f pallants with ¢changes in
fasting triglycerides.

Table 4: Change in Festing Wglyceriies I the 6-Wesk, FPlatebo-Controlled,
Fixad-Dose MDD Trisls

Proportion of Patlenis with Shifts Bassline fo Posi-Baselline

Placebo 1mp/day 2mg/day 3 mp/day
Triglycerides
Nermal to High 6% 5% 13% 2%
(=150 mg/dL to >200 and 5/25 n4gy (181 n
500 motd) (15257 )y 08A19" (13750
Normal/Borderiine lo Very High 0% 0% 0.7% 0%
(=200 mg/dL to =500 mg/dL) 0/300F  ATI (1143 (079"
* danotes /N where N=tha total number of subjacte whe had a measuremant at bese!ine

and at lsast ana post-tassling rasuit,

n=iha number at subjacts with shift.

In the long-1erm, cpan-tabel dapreselon studles, shifts in bassline fasting cnolesterol from
normal to ilgh wers reportad in 9% (lotal cholestarol), 3% (LDL cholesterol), and shitts
In basaling from narmal o low were reportad In 14% (HDL cholesterol) of paliants taking
AEXULTL. 0f paliants with normal basaling riglycarides, 17% sxperlencad shifis to high,
and 0.2% expsriancad shifts to very high, Combined, 0.6% of subjects with normal or
bordariine fasting trglyceridas exparienced shifts 10 very high Tasting trigivcsrides durlng
tha long-tarm depression studies.

Schizophrenla

1 tha 6-waek, piacebe-controlled, fixed-dose clinlcal trials in pationts with schizaphrenia,
changas In fasting total cholesterol, LOL cholesterol, and HDL cholestarol were simllar In
REXULTI- and placebo-treated patients. Table 5 shows the proportions nf patignts wilh
changes In fasting triglyceridas.
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Tabla B: Change in Fzsling Triglycerides In the 6-Wesk, Placebo-Conirallad,

Fixgd-Doge Schizophrania Trials
Proportion of Pafients with Shifis Baseliae o
Pasi-Bassiina

Placabe 1my/dey Zmg/day 4 mg/day
Triglyceridas
Norntal to High 6% 10% 8% 10%
(<150 mg/dL to 2200 and (157253 {7773 (19/233¢ (227225
<500 mp/dL)
Normai/Borderline lo Very High 0% 0% 0% 0.4%
{<200 mgfdL 1o 2500 my/dL) (003 (094 (07283 (1/283)*

* denotss n/N where N=the lotal number of sublects who had a measuremant at basgline
and at least ona post-baseline result.
n=the number of subjects with shift.
In the lang-tarm, apen-lebsl schizophrenta studies, shifis In bassiine fasting cholesterol
from normal to high were raported In 6% (iolal cholesteral), 2% (LDL cholesterol), and
shifts In baseline from normal ko low wers reporied In 17% (HDL cholasterol) of patisnts
taking REXULTI. Of patisnts with normal basaline triglycerides, 13% sxperienced shifts to
filgh, and 0.4% experlenced shifts o very high triglycerides. Combined, 0.6% of subjects
wiith normal or borderfine fasting triglycaridss expsrlenced shifs to very high festing
trighycerides during the long-1erm schizaphrenta studles,

Weight Galn

Visight gain has been obssrved In patlents trealed wilh atyplcal antipsychotics, including
REXUILTI. Monitor walght at baselina and traquently theraafter.

Major Depressiva Disordar '

Table 6 shows Welght galn data ot last vislt and psrcentage of edult patients with 27%
incresse In body welght at endpoint from the 6-week, placebo-conlrolled, fixed-dose
clinlcal studles In patlsnis with MDD.

Tabis G: Increasss In Bady Welghtin the 6-Week, Placabo-Controlled, Fixed-Dose

MDD Triala
Placebo 1 my/dey 2 my/day 3 my/day
n=407 =225 n=187 =228
Rfean Change from Basefing (kg) at Last Visit
All Palienis +0.3 +13 +1.5 +18

Proportion of Patiants with a >7% Increase in Body Weight (kg) at Any Visit
()

2% 5% 5% 2%
(/407" (117225 @/187)* (5/228)*
* Ne=the tgtal number of sublects who had a measuremant at basaling and at lsast one

post-baseling result.

n=the number of subjects with a shift 27%.
In he long-term, open-label depression stud 83, 4% of patients discontinuad dus to weighl
Increase. REXULT] was assoclated with msan changs from bassline In walght of 2.9 kg
at week 26 and 3.1 kg at week 52, In tha long-term, open label deprassion studles, 30%
of patienle demonsiratad a 7% Incrsage In body welght and 4% demonstratad a 7%
tiecrense In bady welght.

Schizophrenia

Table 7 shows weight gain data at fast vislt and percemage of adult patlsnts with 7%
increass in body welght at endpoint from the G-wiesk, placeba-controlled, fixed-dase
elinizal stugles In patlents with schizophrenia.

Tabia 7: Increasss In Body Waight in the 8-Waek, Placabo-Controlied, Fixed-

Dage Schizophrania Triale

Placeho  1mpiday  Zmg/dey 4 myg/day

n=362 n=120 =362 N=362

Mean Chango from Bagoline (kg) at Last Visit

AH Patisnts +0.2 +1.0 +1.2 +1.2

Proportion of Patiants willr 2 7% Incrazse in Body Weight (kg) at Any Visit
{*n/¥)

4% 10% 1% 10%

(15362 (121201 (38/362)" {37/362)"

* denotss n/N where N=tha total number of subjacts who had 8 measuremant at bassiine
and at laast ona post-basaline result.
n=te number of subjects vilh a ehift 27%.
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In the long-term, open-label schizophrenia studies, 0.6% of patients discontinued dus to
welght Increasa. REXULT] was assaclated wiih maan change from basalina In welght of
1.3 kg at wesk 26 and 2.0 kg at wesk 52. In tha long-term, gpan labsl schizophrania
studles, 20% of patlents demonslrated a 27% Incraase In body weight and 10%
demonstrated a x7% decrease In body waight.

6.7 isukopenia, Neutropenia, and Agranulocytosks

Leukopenia end neutrcpenla have been reported during treatment with antipsychotic
egenta, Agranulccytesls {including fatal cases) nas been reparted with other agents In
ihis class.

Passibia risk factars for lsukopenia and neutronania Includa pre-existing low wihlte biood
cell count (WBC) or abaclute nautrophll count (ANG) and history of drug-intuced leukopenia
or neutropanta. In palients with a pre-exisfing low WBC or ANC or a history of drug-inducad
leukopania or neutropenta, periorm a complets blood count (CBC) fraquently during the
first faw months of therapy. In such patlents, consicer discontinuation of REXULT at the
first sign of & chnically significant decline in WBG In the absense of olher caugalive factors,

Monitor patients with dlinlcally signllicant nautropanla for fever or other symptoms or
slgns of infection and treat promptly If such symptoma or signs occur, Discontinus RELULT]
In patiants with abaoluts neutropll eount <1000/mm* and follow thelr WBE untll recovary,

6.8 Drihostailc Hypotension and Synoope

Atypical antipsychotics cause orthostatlc hypotension and eyncops. Gensrally, the risk Is
greatest during initial dose tiration and when Incraasing ihe dose.,

In the short-term, placebo-coniralled dlinical studies of REXULTI+ADT In patients with
MDD, the Incldence of orthoslalic hypotension-related adverse reactions in REXULTHADT-
treatad patients comparad to placebo+ADT patients Included: dizziness (2% vs. 2%)
and orthosiallc hypolenslon (0.1% vs. 0%). In the shori-ierm, placabo-conirollad
cliniczi studles of AEXULTI In patlenis with schizophrenla, the Incldence of orihostalic
hynotension-reiated adversa reactions In REXULTI-treated pallenis compared fo placedo
patients Included: dizzinesa (2% varsus 2%), orthostatic hypotensicn (0.4% versus 0.2%),
and syneopa (0.71% varsus 0%).

Qrthostatic vital signs shoudd be manitpred In palients who are viingrable 1o fiypotension,
{8.0., elderiy pailents, patlents with denhydration, hypovalamia, concomitant traatment
with antihypertanslve madication), patients with Knawn carciovascular diseass (history of
myecardial Infaretion, ischemic heart disease, hesrt fallurs, or concuclipn abnormallties),
and patients wilh cersbrovascular disease. REXULTI has not begn avaluated In patienis
with a recent history of myocardial infargtion or unetable cardlovescular diseasa. Suth
patierite wera excludad from pre-marketing cliinlcal tale.

69 Sehmres
Like other anlipsychotlc drugs, REXULTI may cause selzures. This risk I3 greatest In

patients with a history of sslzures or with conditions that lower the gelzure threshold,
Conditiona that lewer the saizure threchold may be more prevalent n oldsr patients,

510 Body Temperature Dysrogulation

Atyplcal antipsychotics may disrupt the body's abllity to reduce core body temperaturs,
Sirenupus Brerciss, exposws o extreme heat, dehwdrallon, and anticheolinergic
medications may comribute 10 an elevation in core body temperaters; uee REXULTI with
caution [n patients who may exparience these condiliona.

B.11  Dyephaglt

Esaphagas| dysmolllity and asplration have besn asseclated with antipsychotic drug uss,
Anﬁ&vcruﬁc drugs, including REXULTI, shauld be wsed cautiously In patisnta at risk for
aspiration,

612 Potentlal for Cognitive and Motor impalrment

REXULTL, fike oinar antipsychotics, hag the potantial to impair judgmant, thinking, or motor
sidlls. In B-wask, placsbo-controlled clinloal trigls in patisnts wilth MDD, ssmnolence
{Including ssdation and hypersomnia} was reporied In 4% for REXULTIS-ADT-freated
patignts comparad i 1% of placabo+ADT patients.

In 6-week, placebo-controlied cllnical rials In palients with achizophranta, somnolsnce
(inciuding secation and nypersomnla) was reparied In 5% of REXULTHireatsd patisnis
compared to 3% of placsho-freated patients.

Pationts should be cautionsd about operating hazardous maohinary, including motor
vahicles, untll thay are reasonably carteln [hat REXULT! therapy doa3 not affect them
adversely.

8  ADVERSE REACTIONS

The following adverae raactions are discussed in mors dalall in other sections of the
labeling:
* Ingraased Mortality In Elderly Patlents wilh Dsmentla-Aslated Psvchosts fsee
Boxad Warning, Warnings and Precautions (5.1)!
¢ Sulcidal Thoughts and Behaviors in Adoleacents and Young AduRe [see Bowsd
Warming, Wemings and Frecautions (5.2
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» (Carebrovasculzar Advgrse Reactions including Siroke in Elderly Patients with

Dementla-Aelated Psychosls [see Wamnings end Precautions (5.3)]

Neurolepiic Malignant Syndroms (NMS) fees Warnings and Precautions (5.4)]

Tardive Dyshinesia {seg Wamings end Pracaulicns (5.5))

Metatolic Changes [s28 Wamings and Pracautions (5.6))

Leukopenla, Neutropenla, and Agranulocytosls [ese Warings and Frecautions

5.7

Orthostalic Hypotension and Syncops fses Whm[m:r and Precauffons (5.8)]

Salzures fsee Wamings and Pracautions (5.

Bedy Temperalyra Dysraguisiion fces meimsawd Fracaulons (5.10))

Dysphaala fses Warnings and Pracautions (5.11)]

I;suterz:;al for Cognitive and Motor Impalrment fseg Wamings and Precautions
B 7

61  Clinical Triala Experience

Because clinical trials are conducted under widety varying candilicns, adverse reaction

rates obsarved In clinical irials of a drug cannot be directly compared to ratag In Iha clinical

{rials of anolher drug 2nd may not refiect ne ratas observad in clinical practize.

Major Depressive Disarder

The safely of REXULT! was svaluated 1,054 patlents (18 lo 85 years of age) diagnased

with MDD who participated in two 6-waek, placeto-comrolled, fixad-dose clinleal iials in

patisnts with major deprossive disorder In wnlch REXULTI was administered at doses of

1 mg 10 3 mg dally ae adjunciivs treatment to continued antidepressant therapy; patients

I(t}msj.plmbo group continued 1o recelve antideprassant therapy [ese Cinical Siudiss
4.9

Advarsa Reaclions Reported a3 Reasens for Disconlinuation of Treatment

A folal of 3% {17/643] of REXULTI-trealed patiants and 1% (3/411) of placebo-treated

patients discontinued due to zdverss reactions.

Common Adverse Reactions

Adverse reactions assoclated with the adjunclve use of REXULTI {incldence of 2% or
grester and adjunctive REXULTI Incldance greatar than adfunctive placebg) that cecurmed
during acule therapy (up fo B-wesks In patients with MDD} ara shown In Table 8.

Table 8  Advarse Reactions in Pooled 8-Week, Placebo-Canbrotied, Fixed-Dose

- s ® 0w

MDD Triais (Studies 1 and 2)*
REXULTI
Placebo | 1 molday | 2me/day | Smgiday [ o 2F
(Nmdt1) | (Nm226) | (Nu188) | (Nw22B) | oy oo

Gasirolntastinal Disprdsrs

Constipation | 9w | % | =% | % 2%
General Disorders and Administratlon Sita Conditions

Fatiguo | 2% | 2% | = | 5% 3%
Infections and Infeatations

Nasopharyngitis | 2% | 7% | 1% | 3% 4%
Investigaians

Wolgnt Incraased 2% % 8% 6% 7%

g:’c";g[ﬂ“" 1% % 0% 9% 2%
tstabolism and Nutrilion

icreasedappotie | 2% | 3% | 3w | am | 3w
Nervous System Disorders

Alatnlsia 2% % % 14% 9%

Headache 6% 9% 4% 6% 7%

Somnolence 0.5% 4% 4% % 5%

Tramor 2% % 2% 5% 4%

Dizzingss 1% 1% 5% 2% %

Psychlatric Disorders

Andaty 1% 2% 4% 4% 3%

Aestizasnens 0% 2% 3% 4% 3%

* Adverse reactions that occurred In 22% of REXULTI-reatad petlents and greater
In¢ldence than In placebe-traatad patfents

Dosg-Felatgd Agvarsa Reactions in the MDD iriais

In Studles 1 and 2, among the adveres raactions that occurred at 22% Incldence In
the pallents treated with REXULT! +ADT, the incidences of akalhisla and restiessness
Incremsed with increasss in doza.

e | St i R
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Schizophreala

The safaty of REXULT] was evaluated in B52 patients (18 In 65 years of age) diagnossd
wilh schizapirenis who participated in two 6-wesk, placebo-controlled, fixad-tose clinical
trials in which REXULTI was administered at dally doses of 1 mg, 2 mg and 4 mg fses
Clinlcal Siugiss (14.2]].

Common Adveras Reactions

Adverse reaclions assoclated with REXULT] (incldancs of 2% or greater and REXULTI
Incldence greatar than placebo) during short-term (up to G-wesks) trials In patients with
schizophranta are shown In Table 3.

Tahle®: Adverse Reactions in Pooled 6-Waak, Placeko-Controlled, Fixad-Dose

Sehizophrenia Trials (Stutiles 3 and 4)*
NEXULTI

tneann) | 1 mo/day | 2mosday | 4mgraay | o ALL

=300 | “gimize | ‘gieze) | (uest) e
Gasirointestinal Disorders
Dyspapsla 2% 6% 2% 3% %
Diarriea 2% 1% 3% ¥% 3%
Invastipations
Welght increased | 2% 3% 4% 4% %
Bload Creating
Phosphokinasa 1% % 2% 2% 2%
Increasec
Nervous Syster Disorders
Akathigla 5% 4% 5% % 6%
Tramor 1% 2% % % %
Sadalion 1% 2% 2% 3% 2%

* Adverse resctlons that occutred In 22% of REXULTI-resled patlenis and graater
Incidenca than in placsbo-tregied patients

l&dur Denfuma Dimiu _
The Incidsncs of raported EPS-ralated advarse reaclions, excluding akathislz, was 6%
for REXULTI+ADT-Iraaled patlants versus 3% for placgbo+ADT-trgated patignis. Tha

Incigance of akalhisla events for REXULTI+ADT-ireated patlents was 8% versue 2% for
placebo+ADT-treated patients.

In tho G-wask, placeba-controllad MDD studies, date was objectively collected on the
Simpson Angus Raling Scale (SAS) for exirapyramidel symptoms (EPS), the Bames
Alalhisia Rating Scale (BARS) for akathisia and the Abnormal Inveluntary Movament Score
(AIMS} for dys«inesla. The mean changs from bassline at last vislt for REXULTIADT-
fraated paflants ‘or the SAS, BARS and AIMS was comparable to placebo ireated
patients. The parcantage of pallants who shifted from normal ta abnormal was greater in
REXULTIH-ACT-ireated palients veraus placabo+ADT for the BARS (4% versus 0.6%) and
the SAS (4% versus 3%).

Soilzophrania

The Incidence of reported EPS-related adverse reactions, excluding akathisla, was 5%
for REXULTI-iroated patients versus 4% for placaba-treated patierts, The Incidanca of
akathisla events for RDWULTI-traated paflents was 6% versus 5% for placebo-treated
patients.

in the B-weel, placebo-controlled, fixed-dose schizaphrenia studies, data was objectively
collectad on the Simpson Angue Ratlng Scale (SAS) for sxtrapyramidal symploms (EPS),
e Barnss Akalhisla Rating Scale (BARS) for akathisla and the Abnormal Imuplumtary
Movement Scals (AIMS) for dyskingsla. The mean change from basaline at last visit for
REXULTI-treatad patlents for the SAS, BARS and AIMS was comparable to placebo-treatad
patients, The percantage of patierts who shifted (rom normal ta ebrormal was greater In
REXULTI-treated patlents versus placsho for Bia BARS (2% versus 1%) and the 5AS (7%
varsus 5%).

Dystonia

Symptoms of dystonia may accur In susceplible indwiduals during the First few days
of treatment Dysfonic symptems includa: spasm of the neck myscles, somstimes
progragsing to tightness of the throat, swallowing difficulty, difficulty breathing, and/er
protruslon of the tongue. Whlle thess symplome can occur at low doses, Ihey occur
more froquantly and with greater ssvarily wilh figh potency and at higher doses of first
penerzilon antipsychotic drugs. An slevated risk of zcule dystonla ls gbservad In males
and younger age groups.
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Otter adverse reactions {(21% h‘equency and gresler than placahok w!ﬂﬂn the short-tarm,
placabo-controlied frials In patients wih MDD and schizophrenle are shown below. The
following listing does not Inpluda adverse reactions: ‘1) already lIsted In previpus tables
or olsewhers In the labaling, 2) for which a drug cause was remota, 3) which were so
general as to be wninformative, 4) which were nol considerad to have clinically significant
Implications, or 5) which cccurred at a rale equal to or less than piacabo.

Eys Disordars: Vislon Blurred

Gastrointestinal Disorders: Nauses, Ory Mouth, Sallvery Hypsrsecretion, Abdominal
Pain, Flalulence

Infactions and Infestations: Urinary Tract Infection

Invastigatfons: Blood Prolactin Increased

Musctiigstiotal and Connective Tissue Disorders: Myalgla

Psychiatric Disordars: Abncrmal Dreams, Insomnla

Skin and Subtuiangous Tissue Disoragrs: Hyperhidrosls

7 DRUG INTERACTIONS
7.1 Drugs Having Clinically Important interactions with REXULTI

Tabls 10: Clinically Important Drug hlnraﬁhna with REXLILTI
Birang GYP3AS inhibitors '

Concomitant uss of ﬁE)(ﬂL‘I‘l with slrong OYP3M Inhiblare Ingreased
the exposure of brexplprazale compared 1o the use of REXULT) alona
[s98 Clinlcal Pharmacoiogy (12.3)]

it i With concomiiant use of REXULTI with a strong CYP3A4 Inhibitor,
" | reduce the REXULTI dosags [sge Dosags and Adnifiisiration (2.5)]

Examplos: nracmawe clarithromyein, kalocmuls
Strong CYP208 Inhibtors* '

Concomitant use utBExUm with sirong CYP206 inﬁhlm mrm&ed
the exposure of brexplprazole compared to the use of REXULTI alone
feos Clinical Pharmacology (12.3)]

intarvention: Wiih concomitant use of REXULTI with 2 strong CYP2D6 Inhibilor,
" | reduca the REXULTI gosags [ses Dosage and Adminisiration (2.5]]

Exampies: | paroxetine, fluoxeline, quinidine
Both CYP3A4 Illhliltnrl and mfm iliﬂlhn

Concomitant use of REXULTI Wlth 1a slmng GYP3A4 lnhlhihr and
a gtrong CYP2D6 Inhibitor; or 2} a moderate CYP3A4 Inhibitor and
a sirong CYP2D6 inhibitor; or 3} & strong CYP3A4 Inhibltor and &
madarzte GYP2D6 inhibitor; or 4) a moderata CYP3A4 Inhibltor and &
modlergte GYP2N6 Inhibilor, increased tha exposura of braxplprazale
ocompared to the use of REXULT] alone fsee Ciiafcal Pharmacciogy
(12.3]

With concomitant uss of REXULT] with 1) a strong CYP3A4 Inhibitor
and a strong CYP20@ Inhibitor; or 2) a moderate CYP3A4 Inhibitor
ard a strong CYP2D8 inkibllor; or 3) & strong CYP3A4 Inhibltor and a
moderzte CYP206 Inhibitor; or 4) a2 mogerete CYP3A4 Inhibior and
8 moderate CYP2D8 inhibitor, dscrsase the REXULTI dosage fsae
Doaage and Administration (2.5)]

1) lraconazole + quinidine

2} tiucona2als + paroxeling

3} liraconazale + duloxsting

4} fluconazole + duloxeting

Strong CYPIA Inducers . | . J
Concormitant uss of REXULTI and 4 strong CYP3A4 Inducsr dacreasad
the exposure of braxplprazole comparsd to the use of AEXULTI alone
[s98 Clinical Pharmacology (12.3))

nbrvention: With concomitant use of REXULT] with a strong CYP3A4 Inducer,
Increasa 1he REXULT] dosage fsee Dosaga and Adminisiration (2.5)]

Ciinical Impact

Clinigal tmpact:

L

Cifnical tmpact:

intarvantion:

Examples:

Cinicat impact:

Examgplzs: | rifampln, St John's wort

*In clinical triafs examining the adjunctive use of REXULT] In tha treatiment of MDD, dosage
was not adjusted for slrong CYF2D6 Inhibitors (e.4., paroxating, fiucxkating). Thus, CYP
considarations are alrezdy [zctored Into general dosing recommendations and REXULTI
may ba 2dministerad without dosage adjusimant in patisnts with MDD,
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72  Druge Having Mo Clinlcally Impuortant Interactions with REXULT!

Based on pharmacokinatic studles, no dosage edjusiment of REXULT) Is required whan
adminlstersd concomitenlly with CYPZBE inhibilore (e.g., Udlopiding) o pastrie pH
madifiers {2.g., omsprazole). Additionally, no dosage adjusiment for subslrates of CYP2D6
(e.p., dexiyomethorphan), CYP3AJ (e.g., lovastatin), CYP2B6 (8.9., ouproplon), BCAP (e.g.,
mauvamﬂn). or P-gp (8.4., fexofenading) Is required when adminlsterad concomftantly
with REXULTI.

8  USEIN SPEGIFIC POPULATIONS

81 Pragnancy

Eragnancy Exposura Raqlstry

There Is a pregnancy exposurs replatry thet menllors prégrancy oulcomes In
waman expesed o REXULTI during pregnancy. For more information conlact the
Natlpnai Pregnancy Reglstry for Atypical Antipsychofics at 1-866-961-2386 ar visit
hito=//womensmentalheaith.orgsctinical-and-research-programs/pregnancyreglstry/.
Blsk Summary

Adequate and well-controlled sludles nave not baen canducted with REXULTI In pregnant
woman tp inform drug-assoclated risks. However, neonales whose mothers ars exposed
to antipsychotic drugs, ke REXULTI, during the third trimester of pragnancy are at risk
tor extrapwramidal and/or withdrawal symptoms. in animel reproduction studies, no
teralogenicity was obsarved with oral administration of braxplprazole to pregnant rats and
rabhlts during organogenesls at dosas up to 73 and 148 timas, respactivaly, of madmum
recommanded human dose (MRHD} of 4 mg/day on a mp/m? basis. However, when
pragnant rals wers administered braxp'prazole during e period of organogenasts through
laciation, the number of parinatal deaths of pups was Increased at 72 times the MAHD
fse8 Dataj, The background risk of major birth defects and miscarriage for the Indicated
population(s) ls uninown. In the U.S. general population, the estimated background risk
of major birth defects and miscarriage in clinlcally recognized pregnancles Is 2-4% and
15-20%, respectively.

Felal/Neonatal Advsrss Reactions

Extrapyramidal and/or withdrawal symptoms, Incluglng agitation, hypertonia, hypotonia,
romor, somnolenca, rasphatory distrass and faeding disorder have been raportad In
neonatas whose mothers were exposed to anlipsychotic drugs during the third trimester
of pragnancy. Theze symptoms have varled In severity. Soma ngonales recovered within
hours or days without specilic trealment; others required prolonged hospitalization,
Monltor naonates for extrapyramidal andvor withdrawal symptoms and manage symptoms
appropriately.

Dalz

Animal Dara

Prapnant rals wera treatad with oral dosas of 3, 10, and 30 mg/kp/day (7.3, 24, and 73
times the MAHD o1 & mg/m? basle) of brexpiprazole during the period of orgenogensels.
Braxpiprazole was not terategenic and did not cause adverss develapmeéntal effacls at
doges up fp 73 imas the MAHD.

Pragnant rabbits wera treatad with cral doses of 10, 30, and 150 mg/kg/day (49, 146, and
730 timea the MRHD) of brexplprazole during the peried of organogenesla. Brexplprazcle
was not teralogenic and did not cause adverse davelopmental effects at deses up lo
146 Umes Ihe MEHD. Findings of decreased body weight, retarded osslficalion, and
Increased Incidences of visceral and akelsial variallons were observed in fetuses at
730 times tha MRHD, a deas that Induced maternal toxichy.

In a study [ which pragnant rals were adminlsiared oral coses of 3, 10, and 30 mg/ka/day
(7.3, 24, and 73 limes the MRHD) durlng the period of argancgenesks and through tactaticn,
the number of liva-bern pups was decreased and early posinatal dealhs hcmsod zt a

body wsight galn In pups ware obssrved at 73 times, but nol at 24 imes, e MAHD.
B2 Lagiation

Rlgk Summary

Lactation stucles have not been conducted to asssse the presence of brexplprazcle
In human milk, the effacts ot brexplprazole on the breastfad fnfant, or the eflects of
brexpliprazoie on milk praduction. Brexplprazole Is present in rat milk. The development
and haalih benafits of breastieeding should be considared along with the mother's clinicat
nesd for REXULT] and any potential advarse effects on the breastfed Infant frem REXULTI
or from the underylng matemal conditien.

8.4 Pedialrla llsa

Salely and eflectivaness In padlatric pallents have not besn established. Antidepressanis
Inoreased the dsk of suicidal thoughts and behaviors In pediatric patients fsse Boxed
Waming, Warnings and Precautions (5.2)],

86 Garlalric Use

Clinical studles of tha afflcacy of REXULTI did not include any patienls agad 65 ar older
t¢ determing whether thoy respond differently from younger patients. In general, dose
selaction for an sldsréy patlsnt should be cautious, Usually sterting at tha low end of the
dosing range, refiscting the greater frequency of decressed hepatio, renal, and cerdiac
functlon, concomitant dissases, and other drug tharapy.
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Based on the resuits of a safely, folerability and pharmacokinetics frial, the
pharmacoxinetica of once dally oral adminlatration of brexplprazale (up to 3 mp/day for
14 days) es an adjuncl Iherapy in the reetmant of elderly subjects (70 to 85 years old,
N=11] with MDD were comparable to those observed In adults subjects with MOD.

Antlpeycootic drugs Incraass the risk of death In alderly patlenls with dementia-related
peychosls, REXULTI is not approved for the treatment of patients with dementia-relatsd
payohosts fsee Boxed Warning, Wamings and Pracautions (5.1)].

8.6 CYPZD6 Poor Metabolizers

Dossge edjustment is rscommended In known CYP20G6 poor metabollzers, bacause
these patients nave higher brexplprazole concantrztions than normal matabolizers of
CYP206. Aporoximately 8% of Caucaslens and 3-8% of Black/African Americans cannot
metabolize CYP2D6 substrales and are classifled a3 poor metaisolizers (PM) fses Dosage
snd Administration (2.5), Clinical Pharmacology {12.3)].

8.7 Hepatic Impairment

Reduce the maximwn recommandad dosage in patlents with modarats to severs hepallc
impairment {Child-Pugh scare 27). Patients with moderats to eevere hepalic Impairment
(Child-Pugh score =7) generally had higher exposurs to brexpiprazole than patients will
normal hepatic function [see Clinical Aharmaceizgy (12.3)). Greater exposure may Incraase
the 1isk of REXULTI-assaclated edverse raactions (see Dasage and Admintsiration 2.3,
8.8 Renal iImpairmant

Reduce ihe maxmum rscommended dosage in patlents with moderats, severs, or
and-siage renal Impalrmant (CLer<60 mL/minute). Patlents with impeired renal funetion
{Cler<B0 mU/minute) had higher sxposure 1o brexplprazole than patiente with normal
ranal function fses Cfinical Fharmacology (12.3)). Graater exposure may increasa the risk
of REXULTI-assoclated adverse reaclions [see Dossge end Adminfstraticn (2.4)).

89 (lher Specific Populations

No do=age adjusimant far REXULT] Is required on the basis of a patlani's sex, race, or
smoking status [see Clinical Pharmacology (12.3)].

8 DRUG ABUSE AND DEPENDENGE

8.1  Controlled Substance

REXULTI is not a controlled substancs.

8.2 Abuse

Bnimals given accass ta REXULTS did nat asll-administer the dnug, supgesting that REXULTI
does not have rewarding properties.

83 Dependence

Humans and anima's that recelvad ¢hronic REXULTI administration did not demenstmate
any withdrawal signs upon drug discontinuation. This suggests that REXULTI does not
protiuce physical dependence,

10  OVERDOSAGE
There Is limited clinical trial experlence regarding humen ovardogags with REXULTT,

Consult a Certifled Polzson Comirol Center (1-800-222-1222 ar wwnw.polson.org) for
up-fo-date guldance and advice regarding a REXULTI overdosage. Management of
ovardoss shourd cancentrate on supportive therapy, maintpining an adequate airway,
oxygenallon and verliation, and managemant of symptome. Clase medical supsrvislon
and monitering should centinyg untll ihe pallant recovers.

Charcgal

Oral activated charcoal and sorbltol (30 g/240 mL), administered one hour after ingesting
oral brexplprazole, decreesad brexplprazols Cee and area under the curve (AUC) by
approximately 5% to 23% and 31% to 39% respeclively; however, there 8 Insufficlent
Information available on the therapeullc potential of aclivated charcoal In trealing an
overdoss with REXULTI,

Hemuatitalysts

Thare I3 no nformation on the affect of hamodialysis Inireating an overdoss with REXULTY
hemedialysls Is unlikely 10 be usaful becayse braxpiprazole Is highly bound 1o plasma
protalng,

11 DESCRIPTION

Braxpiprazole, an atypicel antipsyshotic, is avallabls ee REXULTI® (brexpiprazole) tablets.
Brexpiprazole i 7+[4-[4-{1-Benzcthiophen-4-ylpiperazin-1-yibutoxlquinolin-2(1 H-ane.
Ths emplricat formula is CasFaNs0:S and s molecular waight Is 43357, The chemical

structure is,
NSO H_o
%Q 19 ©f

e | Salac ot X

AEXULTI® (braxplprazols)

REXULTI tablsis are for gral zdminisiralion and arg available In 025 ma, 0.5 mg, 1 mg,
2 mg, 3 mg and 4 mg strengths. Inactive Ingradients Include kactose monohydrate, com
stareh, microcrystallne calluioss, hydroxypropyl caliulose, low-substituted hydroxypropyl
cellulose, magnasium slearate, hyprometlose, and 12lc. Coloranis Incfuds titanium dioxide,
Iran oxide and ferrosierric oxids.

12 CLINICAL PHARMAGOLOGY
121 WMechanism of Actlon

Ths machanlsm of actlon of brexplprazole In the irestment of malor daprassiva disorder
or echizophrenia ls unknown. Howsver, the efficacy of braxplprazole may be mediated
through a combination of parial agoniet activity at serotonin S-HT., and copamins
D; recepiors, and antagenist ackivity ai serotonin 5-HTzs recepiors.

122 Pharmacodynamics

Brexplprazole nias affinity (expressed ag K} for mullipls moneaminergle raceptoraincluding
saratonin 5-HT 4 {0.12 nh), 5-HTzx (0.47 nM), 5-HTz (1.8 nM), 5-HT; (3.7 M), dopamine
D:{0.3C nid), D; (1.1 nM}, and noradrensrglc oo (3.8 nM), g (0.17 nM), ayp (2.6 nM), and
oiz (C.59 1) receptors. Brexplprazolo acts 4s a partial agonist at the 5-HTya, Dz end Dy
recaptors and as an antagenist at 5-HTzs, 5-HTz, 5-HTy, aup, e, cun, And aze receplors.
Brexpiprazole also exhiblls ainily for histamine H, recaptor (18 M) and for muscarinic i,
recaptor (67% Innibitlon at 10 pM).

Cardlsc Electrophysiology

At a dosa J-times the MRHD for (he treatment of schizophrenia and d-times the MAHD for
adjunctive therapy to antidspressants for the ireatment of MOD, REXULT| does not prolong
the QTe Intarval 1o any cinically relevant sxtant,

123 Pharmacokinsiics

Absorpiion

After eingle dose administration of REXULTI iablets, the peak piasma brexpiprazola
concanirations pecurred wilhin 4 hours after administration; and fhe absolute oral
bloavailabllity was 95%. Brexpiprazole stsady-state concentrations vsere atiained within
10-12 days of dosing.

REXULTI can be administared with of without foad, Administration of 2 4 mg REXULT! labiet
wilh a glandard high fat msal did not signilicantly affect the Cn.y or AUC of brexpiprazaole.
After single and multiple ance dally dosa adminisication, brexplprazols exposure (Cas and
ALIG) 'ncreased in proportion to the dosa adminlaterad. i wire studies of brexplorazole did
not Indicate that brexplprazole 13 & gubstrate of effiux ransporters such as MDAI (F-gp)
snd BCRP.

Distribytion

The volume of distribution of Braxplprazole tolowing Intravenous administration is high
{1.66+0 42 L/kpg), Indicating extravascular distribution. Brexplprézold 18 highly proteln
bound in plasma (greatsr than 98%) io serum albumin and ce1-acid glycoprateln, and ils
protein bincing Is not aMaated by renal or hepatic Imaairment. Basad on resulls of In wiro
studles, brexplprazele protein binding I not affactad by warfarin, diazapam, or digisoxin.

Elimination
Idstabofiem

Based on i1 wio melabollsm sludies of brexplprazole using recambinant hurman

cytochroma P4SD (CYP1A1, 1A2, 246, 2BB, 2CB, 209, 2C19, 206, 2E7, and 3A4),

gn\gp metabollem of orexpiprazola was shown 1¢ be mainly mediated by GYP3AS and
206.

in vivo brexpirazols s melabolized primarily by CYF3A4 and CYPZDE anzymes. After
gingle~ and muitiple-cose adminisirations, brexplgrazole and lts major matabolite,
Cid-3411, wera the predominant drug moletiss in the systemic circulation. At
steady-stats, DM-3411 reprasented 23% to 48% of brexplprazole exposure (AUC)
In plasma. DM-3411 Is corsiderad not o contribule ko the therapeuilc effects of
braxpiprazale.

Baséd on In wifro data, bréxpiprazole showed liltie to no inhibition of CYP430
Isozymes.

Excretion

Following a single oral doss of [“Cl-labslec brexpiprazole, approximeiely 25%
and 46% of the adminisigrad radipacilily was recovered In the urine and tacag,
respactively. Lags than 1% of unchanged braxpiprazole was excreted In the ufing
and approximateiy 14% of the oral dosa was recovared unchanged (n the faces,
Apparent oral clearance of a brexpliprazols oral tablet after once dally administration
i5 19.8 (z11.4) mUh/kg. Atter multiple once dally administration of REXULTI, the
terminal elimination half-fives of braxplprazole and s major metanolits, DM-3411,
ware 91 hours and 86 hours, respectively.
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REXULTT® (brexpiprazole)

Studles In Sgecific Populatigns
Exposures of brexplprazals In spacific populailons sre summarized in Figure 1. Populaticn

Pi analyals Indicated exposure of brexplprazols In patlents with moderate renal Impalrment
was higher campared to patients with normal renal functlon.

Flguire 1: Effacts of Intrinalc Factore on Brexpiprazate Pharmacokinatics
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Effects of other drugs on the exposures of brexpiprazele are summarized In Figure 2.
Baset on simulation, a 5.1-fold Inoreass in AUC values at steady-state ls expacted
when axtanslve metabollzers of CYP2DE are administerad with both streng CYF2D6 and
CYP3A4 inhibliors. A 4.8-Told Increase In mean AUC values st steady-state I8 sxpected
in poor metabolizars of CYP2D6 administered with strong CYP3A4 inhibitors jses Drug
Interactions (7.1)].

Figure 2: The Effects of Other Druge on Bremplprazole Pharmacokinetics
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Tha effecte of REXULTI on the exposures of other drugs are summarized in Figure 3.
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AEXULTI® (braxpiprazols)

Figure 3: The Effects of REXULTI on Pirarmacokinetics of Other Drugs
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13  NONCLINICAL TDXICOLOBY

131 Carcinogenesls, Mutagenesis, Impalrment of Ferlliity

Carcinonenesis

Lifatime carcincganicity studies were conducted in ICR mice and SD rats. Braxplprazole
was administerad oraliy for two yaars 1o male znd female mice at dosas of 0.75, 2 and
5 mg/kg/day (0.9 1o 6.1 timas the oral MRHD of 4 mofday based on mg/m® body
surlace aree) and to mela and female rats at coses of 1, 3, and 10 mg/kg and 3, 10,
and 30 mg/kg/day, respactively (2.4 to 24 and 7.3 to 73 timas the oral MRHD, males
and femelaa). In female mics, the Incidence of mammery gland adenocarcinoma was
Ircreased at all doses and the Incidence of adenasquamous carcinoma was increaesd
at 2.4 and 6.1 imes the MRHD. No Intreass In the Incidence of lumans was cbasrvad in
male mice. In the rat study, brexpiprazola was not carcinoganic in sltbsr sax &f doses up
fo 73 limes tha MAHD.

Proliferativa and/or naoplastic changas In the mammary and phultary glands of rodents
have besn ¢bservad follgwing chronlc administration of antipsychotic drups and are
considered to be prolactin medlated. The potenilal for Increasing sarum prolactin lgvel
of brexpiprazole was shown In beth mice and rals. The relevance for human risk of tha
findings of prolastin-mediatad endocring tumors In rodents ks unknown,

Hutagenesis

Brexplprazole was not mutagenic when testad In the /7 wiro bacterial reverse mutallon
ansay (Amss teat). Braxplprazole was negative for clastogenic activity in the invivo
micronucleus aszay In rats, and was not genotoxdc In the i viva'in vitro unacheduled DNA
synthesls assay in rais. in vitro with mammalian cells drexplprazole was clastogenia but
only at doges that induced cylotaxicity, Based on a welght of évidencs, traaplprazole s rot
considered 1o prasent a ganotoxic fisk to humans.

Impalrment of Farfily

Femaia rats wars treated with oral dosss of 0.3, 3 or 30 mp/ka/day (0.7, 7.3, and 78 times
tha oral MRHD on a my/m* basls) prior to mating with untreated males and continulng
through conception and implantation. Estrus cyels Irregularities and decreased fartility
were observet at 3 and 30 ma/kg/day. Prolongad duration of palring and Increased
preimplantation losses were obasrvad at 30 mg/kg/day.

Male rats wera lreatsd with oral doges of 3, 10, or 100 mg/kg/day (7.3, 24 and 240 times
tha aral MRHD on & mg/m? bagls) for B3 daye prior 10 mating with untreated famelss and
troughout the 14 days of mating. No difarences wara obsanved In ibe duration of maling
or fertliily indicas In males at any dose of brexplprazols.

14 CLINICAL STUDIES
141 Adjunctive Treatment of Major Depressive Disordsr

The efflcacy of REXULTI In the adjunctive {reatment of major depressiva discrder 100)
was evalualed In two 6-wesk, double-blind, placsbo-centrolled, ixad-doss trials of adult
patients mesling DSM-IV-TA critera for MDD, with or withcut symptoms of anxlety, who
had an Inadequals résponsa 1o prior antidepressant theragy (1 to 3 coursas) in the current
spisods and who had also demonslratsd an inadequate responsa lhroughout the B wasks
of prospective antidepressani freatment (vaih escilalopram, fluoxeling, peroxeline
controlled-release, sertralins, dulgxetine delayed mroleass, or veniafmvine extended-
relaasa). Inadequate responsa during the prespectiva antidapressant trgatment phass was
defined as having persistent symptoms without substantial Improvement througheut the
courae of treatmisnt.

Patiants In Study 228 (hereafter "Study 1") were randamized to REXULTI 2 mg once a day
or placebo. Fatierts In Sludy 227 (hereafier "Study 2") were randomized to REXULTI 1
or 3 mg once a day or placetso. For pationts randomized to REXULTI, all patiants Initlatad
trealment &t 0.5 mpg once dally during Weak 1. At Weak 2, the FEXULTI dosags was
Increasad to 1 mg In all ireatmant groups, and sither mainkained at 1 mg or Increassd
o 2 mg or 3 mg onca dally, based on treatmant assignmant, from Week 3 cnwards. The
dosages wers (hen maintained for the 4 remalning weeks.
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REXULTI® (braxplgrazala)

The primary endpoint was change from haseline to Week 6 In the Montgomery-Asberg
Deprassion Rating Scale (MADRS), & 10-ltem cliniclan-related scale used fo assess
the degres of depressive symptomatology, with O representing no symploms, and 60
representing worst symptoms.

At randomization, the mean MADRS total score was 27. In Studies 1 and 2, REXULTI

[+ antidepressant (ADT)) 2 mp/day and 3 mg/day were supedor to placebo + ADT In
reducing mean MADRS total scares, Results from the primery eflicacy parameters for both

fixed dose trizls are showa below in Table 11. Figure 2 below shows the iime course of
responsa basad on the primary efficacy measure (MADRS) In Stugy 1.

Tabla 11: Summary of Efficacy Results for Studles 1 and 2 for the Adjunctive

Trealment of MDD
Primary EHicacy Maasure: MADRS
Mean LS Mean Placsbo-
Study ~ ToctnentGrop N Dacolno  Change fiom - Sublcaoted
(80) (SE) 5% 1)
ABXULT s %9 a4 22
4 {2 mg/day) +ADT* {&n (0.6 {-4.8,-1.5)
Placano +ADT 178 {25::5:; Jgﬁ
REXULT] ory 265 78 13
(1 mfday) +ACT (5.6) (0.5) 27,0
; REXULT] g 25 83 20
(3 mo/day) +ADT (5.9) 0.9 (-34,-0.5)
Placsbo ~ADT 203 g‘fé’; b

SD: standard deviation; SE: standard arror; LS Mean: least-squeras mean; Ci: unadjusted
confidence interval.

* Dosages stelistically significantly superiar to placabo.

® Diifsrencs (drug minus plicebo) In least-squares mean change from basalina,

An sxamination of population eubgroups did not suggest differential rasponse bassd on
age, gender, race or choice of pragpaclive antldeprassant.

Figurs 4 Change from Basalina In MADRS Total Score by Study Visit (Week) n
Patients with MDD In Study 1
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142 Schizaphrenia

The efficasy of REXULT] in the treatment of adults with schizophrenia wag demonstrated
in twa G-waak, randomizsd, double-biing, placabo-cantrolled, Hxad-dosa clinleal trials n
patients who mat DSM-IV=TR ¢riteria for schizophrenia.

In both gludles, Sludy 231 (hereafter “Study 37) and Study 230 {hersatter "Study 4),
patients wers randomized to REXULTI 2 or & mg onca per day or placehn, Patlants in the
REXULTI groups Initlated treatment at 1 mg once daily on Days 1 to 4. The AEXULTI dosage
was |ncreased 10 2 mg on Daya 5 to 7. The dosage was then either maintalned at 2 mp
once dally or increased to 4 mg once daily, depending on treztmant assignment, for tha
5 ramaining waeks.

P R e .

REXLLT (hrazplprazola)

The primary efficacy endpoint of bath trials was the changa from basaling to Wesk 6 in
the Posltive and Negative Syndrome Scalle (PANSS) tatal acora, The PANSS is @ 30-Item
scals that measures posltive symptoms of schizophrania (7 ams), negalive symptoms of
schizophrenla (7 ltems), end ganeral psychopathwlogy (i6 Ilems), each raled on a scale
of 1 {absent) 10 7 (exirame); the tolal PANSS scores ranga from 30 (bast) to 210 (warst).

In Study 3, REXULTI at both 2 mg/day and 4 mg/day was superior to placebo on the PANSS
total score. In Study 4, REXULT 4 mg/day was superlor to placebd on the PANSS 1ata’ score
(Table 12). Figure 5 showa the time course of response based on the primary efficacy
measure (change from baseling in PANSS Iotal score} In Sludy 3,

Examination of pcpulation subgroups based on ege, gender end rece did nat suggest
differantial rasponsiveness.

Table 12: Summary of Efticacy Results for Studies in Schizophrenla

Primary Efficacy Measure: PANSS
study Voo N Weon  [5Meam Placabo-sublracied
Baselina  Change from Differance*
Score (SD)  Pasafine (SE) (95% CI)
REXULTL 80 859 207 4.7
(2 mg/day)* 138 (1.9 131,-44)
g REOm . w7 197 76
{4 mg/day)* (12.1) (1.5) {-12.0,-3.1)
95.7 -120
Placsbo 178 10 06 «
RN oo 963 186 31
(2 mg/day) {129 (1.3} -7.2.1.7)
REXUN o0 950 200 65
{4 mg/day)” (124) (1.5) (-108,-24)
946 135

SD: standard deviation; SE. standard error; LS Mean: Isast-squares mean; Cl: unadjusted
confidencs intarval.

* Dosages statiatically significantly superior to placebo.

2 Difference (drug minus placeboy I fezst-squares maan changs fram bzssline.

Figure 5: Change from Basellne In PANSS Total Scors by Study Visit (Week) In
Patlants with Schizophrenia in Study 3
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Tha safaty ang efficacy of REXULT) as maintanance irsatment In aduits with schizaplhirenla
aged 18 to 65 years wers demonstrated in the maintsnance phags of a randomized
vithdrawal tial (Study 331-10-232, hereafter “Study 57). Palionts ware stabllized for at
least 12 waeks on 1 ko 4 mg/day of REXULTI (N=202). They wers lhan randomized in the
double-bling treatmant phase to elther continue REXULT] at thelr achisved stable doss
(N=97), or to switch 1o placabo (N=105).

The primary endpoint In Study § was tima from randomizalion to impsnding relapss during

Ihe double-blind phass, dofined 2s: 1) CGI-Improvemant scora of =5 [minlmally worse) and

an Increass to a secra > 4 on PANSS conceptual disorganizallon, hallucinatory behavior,

suspiclousness, or unusual thought conltent items, with eilher a 22 incrsase an a spacdilc

item or 24 point increase on the combioed four PANSS ltems, 2) hospltallzatlon due ko

mlng of psychotle symptoms, 3) current sulclde! hehavior, or 4) violent/apgrassive
I
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REXULTI® (braxpiprazale)

A pre-specified interim analysls demonalrated a slatistically significantly fonger time
to relapse In patlents rendomized to the REXULT! group comparad to placabo-treeated
patlants The irial was subsequantly terminated aarly because mainlenance of eflicacy
had besp demenstratsd. The Kaplan-Msler curves of the cumulative proportion of patients
with ralapss during the double-bling treatment phase for REXULT) and placebo groups
are shown In Figurs 6. The key secandary endpoint, the proportion of subjects who met
ihe criteria for impending relapse, was siatistically significantly lower in REXULTI-freated
paflants comparad with placebo group.

Figure 6: Kaplan Meler Estimation of Parcent Impending Hefapss In Study 5
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Days from Randomizallon Data

Hota: A total of 202 subjecis were rantomized. Among them, ong placebo subject did not

take Investigational madicinal prodyct and one brexplprazole subject did not have

post-randomization efficacy evaluations. These two subjacls wors excluded from

the efficacy analysis,

18  HOW SUPPLIED/STORAGE AND HANDLING
161 How Supplied
REXULT! (brexpiprazole) tabists have markings on one alds, and are availeble in the
{ollowing strenglhs and package conflgurations (sea Table 13):
Tahle 13: Package Configuration for REXULT) Tablets

Tablet Taklst Tablet Pack HDC
Strength Col Markings Skze Code
light brown “BRX"
Q25mp  round, shallow sonve; . uan e Bottieof 30 59148-035-13
beval-sdgsd )
light oranga “gRx”
05mg  round, shallow convex; and "0.5" Botteof 30 59148-038-13
bevsl-edgsd
light yelow F—
1mg round, shallow convex; and *1* Botlleof 30  59148-087-13
pevel-edgad
light green “BRX"
2mg round, ghallpw canver; and “2" Botieof 30  59148-038-13
bevel-adged
light purpi@ R
JImg round, shallow convex; and “3" Boltleof 30  59148-038-13
bevel-ated
white "SR
dmg  round, shallow convex; L, Botflaof3(  59148-040-13
bevel-adged
162 GSlorage

Store REXULTI tablsts at 20°C to 25°C (84°F to 77°F); excursisng permitted to 15°C 10
30°C (55°F t0 86°F) feze USP Controfiad Roor Tamperalure].
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REXULTI® (brexplprazole)

17 PATIENT COUNSELING INFORMATION

Aovise tha patient or careglver to read Ehe FDA-approved patient fabeling (Medication
Gulde),

Suleidal Thoughts and Aotaviors

Adviss patients and caragivers o look for the emergence of sulcidality, especially aariy
during treaiment and when the dosags Is adjusted up or down and Instruct them o report
such symptoms ta the healthcars provider (see Box Warning, Warnfngs and Fracautions
5.2

Dosage and Admirjetration

Advise patiants that REXULTI can be taken with or without food. Adviss patients regarding
Iimpartance of following dossge escalation Instructions [ses Dosage ard Adminisiration
2 1) 2. 2)!

Coungel pat!mts about a pulmtially {atal adverse reaction — Neuroleptic Mallgnant
Syndroma (NMS) (hat has been reported In assoclation with administration of antipsychotic
trugs. Advias patiants to contact a health cara provider or report o the amergency room if
thay experience signs or symptoms of NMS [see Wamings and Frecautions (5.4)).

Tardive Dyekinesia

Counsel patisnts on the signs and symptoms of tardive dysikinesla and 15 cantact thelr
hezlth care provider If these abnormal movements occur /S Wamings and Frecautions
{530

Matabolio Changss

Educsie palients about the risk of metabollc changes, how to recognize symptoms of
hyperglycemiz and diabatas mellitus, and the need for spacific monitaring, including blocd
mm. liglas, and waleht [ese Mrrwws amd Pracautions (5.61].

Adulsapat’srlls uﬁlhawaa&bhghwh‘ﬁﬂoraﬂsh:ryufhg Induced leukopanka/
nautropenia thet they should hava thalr CBC monliored whils faking REXULT) fses Wamings
and H—emumg.'z' 7l

Ecucats pmunts akout the risk of grihostalic hypotsnslon ang syncope especially aarly
In treatment, and also at thmes of re-initlating treatmant or Increases In dosage [ssa
Wamings ana Precautions (5.8)].

Dwnsal pallsnle regldhg appropriate cara In avoiding overheating and dahydration [sea
Warnings and Frecaulions (5. 10).

Caution uadants about perln*mlu: activities requmng mantal alertnaay, auch aa operating
hazardous machingry or oparating a mator vehicle, untll they are reasonably certain that
REXULT! therapy doas not advearsedy affect their zbillty 10 engage In such aclivities fase
Warmings and Precaitions (5.12),

Concomitart Madications

Advise patienis Io Inform thelr heaith care providers of any changas to thelr curment

prescription or gver-the-counter medications bacause thers Is a potantial for clinically
significant Intarastions fses Drug interactions (7.1)).

Eroonancy

Advige patlents that third {rimester usa of REXULTY may cause extrapyramial antdfor
withcrawal eymplome in a naonate and to notity thelr heelti:care provider with a known

or auspected pregnancy. Advise patients that there IS a pregnancy expesure raglstry that
mepnitors pregnancy culcomes in women exposad ip REXULT] during pregnancy fseg Use

In Spactlic Popiatlons (8,74,
Marulacturad by Otsuka Pharmacautical Co., Lid., Tokyo, 101-8635 Japen
Distribuled and Marketed by Olsuka America Pharmaceutical, Inc., Rockvilla, MD 20850 LUSA
Marketed by Lundback, Daarilgid, IL 60015 USA
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REXLULTI® (braxpiprazols) REXULT® (brexpiprazola)
MEDICATION GUIDE ¢ Antidepressants are medicines used {o treat depression and

REXUILTI® (REX-ul-TE) other ilinesses. [t is imporiant to discuss all the risks of ireating

(brexplprazole) depression and also the risks of not treating it. Patients and their

Tablets families or other caregivers shauld discuss all treatment choices

What Iz the most Important information | shounld know about

REXULTI?

REXULTI may cause serlous slde effects, Including:

® Increased risk of death in elderly people with dementia-

related psychosis. Medicines like REXULTI can ralge the risk
of death In elderly who have lost touch with reality (psychosis)
due to canfusion and memory loss {dementia). REXULTI is nat
approved for the treatment of patients with dementla-related
psychosis.

® Risk of sulcidal thoughts or actlons. Antidepressant
madicines, deprassion and othar serious mental ilinesses, may
cause suicldal thoughts or actions. REXULTI Is not approved for
the treatment of people younger than 18 years of age.
© Anildepressant medicines may Increase sulcidal thoughts
or actions in some chlldren, teenagers, or young adulis
within the flrst few months of treatment.
© Depression and other serlous mental liinesses are the
most important ¢auses of suicidal thoughts or actions.
Some people may have a particularly high risk of having
suicidal thoughts or actions. These include people wha
have (or have a family histary of) bipolar illness {also called
manic-depressive iliness) or suicidal thoughts or actions.
© Haw can | wateh for and try to pravant suicldal thoughts
and actions In mysalf ar a family member?
m Pay clcse attentlon to any changes, espsclally sudden
changss, In mood, behavlars, thoughts, or faslings. This
Is very Important when an antidepressant madicing is
started or when the doge Is changed.
= Call the healthcare provider right away to raport new or
sudden changes in mood, behavior, thoughts, or feefings.
® Keep all follow-up visits with the healthcare provider as
scheduled, Call the healihcare provider between visits as
needed, especially if you have concerns about symptoms,
Call a heéalthcare provider ripht away If you or your family
member has any of ihe following symptoms, especlally If they
Are New, WOrse, or Worry you;
thoughts about suicide or dying
new or worsening deprassion
feeling very agitated or restless
panic attacks
new or worsening irritability
an axtreme Increase in activity or talking (mania)
aftempts to commit suiclde
new or worsaning anxlety
acting on dangerous impulsas
trouble sleeping {insomnia)
acting aggrassive, balng angry, or violant
other unusual changes In behavior or mood
What else do | need to know about antidepressant medicines?
* Never stop an antidepressant medicine without first talking
to your healthcere provider. Stopping an antidepressant
medicine suddenly can cause other symptoms.

Q00000000 0OO0DO

with the healthcare provider, not just the use of antidepressants,

* Antldepressant medicines have other side effects. Talk to
the healthcare pravider about the possible side effects of the
medicing prescribed for you or your family member.

¢ Antidepressant medicines can interact with other medicines.
Knovy all of the medicines that you or your family membar takes.
Kesp a list of all medicines ({including prescription medicines,
non-preseription medicings, vitaming and herbal supplements)
to show the haaithcare provider. Do not start new medicines
without first checking with your haalthcare provider,

What Is REXULTI?
REXULTI is a prescription medicine used to treat:

* Major depressive disorder (MDD): REXULTI is used with
antidepressant medicines, when your healthcare provider
datermines that an antideprassant alone is not anough to treat
your depression.

» Schizaphranla

It is not known It REXULTI is safe and effective In people under
18 years of age.

Who should net take REXULTI?

Do not take REXULT! If yow are allergic to brexpiprazale or any of
the ingredients in REXULT], See the end of this Medication Guide for a
complete list of ingredienis in REXULTI,

What should | tell my healthcare provider before taking REXULTI?

Before taking REXULT!, tell your healthcare provider if you:

* have diabetes or high blood sugar or a family history of diabstes
or high blood sugar. Your healthcare provider should check your
bload sugar bafore you start REXULT] and during your treatmsnt.

* have high lavels of cholesterol, triglyearides, LDL-cholssterol, or

low levels of HDL cholssterol

have or had selzures (convulsions)

have or had low or high blood pressure

have or had heart problems or a stroke

have or had a low white biood cell count

are pregnant or plan fo become pregnant. it is nat known if

REXULTI may harm your unbomn baby. Using REXULTI in the last

trimester of pregnancy may cause muscle movement problems,

medicine withdrawal symptoms, or both of these in your
newhormn.

— If you become pregnant while taking REXULTI, {alk to your
healthcare provider about registering with the Mational
Pregnancy Registry for Atypical Antipsychofics. You
can register by calling 1-866-961-2388 or visit nitp://
womensmentalhealth.org/clinical-and-research-programs/
pregnancyregisiry/

* gare breasifeeding or plan to breastieed. It is not known if REXULTI
passes into your breast milk, You and your healthcare provider
should decide if you will take REXULTI or breastieed,

Tell your healthicare provider about all the medicines you take
or recenily have taken, including prescription medicines, over-the-
counter medicings, vitaming and herbal supplemants.
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REXULTI and other medicines may affect each other causing possible
seripus side effects, REXULTI may affect the way other medicines
work, and ather medicines may affect haw REXULTI works.

Your healthcare provider can tell you if it IS safe to take REXULT] with
your other medicines. Do not start or stop any medicines while taking
REXULTI withoul talking to your healthcare provider first.

Know the medicines you take. Keep a list of vour medicines io
show your healthcare provider and pharmacist when you get a new
medicine.

How should | taka REXULTI?
» Take REXULTI exactly as your healthcare provider tells you to
take it. Do not change the dose or stop taking REXULT! yourself,
= REXULTI can be taken with or without food.

* You shauld not miss a dose of REXULTL. If you miss a doss, take
the missed dose as soon as you remember. if you are close ta
your next dose, just skip the missed dose and take your next
dose at your regular tima. Da not take 2 doses of REXULTI at
the same time. If you are not sure about your daosing, call your
healthcare provider.

» [t you take too much REXULTI, call your healthcare provider or
Polson Control Centar at 1-800-222-1222 right away, or go fo
the nearest hospital emergency room.

What should | avold whila taking REXULTI?

* Do not drive a car, operate machinery, or do other dangerous
activities until you know how REXULT aifects you, REXULTI may
maks you faal drowsy.

» Avoid getting over-heated or dehydrated while taking REXULTI.

© Do not over-exercise.

O Stay out of the sun. Do not wear too much or heavy
clothing.

Q In hot weather, stay inside in & cool place if possibie.

o Drink plenty of water.

What are the possible side effects of REXULTI?

See "What is the most Important Information | should know
about REXULTIT”

REXULTI may cause serlous side effects, Including:

» Stroke in elderly people (cerehrovascular problems) that
can lead 1o death.

* Neuroleptic Mallgnant Syndrome (NMS): Tell your healthcare
provider right away if you have soma or all of the following
symptoms: high fever, siiff muscles, confusion, sweating,
changas in pulse, heart rate, and blood pressure. These may be
symptoms of a rare and serlous condltion that can lead to death.
Call your healthcare provider right away if you have any of these
symptoms.

* Uncontrolled body movements (tardive dyskinesta): REXULTI
may cause movements that you cannot control in your face,
tongue or other body paris. Tardlve dyskinesla may not go away,
even if you stop taking REXULTI, Tardive dyskinesia may also
slart afier you stop taking REXULTI.

* Problems with your metabolism such as:
¢ high blaod sugar (hyparglycemla): Increases in blood sugar

cen happen in some people who take REXULTI. Extremely high
blood sugar can lead to coma or death. If you have diabetes or
risk factors for diabetes (such as belng overwelght or having
a family history of diabetes), your healthcare provider should
check your biood sugar betore you start taking REXULTI and
during your treatment.

Gall your healthcara provider if you have any of these
symptoms of high blood sugar while taking REXULTE:
m foel very thirsly
feel vary hungry
fael sick to your stomach
fael weak or tirad
need te urinate more than usual
faal confused, or your braath smells frulty
O Increased fat levels (cholesteral and triglycerides) In
your biood.
© weight galn: You and your healthcare provider should
chack your waight régularly.
* | ow white blood cell count
+ Dacreased blood pressure (orthostatic hypotenslon). You
may feel lightheaded or faint when you rise fao quickly from a
sitting or lying position,
» Sefzures (convulsions)
* Problems controlling your body temperature so that you feel
ton warm. See *What should | avold while taking REXULTI?"
= Difficulty swallowing that can cause food or liguld to get
into your lungs.
The mast common side effects of REXULTI include welght galn and
an inner sense of restlassnass such as fesling llke you need to move.
These are not all the possible side effects of REXULTI. For more
Information, ask your haaithcare provider or pharmacist.

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

How should | store REXULTI?

Starg) REXULTI at room temperature, between 68°F to 77°F (20°C to
25°0).

Kaap REXULTI and all medicines out of the reach of children.

General information about the safe and effacilve use of REXULTL
Medicines are sometimes prescribed for purposes other than those
listed In 2 Medication Gulda. Da not use REXULTI for a condition for
which it was nat prescribed. Do not give REXULT to other people, even
If they have the same symptoms you have, it may harm them.

This Medication Guide summarizes the most Important Information
about REXULTL If you would like more information, talk with your
healthcare provider. You can ask your pharmacist or haalthcare
provider for information ahout REXULTI that is written for healthcare
professionals. For more Information about REXULTI, go o
fwnww, REXULTI.com] or call 1-800-441-6763.

What are the Ingradients in REXULTI?
Active ingredient: brexpiprazole
Inactive Ingredients: lactese manohydrate, corn  slarch,
microcrystalline cellulose, hydroxypropyl cellulose, low-substituted
hydraxypropyl cellulose, magnesium stearate, hypromeliase, and talc.
JManutacMred by Otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535
apan

Distributed and Marketad by Otsuka America Pharmacsutical, Inc.,
Raockvllle, MD 20850 USA
Marketed by Lundbeck, Deerfield, IL 60015 USA
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