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Members of the Pharmacy and Therapeutics (P&T) Committee have requested that all clinical information, 
questions, or comments about the Prefen-ed Drug List (PDL) be sent directly to Magellan Medicaid Administration. 

Manufacturers and other interested parties have been requested not to contact the members directly. Writt-en 
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 NEWinformation pertaining to peer-revie·wed literature 
including off-label peet-reviewed studies. 
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Cflnlcal Rationale Requestfor Consideration (ffaddltlonafspace Is required, use Clfnlcal Ratlonole Continuation Page). 

INDICATIONS AND USAGE (Ptescribing Information) 

REXULTI is an atypic:al antipsychotic indicated for use as an adj1.mctive therapy to antidepressants for the trutment of major 
depressive disorder (MDD) and the treatment of schizophrenia. 

MECHANISM OF ACTION (Prescribing Information; Maeda, 2014; Cittome, 2015) 
The mechanism ofaction of REXULTI In ,he treatment of MOD or schiiophrenia is unknown. However, the efficacy ofREXULTI may 
be mediated through a combination of partial agonlst activity at serotonin 5-HT1A and dopamine D2 receptors, and antagonist 

activity at serotonin 5-HT2A receptors. REXU LTI is a distioct chemical entity tti~ is not an isomer or metabolite of anv compourid 
(Maeda, 2014). In addition to t he aforementioned pharmacologic activities, REXULll exerts antagonistic activity at adrenergic 
alpha1B and alpha2C receptors (Cltrome, 2015). 

EFf lCACY AND SAFETY 

Adjunctive Therapy to Antidepressants In Adu lts with Major Depressive Disorder (Prescribing Information) 
The efficaey of AEXULTI in the adjunctive tteatment of MOD was evaluated In two 6-week, double~bllnd, placebo- controlled, 
fixed-dose trials of adult patients meeting OSM·IV·TR criteria for MDD, with or without symptoms of amdety, who had an 
Inadequate response to prior antidepressant therapy (ADT; 1 to 3 courses) in the current episode and who had also demonstrated 
an inadequat e respoMe throughout the 8 weeks ofprospective antidepressant treatment (with escltaloptam, fluoxetlne, 
paroxetinparoxetine controlled-release, sertraline, dulcxetine delayed release, orvenlafaxine extended release}. Inadequate 
resporesponse during the prospective antidepressant treatment phase was defined as having persistent symptoms without 
s1.1bstantlal improvement throughout the course of treatment. Patients In Study 228 (hereafter "Study 1"'} were randomized to 
REXULTI 2 mg once a day or placebo. Pa tients in Study 227 (hereafter "Study 2") were randomli:ed to R8<ULTI 1 or 3 mg once a day 
or placebo. For patients randomized to REXULTI, all patients initiated treatment at O..S mR once daily durinR Week l. At Week 2, tttl 
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REXULTI dosage was increased to l mg in all treatment groups, and either miitintained at l mg or increased 10 2 n,g or3 mg once 
dally, based on treatment assl9nment, 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 tMADRS), a 10-item 
cli11idan-related scale used to assess the degree of dep(e~ive symptomatolog~, with Orepresenting no symptoms, and 60 
representing worst symptoms. At randomization, the mean MADRS total score was 27. In Studies 1 and 2, REXULTI (+ ADr} 2 

mg/day and 3 mg/day were superior to pl~bo + ADT In reducing mean MADRS total scores. The most common adverse reactions 
associated with REXULTI, reported in ~5% of patients arid at least twice the rate of placebo, were weight Increase and akathlsla. 

Acute, Short-Tenn Studies iri Schizophrenia (Prescribing Information) 
The efficacy of REKULTI in the treatment of adults with schi:wphrenia was demonstrated in two 6-.weel<, ranclomlzed, double-blind, 
placebo-controlled, fixed-dose cllnlcal trials In patients who met DSM-IV-TR criteria for schizophrenia. In both studies, Study 231 
(hereafter "Study 3") c1ncl Study 230 (hereafter "Study 4" ), patients were randomized to REXULTl 2 or 4 mg once per day or 
placebo. Patients in t he REXU LTI groups initiated treatment at 1 rng once daily on Days 1 to 4, The REXULTl dosage was Increased 
to 2 mg on Days 5 to 7. The dosage was trnm either maintained at 2 mg once daily or increased to 4 mg once daily, depending on 
treatment assignment, for the S remaining weeks. The primary efficacy endpoint of both tr-tals was the change from baseline to 
Week 6 in the Positive and Negative Syndrome Scale (PANSS) Total Score. The PAN55 ls a 30-ltem scale that measures positive 
symptoms ofschizophrenia (7 items), negative symptoms of schizophrenia (7 items), and general pSyChopathology (16 ttems), 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 soperlor to pla,;ebo on the PANSS Total Score. In Study 4, REXULTI 4 mg/day was superior to 
placebo on the PANSS total score. Examination ofpopulatioo subgroups based oo c1ge, gender and race did not suggest dlfferentlal 
responsiveness. The most common adverse reaction associated with REXULTI, reported in ~4% of patients and at least twice the 
rate ofplacebo, was weight Increase. 

52-Week Maintenance Treatment (Fleischhacker, 2016) 
flelsctlhacker et al conducted a 52-week, randomized, double-blind, placebo-controlled study to evaluate the efficacy and safety of 
REXULTI as maintenance treatment ln adults with schlzopnrenla (nc202 randomized). Patients with acute eXacerbation of 
scfiizophrenia were t:ross titrated from current antlpsychotic treatment(s) to REXULTI over 1-4 weeks, prior to entering a 12-36 
week single-blind stabillzatlon pnase on REXULTI 1-4 mg/day. Patients progressed to the double-blind maintenance phase If they 
met a set of criteria for stability for 12 consecutive weeks. This study showed a beneficial effuct of REXULTI relative to placebo on 
the primary endpoint of time to exacerbation of psychotic symptoms/ Impending relapse (log-rank test: hazard ratlo=0.292, 
p<0.0001). Significantly fewer patients relapsed in the REXt.JLTI group compared with placebo (13.S% vs 38.S%, p<0.0001). During 
the stablllzatlon 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 tne REXULTI and placebo groups, respectively. 

Comparat~Je Data 
Citrome et al (2016) conducted an open-label, eMploratory study evaluating the effects of REXULTI and aripipraiole on efficacy, 
cognitive functioning. and safety in hospitalized patients with acute, relapsing schltophrenla. The efficacy endpoints evaluated 
Included a change from baseline to Week 6 in the following outcomes: Positive and Negati\/e Syl'ldrome Scale (PANSS) Total Score, 
Olnlcal Global Impression-Severity (CGI-S) Scale, Clinical Global Impression-Improvement (CGl-1) Scale, PANSS responders, the 
Specific Level of Functioning (SLOF). 8arratt 1mp1.1lsl11eness Scale (BIS-11) total score, and Coestate computerized cognlttve test 
battery scores. Aripipraz.olewas included as a positive control to confirm assay sensitivity in this study. A total of97 patients were 
randomized to receive either REXULTI (n.,64) or arlplprazole (n=33). Patients received fle)(ible doses of REXULTI 1 to 4 mg/day 
(target dose: 3 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 Store was observed from baseline to Week Gin patients treated with REXUlTI or 
arlplprazole (- 22.9 v.s -19.4, respectively). A modest Improvement In impulsivity was observed with REXULTI, but not with 
aripiprazole (BIS-11: -2.7 vs 0.1). REXUl.TI demonstrated slightly greater numerical Improvement compared to arlplprazole In CGl-5, 

SLOF, CGl-1, and response rate. No changes were noted in Cogstate scores for either treatment, At least one treatment-emergent 
adverse event (TEAE) was reported In approximately 60% of patients in both treatment groups. Akathisia was reported more a 
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frequently In patients treated with aripiprazole {21.2%) compared to REXULTI (9.4%). Other TEAEs were similar between the two 
drugs. In patients treated with REXULTI and arlplprazole, mean body weight Increased by 4.3 kg and 3.8 kg, respectively at Week 6 
(observed cases). 

C.OST EFFECTIVENESS DATA 
In a p0$ter publication by Aigbogun et al (2015), a decision analytic model evaluated a hypothetical cohort of patients with 
schizophrenia initiating treatment with REXULTI 1-4 mg or lurasidone 40-SO mg over a l~year period. At Gmonths, patients 
remained on lnltlal treatment or discontinued due to relapse, adverse events [AEs}, or for other reasons. Data were obtained from 
comparable loog-term mainteoance/acute trials and product labeling. Placel»-adjusted relative risks were used to estimate 
treatment efficacy. Costs included treatment and drug costs. Primary outcomes were incremental cost per relapse and 
hospltanzatlons avoided with REXULTI. Results of the model indicated that the use of REXULTI was a dominant strategy (e.g., les.s 
costly and more effe<:tive) compared to lurasidone ror the treatment of adults with schiiophrenla. In addition, per patient, REXULTI 
treatment resulted in fewer relapses and hospitalizations, lower total cost of treatment, and higher quality of life {as estimated by 
health state utllltles), compared to lurasldone. Sensitivity analyses suggested that discontinuation rates due to relapse for both 
treatments and the daily cost of R~ULTI were major drivers of the incremental cost,efrectlveness ratios (ICERs). 

OPEN-LABEL, EXPLORATORY STUDIES 
Major Depressive Dls0<der (MDD): An>dety Symptoms (Davis, 2016) 
Anxiety symptoms ar~ cornmori in patients with MDD, and studies have shown that anxiety symptoms In patients with MDD are 
associated with more severe depression, poorer co1.irse, greater impairment in functioning, and worse health-related quality of life, 
susgestlng that ani<lety symptoms In MOD are an Indicator for more difficult-to-treat patients. Davis et al (2016) conducted an 
exploratory stocly to examine the effects of adjunctive REXULTI In patients with MDD and anxiety symptoms with an Inadequate 
response to current antidepressant treatment (ADT}. Patient~ received open-label ADT + REXULi"I (l to 3 ms/day, target dose 2 
mg/day) for 6 weeks. Efficacy endpoints included a change from baseline to Week 6 in Montgomery-Asberg Depression Rating 
Scale (MADRS), Hamllton Anidety Rating Scale {HAM-A) total score and Kellner Symptoms Questionnaire (KSQ) anxiety subscale 
score. A total of 32/37 (86.5%t patients completed 6 weeks of REXULTI +ADT treatment. lmproveme!lts were observed in the 
mean change in MADRS tota l score from baseline to Week 6 in patients treated with REXULTI +ADT (least squares (LS] mean 
chanse: -19.6, P<0.0001) and In HAM-A total score {LS mean change: -17.8, P<D.0001). In addition, a reduction in the KSQ anxiety 
subscale score (LS mean change: -5.2, P value not reported) was also observed. Act.lvatlng treatment-emergent adverse events 
(TEAEs) occurring in~% of patients included akathlsia (5.4%), restlessness (5.4%), and io.somnia (5.4%). There were no 
discontinuations due to TEA.Es. 

Major oepressive Disorder (MOD): Irritability Symptoms (Fava, 2016) 
Irritability and anger attacks are common in MOD, affecting about one-third to half of the patients. Irritability in MOD is associated 
wlth greater severity, earller age at onset, hlsher rates of comorbid anxiety and impulse-control disorders, increased incidence of 
suicidality, greater thronlcity, fatigue, and self~blame during episodes, and general dlsablllty. Fava et al (2016} conducted an 
open-label, flexible-dose, exploratory study evaluating the effect of adjunctive REXULTI on irritability symptoms in 54 adult patients 
with MDD. Patients with an Inadequate response to their current antidepressant treabnent (ACT} received adjunctive REXULTI 
(target dose: 3mg), in addition to their current ADT (at the same dose) for 6 weeks. REXULTI was discontinued following the 6-week 
treatment period, and patients continued on their current ADT for 4 weeks. Clinically relevant inil)!'ovements were seen at week 6 
In Sheehan lrrltabllity Scale (SIS) total score, SIS item l (irritable mood} score, Kellner S.ymptom Questionnaire (KSQ) total, 
arieer-hostlllty $UbSCi!le, and 1DS-C30 Item 6 (Irritable mood). A total of SO {92.6%) patJents completed 6 weeks of REXULTI 
tre,atment. Irritability symptoms improved at week 6 and worsened after REXULTI discontinuation as assessed at week 10. 
Treatment-emergent adverse events (TEAEs) occurring in :l:So/o of patients included akathisia (20.4%), headache (11.1%), dry mouth 
l].4%), fatigue (7.4%), increased appetite (7.4%), Insomnia (7.4%), diarrhea (5.6%), dizziness (5.6%), fall (5.6%), somnolence (5.6%), 
and weight increased (5.6%). 
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Major Depressive OisOfder (MOO): Young Adults in School or Work (Weisler, 2016} 
Patients with MOD experience a wide range ofphysical, cognitive, and emotional symptoms, which can Impair multiple domains of 
patient functioning including their ability t o fuocaori socially, mair,tain family relations, and perform productively iri a work 
environment. Weisler et al (2016) conducted an open~label, fleKibfe-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 
resrxmse to current ADT received R~XUlTI 1-3 mg/day (target dose, 2 mg/d) adjunctive to the same stable dose ofADT for 12 
weeks. Least squares (LS) mean change from baseline on the MontgomE!f'{·Asberg Depression Rating Scale (MADRS) at week 12 
showed significant Improvement In depressive symptoms with adjunctive REXULTI treatment (MADRS total score, -18.1 
[p<O 0001)), Significant Improvements were seen in functioning (work/school, social life, and home responsibilities) as evidenced 
by reductions from baseline in Sheehan Disability Scale Score (SDS; LS mean change ·11.2 [p<0.00011} and Work Limitations 
Questionnaire (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 
(17.00,{,); reported rates of akathisia were low (6.4%). Clinically relevant increases in weight (:!:7%) occurred in 10.5% of patients. 

Major Depressive DiSQtcler (MDD): Chronoblologic Parameters of SleepSleep Disturbances (Krystal, 201ti) 
Sleep complaints are reported in a large percentage of patients with MDD and predicts poorer clinical outcomes. Additionally, 
sleep disturbance Is an independent risk factor for suicidal ideation and completed suicide. Kryst.al et al (2016) evaluated the 
effects of adjunctive treatment with REXULTI In adult patients (n"'44) with MDD and Inadequate response to antidepressant 
treatment (ADT) and sleep disturbances in an e;,cploratory, open.label, flexible-dose (1.·3 mg/d), 8-week study. Polysomnograptw 
(PSG) and Consensus Sleep Diary for Morning showed improvements in sleep efficiency, total sleep time, sleep onset latency, 
wake-time after sleep onset and latency to persistent sleep. Addltlonally, Insomnia severttv, daytime sleepiness and morning 
s!eeplness Improved as measured by multlple sleep scales. Depressive symptoms Improved, which was seen to be dependent on 
sleep as assessed by the Insomnia Severity Index. r,eatment-ernersent adverse events (TEAES) oc,urring in~ 5% of pcitients 
Included nausea {13.6%}, sedation (13.6%), headache (11.4%), somnolence (9.1%}, upper respiratory tract infection (9.1%), weight 
Increased (!).1%) and fatigue (6.8%). 

Schizophrenia: Early Episode (Malla, 2016) 
The first 5 years following a first psychotic episode are widely recoanlzed as the critical period for optimal long term outcomes. It 
ha5 been proposed that lQnger durations ofuntreated psychosis are associated with reductions In the volume ofgray matter within 
defined regioos of the brain, leading to speculation that untreated psychosis may have a neurotoKic effect. Malla et al (2016) 
investigated the effects of fle,dbly dosed REXULTI (up to 4 mg/d) in the improvement of adult (lb35 years old; first episode s5 
years before the time of study) outpatients with early-episode schizophrenia In an eMploratory, open-label, 16-week study (n=49). 
The prlrnarv endpoint of mean change in PANSS Total Score from baseline to Week 16 showed significant impro11ement (least 
square mean change: ·10.2, p<0.0001), which was further supported by changes in Clinical Global Impression-Severity of Illness 
(CGI-S) and Clinical Global Impression-Improvement (CGl-1) scores. Additionally, significant Improvements were noted for social 
fuoction as measured by Personal and Soc:lal Performance (PSPJ and Specific Level of Functioning (SLOF) scales and for sleep as 
seen in the Pittsburgh Sleep Quality Index (PSQI). Treatment-emergent adverse events (TEAEs) occurring in~ 5% of patients 
Included Insomnia (14.3%), somnolence (8.2%}, nausea {6.1%), sedation {6.1%) and weight Increased (6.1%}. 

SAFETY (Prescribing Information) 
For the complete BOXED WARNING and additional lnformation, please refer to the FULL PRESCRIBING INFORMATION for REXULTI, 
which is available at W1NW.Rex1.1lt1.com. 
(lt Increased Mortality in Elderly Pa1ients with Dementia-Related PSychosis. Elderly patients with dementia-related psychosis 
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treated with antipsychotic drugs are at an increased risk of death. REXULTI Is not approved for the treatment ofpatients with 
dementia-related psychosis; {2) Suicidal Thouijhts and Behaviors. Antidepressants Increased the risk of suicidal t houghts and 
behaviors In patients aged 24 years and younger In short· term studies. Monitor closely for clinical worsening and for emergence of 
suicidal t houghts and behaviors. The safety and efficacv of REXULTI have not been established in pediatric patients 

DOSAGE AND ADMINISTRATION (Prescribing Information) 
Adjunctive Treatment of Major Depressive Disorder: The recommended starting dosage for REXULTI as adjunctive treatment for 
MDD Is D.5 ms or 1 mg once dally, taken oral ly with or without food. Titrate to 1 mg once dally, then up to the target dosage of 2 
ms once dally. Dosage Increase$ should ixcur at weekly intec-vals based on the patient's dinical response and tolerability. The 
maximum recommended daily dosage is 3 mg. Periodically reassess to determine the continued need and appropriate dosage for 
treatment. 

Treatment of Schizophrenia: The recommended st arting dosage for REXULTI in schizophrenia is 1 mg once dally on Days 1 to 4, 
taken orally with or without food. The recommended tarHel REXULTI dosage Is 2 mg to 4 mg once dally. Titrate to 2 mg once dally 
on Day 5 through Dav 7, then to 4 mg on D;;iy 8 based on the patient's dlnical response and tolerability. The maximum 
recommended daily dosage is 4 mg. Periodically reassess to determine the continued need and appropriate dosage for treatment. 
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IM&ldttl ft*/&>~ \/011 ~MttbY l10 t(fl(>d tTl<tt ~Ylill~ltl(. tl,s,f/no. d~trib>ltJ1>11, cit attiM IDMtn In ltliam.• on rite tll!lt"1!J oflhr>cd=b 
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.IIGHLIGltTS OF PR6CRBN6 nFORMATION 

Tlteae hllbl~tt do no1 lnelldll el 111e hllormatlon ooelled to uae AEJCII.TI" aafat,, 

•d affllCtlvely. Sea full prelCllblng 1nrar111a11on fir REXIJ..n 
119.UUJ'I (lwa1q1lpramle) lallllllfl, toteral 11118 
lnlHII U.S.Approval: 201S 

WARNING:INCREASED MORTALITY IN B.DERLV PATENTSWRH 

DEM8fTIA-REl.ATED PSYCHOSIS: ,nd SUICIDAL THCUGHlUND BEHAVlOIIS 


Sae flJJIJllflfflb,ng ln/otmallan fat ,:ampl,te boxsdwsm/nt. 

• 	 Bdarlv patlln11 wllh d1111111111.la-relaled psynhoels lreab!d with anllpllfClhollc 

arugs are at Increasedflak of daath. REXULTI IInot appl'Cffdfor the ll'88lml!nt 
If pedenta wldJ d81Hntla·111lated peyi:hells (5,t), 

• 	 MlldDpn11San1Blnc.rellll6 tnarlllk !IwlGl!al11k1UlllIlland behaviors 111 !llllknlll 
aged 24 Y8atl and JOll"llef, Monitor f« cllnlcal wonlllfAg and emergence of 
IUlcidal1hough1111 ..d bebawlDllli (5.2). 

• 	 safety atad etrectlvaneas et RfXULTI have not beea Nlabflahed ~ pedlelr1c
1111tlente (8.4). 

·--··-·- -···--·-··INDICATIONSAND USAGE---···--···--··­
REX\.ILTI Is an atypical antlpsychO!lc Indicated ror: 
• 	 Use as an adjunctive therapy lo imtldepressants tor1he trealmootofmajor depressive 

i:lsorder (ra)) (1, 14. 1) 
• 	 Treatment of 1mJzoptrren6B (1, t4.2) 
·--···---···--DOSAOE AIID ADWHISTRITI.ON-··-··----···-·­
• 	 Admllllsler REXI.JLTI once dd; with i;nvltt"QJt ~JOd {2.1, 2.2, 12.3) 

ladlcatkm Sla11M0oae Recom11e11ded Do,a Maximum DDll8 
MOD [2.1} o.s m{ll'day or 1m~day 2mQidaY 3mwdav 
Sc:htzopllr111ra (2.2) 1 rtl!lfday 2 to 4mg/day 4 m3'day 

• 	 Made:818 ID Sevem Hepslie fmpaTrmellt (Cill'.d-Pllgh score ~ 1;. Maximum 
reoornmended d(lllQge le 2 mg Ol'IC'8 dait)' forpallentG with MOO and 3 mg Cllce da•y
f<J" patltlnl'! \\llh schizophrenia (2.9) 

• 	 Maden;m, Sevn o, Ertd-SlaiJfl Renal /mpalrm8nt (Clcr<60 mUminulB): Maximum 
renommenaect doeage le 2 mo once cJaly torpatients With MDO and 3mg ooce dally 
for i:,atlems wth sth l~hrenla (2.41 

• 	 Knl)wn CYP2IJ6PofJfJl.fet11lc~ Rllfur;, the usui!I llosM ~Y half (2.51 
-------------OOSAGE AJRMS .MIJ STRENGTHS----------~--­
lablelll: 0.25 mg, o.s mg, 1mg, 2mo,amg, and 4 mg (3) 
·-·-·-··-···-·-·--CONTRAINDICAIIJNS-··-----·------·­
Known hypermsltlvlty to RfKULJJ or any of II$ componenls (4) 

---·-···-·····-"WARWIIGSMDPRECAUTIOnS--- ~-----·--­
• 	 Cerebfrr/&9culst MletBe Rs8Cllons 111 Eldetly PBtieiHS With Dfmelll/a-R918led 

Psycht)sfs: looreaud lricJdence c:J cerebrOYascular adVerse reacllons (e.g. strok9. 
transient lachemlC attack) (5.3) 
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• 	N111rofepf/c Maffl/f1am Syndrome: ~.oage wlth Immediate <llaooo~uallori and clo,e 
nw>llllomg (5.4} 

• 	 T8tdlve Ot;sklr.esfa:Dls<:onttnue Ifdlnlcmly approprum (5.5) 
• 	 Metaboilc ~es~ Mil~ tor hyperglyi:eRm'lfdlabellll mllllus, dyB1tpldeml8. ana 

weight {Jain (5 .8) 
• 	 Leukopsnla, Nootropen/8, and~ranulocytDs/9; Per1crm complete bloo!I counts (CBC)

In patients with pnt-alsllng lowMlle b6QDd cell count(WBC) or hlslory of leuk~enla 
01· nootropenla. Co1'16ld!II' dietonHnulng AE>ruLTI II a G1lnloafly sl91tll1Cant declkle ~ 
WBC DCCUIS In absence alalhercamallwa factor$ (5. 7) 

• 	 Orlt1t;J.sti1Uc HyMf1!#cn and Synu}(Jf: Momtor h~ liltt and blood pressure an(! 
warn patlernla With kOOwr1 cardlovascmer OI' cerebro~ciiar Cli9ellS8, Md rl9k of 
dellyltallon r,:sy~(5.8) 

• 	 Sefz1Jres: U&o caul~ In patients wAha l*ltol) otsetzlfte or wtlh condDIOIIS thet 
Jower the salrure lhreSllold (5.9) 

·--··-·-··- ·-ADIJERSEAEACTIONS·--·-·--·-- ·-
Moet common a.jveree reectlone \'f«8 (6.1): 

MOO:Wel~t lncreaeecl andalt.alhlaia ~5'% and at leaet twice Ille rate fOI' placebo) 

Sehbophrenla:Weight il\creased (~4'6 and at least twice therate fer placebo) 

To report SUSPECTED ADVEIIS( REACTIONS, Ctlllact O..ub Allletlca Phanll..:eulleal, 
111e. at 1-l00"'438-•7 or FOA at 1-800-fDA-1088 {www.fd&gwlmlflw,teJtJ. 
----·-·---·--------·DRlli INTERACTIONS---··----··-----·-·. 

Fact,,g DOSll/fl Ad)ustnl/Jlfts for REJWl.11 (2.5) 

Slroog CVP2D6" II' CYP3M lnhlbrtots Administer half ot usual dose 

S.ro11g/modera1e CYP206 with Strono/ 
mocierate CVP3A4 tnt,111ltors 

Admlnlstar aquartll" oc usl/81doaa 

Known CYP208 Poor Metabdlzers taklog 
stronwmoderate CVP3M tnhllllors Admlnlstllr a qusier of us118l (losi, 

Strong CVP3M Inducers Double the LISlJal dose and further i.~t 
ba$ell on cllnlcal resP(ll:ie 

* REXWImaybeadm/lllst9r!d wlllrout ~ ad/ustlTIBllt In pstllKlls w/1h MOO wh,n 
Bdministllfsdwithstrong CYP2JJ6 intr/tJ/trn (a.g., paroxstln11, lluoxitfir.e). 

-···-·-··--···-USE II SPEQFICPOftl.A11DNS-·--·-··-·-··­
Pt6fJl1ShCY:Maytall!li ex1J'aP1}r811\ldal andflltwithdrawal symploms 11'1 neonateswith tlltd 
tnmester exposLN"O (8.1) 
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REIIULTI" (braxplptatola) 	 REXULTP (bruplpmole) 

Ftl.LPRESCRIBING ltFCIRMATION 

WARNING: INCREASED MOIU'AlllY IN ELD£Rl.Y PATIEftTS WITH 

DEMENTIA·REIATED PSYCHOSIS: and SUl&IDALTHOUGHTS ANO BEHAVIORS 


1ncrea&ed Mona11, ht Elder~ eauenta mm PJlmenaa:fkdalOO Pb:GIIA111 
Elderly patlem wllfl d1111111ntla-111labtd psyct,1111l111'111lllld wflh antlp.syllh~ ~'1119 
are,,t 111 1ncn111t1d ,_k of lisath. f\EXl/LTI le not approwd '°' ttle 11Ntmen1 of 
l)IIGHlewith de,-ntla-relatad paychesla [6tlll Wstnlng8 andhecaUllom (5, t}}. 
SuWdal Thoughts and Qahavlara 
Anll.depreuanti 11'£1'euted Illa risk oflllllcldal lmughts and behavior• I• palf•ts 
11111H1 24 :,eera and ~118111' In "1art-i.rm studies, Monitor clueelY lor clinical 
worwn111g and tor emqe1ce of sulcldal lf101gb11 and llabavtora. The aaf8tW end 
effic:111.y afHEX\I.TI haven« 1N11111 ntallbhed in p!Mliatric paliem /ue WBlllfrlfs 
sndl'rec1111tlon. (5.2), Ilsa In 8/JB(:iffl; PIJl1'14,U011$ (8-')J. 

1 	 INDICATIONS ~DUSAGE 

REXULTI Is lndlratnd for. 

• Ad~nclive treatment oi major depressive dlsord8' (MD0} {S96 CllnfceJStl1dl6s (14.1)). 

• Treatment or schlmptnn111 [689 Cilnl.CH/ studftJs (14.2)). 

2 	 DOSAGE AND ADMINISTRATIIJI 

2.1 	 Actunctlw Treatmentot Matot aepresllv8 011111nrer 

Tl'l8 recommcmded 31artl1111 dasagaior fEXULTI as adju11:Hve1n!almant Is 0.5 mg or 1 mg 
CIJce dalv. taken crally \vlll orwttooutfood (see CHnlc,fPharmacolcgy (12.3)}. 

Ttrate to 1 mg onco dally, then up 10 the target dOsage ~ 2 mo 011C& aal!y. DrBaue 
lncrea9el!I should occur at weekly lnlemls basad on Iha pallenls clnlcal resPQIIS!I 11nd 
tolara!jllty, The maximum recommended dally dosage Is3 1119, Periodlcally reas&:966 lO 
determine the conHnued need and911Proprlate dooBGB for lrlllltment. 
U 	 Tl'eatmel11 of Scllfnplnnla 

Ttie recom!IWilnded starting do$1111e fo, REXULTI Is 1 mg once i;ia1ly on Days 1 to 4, tak!n 
c,~with orwithoutfoo<l {selJ Cfln/cafPharm«co/ogy(12.3)). 

The recommended raroac REXULTI doeage le 2 mg to 4 mg once ClelJY. Tltrale to 2mg 
ooce daly on Day 5 through Day 7,1hen to 4 m11 an Dav Bbased oo Ila pal.lenl's dlnlcal 
respoJ1S11 and tolerablllly. The maximum rr..ommended dally d~Is 4 mg. 

2..3 	 Ooaaga Adlulllmants tor lfepellc lmpakment 
Fnr pellenls with moderate to severe hepatic Impairment (llllld-Ptlgh score 27), ttie 
mamn.m recommendlli dos8Qe Is 2 mg onct1 dally lor r,a11enl5 with MOD, and 3 mg 
once (tally tor patlenta with $Chlzophr1JJla (see ~e In Sp6Clflc Poplllatfons (8.n. Clfrllcaf 
Phstmacology(12.3)/. 

2.4 	 DOlllgo Nl)uatmants for 1111'181 Impairment 

For patients w!Vt moderate, Stl'lt1re or end-stage renal lmpalrmelll (creatllllne clearance 
Cl.a,<60 ml.Jmlnute), tM maximum recommencled doeage la 2mg ance aaN.r 1or patients 
with MDD Slld 3 mg once dally tor 1)8.llenls will schlzop!lrenla [see Use in Sfl(!t:~ 
PIJpufaiions (8.8), CllnJcalPharmsrorogy (12.3)]. 

2.5 	 Da.age Modlflcatlont for CVP2D8 POiar Me1a1101zera and tot concoin11antun 
withCTP llthl)Jlomor IICIJCert 

DOS!ge aclJustments ara recormi~ In gatil,tnb whQ ~re known cyl,Jchr~ P450 
(CYP) 206 poOf metalJoijms and In patients taking r:oncomlta/ll C'fP3A4 lnltltm r1 
CYP2D6 lnhlblcOOI or 8'rorlg CVPJA4 ~docera (see Table 1). I the ocacinlnl8t81'8d arug 19 
Clecootlnuod, adj!st the REXULTI msage to fls ort~nal lave!.Ifthecoadmlnlstered CYP3A4 
Inducer Isdl~nllnued, rvduce lhe 1-EXULTI dosage lo1lle original le'ltll over 1 to 2weeks 
(se,Orog Interactions(7.1), Qin/calPhsrmacok)gy (12.3)). 

,-.,. 1: 	 DasilQe A~fllm•tt of RElWLTI !Of CYP206 Poor Metallolzen and for 
C111comlta11t Use with OYP3A4 and ~P2DB lllh~tort andior CTP3A4 
ll'lducera 

FlllllDl,. Ad)l818d REXIJLn Ooaage 

C'WZDI Ptor Melabolltert 
CVP2D6 POor metabollws Adm~lster hett ft tll8 usual doee 

Known CYP2D6 poor melabolizl!rs talmg Adrillster aquarter oflhe tsual dosestron!llmod\lrate CVP3A4111hll>ltOfS 

Pallenb Taking CYP206 lnhlllllors and/arC'l'P3A4 lnhlbllon 

Strong CYP206 lnhibilo~ AllnW!lster tralt ofIha um dose 

Strong CYP3M Inhibitor& Administer heftct th8 u6Ual dose 

Strong/moderalB CVP2D6 lnhli*m with Adnmlster aQUMeror tile usual dosestrorig/mod\lrate CYP3A4 Inhibitors 

Pallllnb Taking CYP3A4 lnducffl 

Strong CYP3A4 lnducem Double usual dos9 ovar 1 1D 2 weeks 

• 1n Cllnical ttlals examining theadjJJEUv&use of REXIJlJI In lhe treatment of MOO, dosage 
was not adpstad for strong CYP200 lnhlbll!rs (e.g., l)ilroxer1n11. Huoxellne). lllus, CYP 
coll61derattll6 are ateady fac1ol'lld klto general dosing recCJmmenda11ons and RElO.JLTI 
may be admlnlet9rad Wlth:lut dceege adjustment In l)alloots with MDD. 

3 DOSAGE FORMS AND SFREN6THS 
REXULTI tablets ara aVillable In 6 strengths {sell Table 2). 

Table z: REXII.J1 TabletStrengllla and klanar,1111 Featuraa 

Light brown;
0.2$11111 	 "BRX"and"0.25'' "°J.Jld; sh.iltowooovex: beveH1dg&d 

Light orar,,ie0.6mg 	 ·ellX" and"0.5" "°lJld: shallowoonvex: beve~edged 

LlghtyeOow
11'1111 	 "BRX" cinr.t •1" 

RQJ.lld; shallow oonvex; !;level-edged 

2mg Light green 
Roimd; shallow con~BXi bave!·ed!led 

"BRX" cind •2" 

3mg Ught purple 
Roi.ltd;8halklw convex; bavet·edged ''BRX" and0 3" 

4mg W~te 
fk>ood; shallow convex; tleY8l·8d!J11d ''BRX" and"4" 

4 COUTRAIIMCATIONS 
REX.ULT! ~ contralncllcated ti patlenl9 w11h a known l\w)11rse11Sltl•.rily to brexplpra.zols 
or m,y of Hs cornponsnts. Reactions ha~e lnclUdBd rB$h, fadlll swellng. orllcacta, and 
anaphylaxl$. 
5 WARNINGS AtlJ PRECAUTIONS 
5.1 lncreeaed Monallty In Elderil/ P81lent8 11111111 Detnt111ta-R81ated Ptyebll&ts 
Elaertj patients with demenli&-related JJsychosls li'm1ad with anUps~oHc drugs n al 
an lncrew.)d risk o1 death. Analnes or 17 pl~bo·r.:O!l!folled tr1als (modal duradon rll 
1oweeks), la'gelyIn pallents taking aiyptal am1P6)'Chlllk; ctugs,revealed 11 r161< of death 
In drug-trealed p91lenla of between 1.6 to 1.7tines Iha rl!k of death In plece!Jo-lraati!d 
patients. Over 1he cwl'9e of a typical 10-wt!ak c111lrolled trial, the rak! of death In drug­
treated pa.Herrtswas aboul 4.5'9, comparad to arate o1 aoout 2.8% Inthe placebO group. 
Alllough tile causes or dealh wen, ver181J. most af the deatns appe.rad to be elthet' 
can:Jlovascular (e.g., nee,t ~hl1'8, 9Ui!den death) r.1rt1ecuous (&.g., pn9Umonla) In naturn. 
REXULTI Is riOt approved for the treatment of patients will dsrm11lla-r11l•d psychosis 
[S68 Boxsd W,n,Jng, Karnlngs awlPr8Ciffi/loll$ (5.3JJ. 
5.t SUlc:ldal Th«ighte ancl Booavlors In CIIIWren, Adoia111Cet1ta aid Young Adulta 
In pooled anel~eee or placellO-controlle!I tr1a1s Of ariidapmeant dru(!8 (SSRIS and otner 
antidepressant classes) that Included a111roxlrrratllly n,ooo adult patltmls, ll!d over 
4,400 ~ liilrtc pallents, the lnclr.1enr;e ol sutr;ldal l;hQUgltts and bet\9Yl,n Inpallea\s age 
,4 ye.n and younger was great« In antldel)t8saant-traat8d 1)611ent!I than In placet1o­
tree.tec1 pet!en1S. Tile drug-pleclsbodifferencesIn lhe numDer 01cases Of sulcklal 1hou~ 

end t>el1avllrs per 1000 patlants trntad are i-oYldecl InTable 3. 


No sulckj115 occurred In any of the pedlalrlc studies. There wn sulctl.s In the adu~ 

studls5, but l~e riumber was not sufficientto reach any conclusloo aboot anlldepreMnt 
ar41g effecton eulclde. 
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REXULT~ (bmplprazole) 	 REXULTP (llraJJlprazllla) 

Tabte 3: 	 Risk Olff8"1111;ff of lttt lbnb• of Patltn1s wHh &llcld.i Tluqhl& or 
Behaw,rs In tne Ptoled Placelle>-ConlroUed Trlale of Antldepres1a111D 
I• Pedlalr1c andAdult Pdanta 

Age ftange 
(~1111) 

Orut-Placlbo Difference In Numblllror Pallenta will SUlcldal 
Theughts or Behavlefa per 1000 Patlen1e Trsatad 

lncna~ G1mparech:1·~ 

<18 14 ad{lltlonal pallerrt:s 

18-24 5 addlllooal patients 

Q~Olinlp'aa,il lQ Pldcetio ' 

25·84 1 fewer pailent 

~66 6 lewar patlan1S 

It Isunknownwhetherdle lisk of sulck:12' tho11gtits aod bthavlcrs~ chlklrei,, adolesct111ls, 
and YCll!l1Q ed1.111ll extends to longer-term L1Se, I.e., beyond four monthe. However; lhera ts 
sutis1anua1 evidence rrom piaceoo-oontrolled mahrtenence studiesIne.duJ18 with MOO that 
ant/lHp~ssari\$ d&lay Ille "curr"1ct1 QI dlll)resslon. 
p,to"1tor all antlde!"mant·trealed ~tle11ts ror c11n1ca1 wcrseoing ano emervence of 
llllleldal t11ough16 and behavlm , e.ipecian~ dtlrlng lh9 lnltlai few months ot drug therapy 
and at times Of dosage chQflges. Coul19811amlly members or care(llv81'13 or patients to 
monitor for changes In behavior 111d Ill alert the healthcare provide(. Colllildor changing 
tile lherapeutlc relJlmlM'I, iooudlng ll~bl'.,' discontinuing REXULTI, In pa~anls whose 
(JBpreBSlon le persistently worM,or who are &)(J)eriooclno em8f'gent slicidal 1hou,-i111 OI' 
behavfom. 
li.3 Cembrovascui. Adwerle Reactions lncludlng Slroll.e In ElderlJ Pallenb with 

D1111111nlla-Aelated Peyc:hoels 
In placebo-conlrolled trtals In eldllfly subjects with dementia, patients raidomlzed to 
rleperldone. arlptprazole, and oleqlna 1181d ahigher Incidence ol 8trOM aM trenslent 
l.sd'IMIJC atlaCk, 1nc.tuc11ng fatal !lll'Oke. REXUl.TI Is not apprrwea !Or tl'la treattn81'1t Of 
patl.rtnlswilh demen6a-related psyi;hasls {~ 8axBd W8mfng, Wamlr,gs and Prilt:1JlJtlons 
(5.1)/. 
5.4 Neurolaptlc MalgnantS,mlrome (OMS) 

A poten1 Inly lalal symptom oomplell sometimes refefred to ae Neurolopltc IAa!l~ant 

Syn1ilr001e (NMS) has been reported In !ll!sodatlon wllh admlmtnltlon of allllpsydlallc 
tt\lQ~. 

c•n1ca1maoltestatlone of tJMS .n tiyperprrelda, mll$Cle rlgidt~. altered 111,ntal status 
and evidence ol e&.1tonlll'l"k lnatabllty. AcldltlonaJ sl9,a may "lucJe elevaled creallnlne 
phosplloltjnase, m~oblnurle (rt1abd~yals), and aaite renal19.llure. 

II HMS Is suspected, lmmedlately dlscon11nuaREXU\JI llfld pt<rlidBlrrttms!va symptomatic 

treatment and monltorl1111. 

S.S Tard&Ve Oyakl""'8 
Tardlve ayeKlnesia. a eynd,ome oonele1Jng or po1enllally Irreversible, lnvolUl'ltary, 
dysklnetic n'lllvements, may devetop Ill peuents treallld "1th ant1p,9yC11ot1C drugs.n,e r'l!k 
cll)poars II) be highest among 1he alQerty, 8$1!~1allyellferttwoman, but It Is oot pos,rtQ 
to prt:llctwhloh patients are llket; todtl'lelop the syndrome. Whelh• antlpsychottc drugs 
Clltf9i' In thelrp~tlal tocau98 tal'dM! cly&klnesla le ooknown. 
TM i!Sk Of tariltve dy9kln8811'1 and tl'l8 lt{91ln00il tlal It wlll become 1rrevem1r,1e 1nomaee 
wltll 1116dtutlono1 tra.nment aimthe cumulllilYa dose. The syndromecan davelop aftera 
reletlvely brier nallJlent p~od. even at lowdo;es. 11 mav ~so OCQ.lr after (lscorutnualloo 
of tree.!meDt. 
Thn rs no kOOYm lfealmenl for estabUslled cases ol lerdlve dysklnesla, eltheuuh tile 
syndrOOll:I mav fl!mlt, partially or comprulB~, if ..rtlpsycllollc tre!llmoot Is dlsamtlnulld. 
Arl~odc treatment Itself, ~ . may suppress Cor partlall11 suJ;Jpress) the slgrl& 
aitd eymptOmSot tile syndrome. poaallll,' rnasl<lng !he undtrtylng procese. TM effectthat 
~J:*)rnaHC supJeS$lol'l haS upoo1he ron{t(enn coll"Se Of1118 syndrome tsunkr.Own. 
Given these oonslderallons, REXU.Lil shodd bti presalbod ln a manner most lkt!ly to 
reduce Ute rCsk of tardve (ty$klnesla. Chronic and~ho11c 1reatm.nt dlol.id uenera.lv 
be reserved '°' patienlll; (1) Who suffer froRl achronic IUnees toot 18 known to rt1spond 
to an~S}"Chotlc drugs; tlld {2) ror wl'lorn attems11ve, effective, but potsnt1Blly less 
hamnflJI 1reatmenl$ ill& not avaJ!~le or apPIQPrlate. In patients who do reqtAre chronic 
treatment,use the roweet doa9 ood the stioiteat ooratlon or treatment neeaad to produce 
asatisfactory clll11ca1 raspol"ll&.Pec'lodtcelly reaooess Ille need 1or oontioued treatment 
II Signs and symptoms of tardlve dy$',(lnesla sppear in a petlt!nt on REXLLTI, drug 
ilscontinuallonslltllld be cansklsrad. HoWBYBr, some patlellts mav raq1*r11 traatment with 
REXtl.T1 de:spl1e Ule prese!lce ol lhe synd~. 

11.6 Metabolt Changn 
Atyplcal lllU~chotk:~s. lndlllng AEXULJI,haw caused m&tabol!cdumges,lnclui:llng 
hyperglyceroo, dlabetei mellltus, dyalpldemla, and body well,llt 11akt.Alhough all or the 
drugs Inme class to data haw ~een 91to~'ffl to procluce soma metal>Ollc changoo, each 
m'ug hl15 ilsownspectni. liek. profile. 
Hyogqlwjelnlll 111H1 IJlafHtlBI fllelKluJ 
Hyperglycemla, 111 somec11m ~eme aod assodatlld with kttoacldos!s orhyperosmolar 
come or death, hae been reponedIn patlente 1rnated with atyptal Mtlpeyct,oucs. Tr.ere 
hal/l'l been rel)orta of hvpersi1ycsm1a In petlants treated With REXULrt (ooe AiJvefse 

Rt1actlon:s (6.1)]. Assess fastin11 plasma glucose before or soon aftl!r iltuatlm ol 
alKljlwc.hollc medlcallon. and monllor periodlca~y durl11g long-tenn tremient. 
Major DaprHGMI IMeordlr 

In lhe 6-week, placebl>-Cllllrol!ed, fixed-dose Glrical lrlals in patienls wilh MOO, the 
pr,;iportk:ms ot pall&nts with shifts 111 fasting glucose from nmnal (<100 mg/ti.) to ligh 
(~126 mwdL) and borderMne 1~100 aid <1 Z6 rng/dij to high ware simlar In pailente 
tree.t&d vAh REx!JLTI ~d1)4acebo. 

In ttie long·term, C>J>en.f~bel ~J'V$sloo studies. 5% of pa0enl$ wilh norm~ baseine 
rastln11 gklcosa e:ci>erienced as1llft to high while t~~o AEXUl!l+Antkleprassant (AOT); 
2!i'!i of sub,18Ct9 with bo«!etllns 1891log gluoooo 8ll;)Erlanoel1Gllrfts lo til(Jh. Combined,9% 
of subjects with nomial or bonlerlln0 fasllng gucOS!! experle11C8d shifts ID hi~ fasting 
glucose during the tong•l:8Jm dG()llSslon stool8$. 

Schlzophrellla 

In lbs 6-week,ptacebo-conlrdled,C!xed-dosa cijnk:81 trials11 patients with scllizophrenla, 
lh8prolKWl!cris ofpallernwllh shiftsIn 1asllng glucose from normi (<100 mg/dl.) te> high 
(~1 ~6 mcJ/dl) or borderlle (~100 and .:;1 ~mg/dL) to hl;iwere similar kl pa~ents treatea 
with AEXULTI end p,acebo. 

In lh& long•IBrm, cipen"laDBI schlzophn,nla studies, 8% of pat1111ts wilh 11>tmal basl!lii18 
fasllng gll,l;0$8 expe11&nclld i shift from nonnill IQ high while taking REXULTI. 17% ol 
subjects wllh ~orderHno fasting ~ocose 9Jlf.J811ooced shifts 1rom boroarllne ~ high. 
Combined, 10% al eubjedS wllh normal°' bOf'de,lne faetlng ~cos& eMpel'l8oo8d 81"1118 
t.o high tasting gkl«Jse dll1ng Ul& llllQ·ilffil schlz<>phrllnla studies. 

°'*""""" 
Atypical a~psycllollcscause a:lve!lle aleretlons In llpi<le. Before or soon after lnttletlon ot 
aotlpsyctiollc 111edlc.atlon, oblati a fasting lpid ptoftle atbaselne and R1111itor penooically 
di.ing 1rei)bnent. 

Mljar Dapr1111lwe Dlaonlar 
In the6-Wtlel<, plaoal>O~rol)e(l.11Xe<klose dlnlcal tile.ls In Pft1l9nt&Yliln Moo, mll'lgee 
In lal!llllg IDlal Cholesterol, LDL chalestllrol, and HDL i:llOIIISletol Wl!fll slmlar In REXUl.TI• 
and placelxl·treated patlellls. Table 4 st¥Jws the proportt,;J,s of p!lllanls wit!! chMges In 
fasting tr1glycerldea. 

labl&4: 	Chflnoe In fealiieg l'IIJlyceridea II tll• 1e4/eell, PleeebO-CO•trolled, 
Ftxlld•Dllle MDD Trills 

Placebo 1 ffll/day 2 q/day 3q/cray 

ltlglvcet1clH
Normal co High 6% s,. 13% 9% 
(<150 mgldl to~200 and 
<500 mg,'dl..l 

(15/25n· (7/145)' (lS/115)­ (13/1~· 

NormalllJon:mft• '"V,ry Hlglf
(<200 mg/dLto~oo tng/dL) 

O'I& 
(0/309)" 

Dor. 
(0/ln)' 

0.7'ft 
(1/1 43)· 

0% 
(0/179)* 

• denotessvN wtlere N=the total numberrJ subj9C1swtlo had ameasuretr.eot at baee~ne 
and atieestone post-bas8'1kie resut 
n=lhe nulllberat subjllds wllh slift. 

l.n mekln1H&rm. op11Habel d9Clreselon swdles.snlft6 Inbaselllle la&tlng cholesterol h"om 
normal to illQn were reported In 9% (total Cl'lolestarol). a,-. {lDl ct.olestal'(I~, and sh1119 
In baseltla1r<rn normal lo low were reporied ti 14%(HDL cholestero~ of pall(Vlls ~king 
REXUUl 01 pallenl$ with normal basellns trl!Jyr;erldes, 17%&lCIJtirlenced shifts to high, 
end 0.2% elq)8f!Mced shills to ver, high. Combined, 0.6tto ot &Ubjecte wllh nonna.1or 
bOl't'.letnne ras11ng tll~,C8t'ldas expenenced ShlftS to vfll'Y 111gn raa1111g tl'l!Jly<:erldes d!rfnQ 
tl1f,I k:lnll·~rm depression :rtudlas. 

Schlioplnnla 
In Iha6-W&ek. p1ai:eb:l-eontrolled,fl(ed-dose clll1cal tnals In patients vAthecrnz~hrenla, 
cllllnges In taming total cllole6lerol. LDL chol89tarol, aoo HDL cl'IOlllsterol wereslmllar In 
REXULTI- and placebo-lrmrt!KI patients. Tabla 5 shows the proportions ot pall1111ts wllh 
changes In fasting bi~yeerld~. · 
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Tabl1115: 	 Chango In Fasll ng Tliglycer1dn In Iba 8-Wllllk, l'IIIGebo-Cll'llrlllad. 
F11ed-l>onSchlzophnlnla "tblt1 

l'mpor1ft1n of PBflenfl rrttn Smits Base#ne to 
Posl-llBS18llnll 

Plecebt 1 mQlday 2 mg/11a,, 4mg/11a, 

T!ti,ycerldaa 
lftJmt,J to I/lg/I 
(<150111!1fdlID 2200 and 
dOOmg,'!l) 

6% 
(15/253)· 

10% 
{717ZJ* 

B% 
(191232)" 

10% 
(221226)" 

ltamsl/Bardetflne la ~ryHlgll 
(<200 m@ldl 10 2500 mg/dl) 

Oo/~ 
(0/303)· 

0% 
(0/94)" 

0% 
(0/283)~ 

0.4% 
(1/283)"" 

• domtes n/N where f~=lhe total nurmer of su~eciswho hail a rmesurnment al baseline 
and atlea&t one posHaselne result. 
n=slhe l'llmber of st1*<:1B wl1h 8hlt 

In tM loog-temi, open-Mbel SChlzllPh!enla stull8'l, e111Ha In bas«11ne fasting chOJest.8(01 
from 111rmal to ligh MHU reported In 6% (IDlal choleslllr~, 2% (LDL chlllestarol), and 
shifts In ~elll'l81rolll normal bJ lovfwere rep,Jrted In 17% (HOL ctiol•rol) or pa1leNS 
taking ROOLTI. Of patlama wlh mxmal be.oollne trlglycerldas, 13%experienced shifts to 
lieh, and D.4'16 expel'lan<:ad 9hlfts IO vei'y high b1(.llycerldes. Coir1llin&t1, 0.6% Of sooiacts 
with normal or bordllr11ne fasting triglycerldi,s B:i perlenced shifts to 11~ hlgll fasting 
trtliYc.rldes dLJJII! the !Oflg·terrn schiwphrerilut\llJ les. 

Wlilla 
Weight gain has been cils8rwd In patlenls ln!alBd with atypical !Bl~hlltlcs, klciudlng 
REXl,Ul.Monllor W1JIOl:ll et baseline and trequentfv thereafter. 

Major DepreNIYa DIIOrder 
Table 6 shows Wl'lght ~ In oata at last visit and J]Brt~ or adult patlenl!! wm, :"!7% 
Increase In body v.eli,rt at endpoint from lhe 6-week, pla.cebo-coolrolled, tfxed·dase 
clkll,;al studies In patient$ w11n MOD. 

10 18 6: 	 IIIIC1988MIn BCldy VlelClhtll\1118 l•week, PIIIC&bO~ l>Rlrobd, Ft~DClilil 
MDD111al, 

Pl..:ello 1 ll'lfl/- Zlllg/~ 3mg/clay 
n-407 li•Z21 n• 117 ll-228 

AII PaleJllg -+-0.3 +1.3 +1.6 +1.6 

2% 5% So/a 2"!~ 
(B/407)" [11/225)" (!!/187)' (51228)' 

• 	~lhe 1utal 111111ber of su~ls who had ameasinmerrt at baselne and at least one 
cosHaseNne result. 
n..thenumber ri subjects with a ahtft 27%. 

In lhe long-tarm,open-label ctepresstln !!ti.Idles,4% ofpatloolsdlscontlooi!d dll!to w~ghl 
lncreas11. REXlJ.TI was associated wllh 111Ban changBImm b;tS11llne In Wlllght of 2.9 kg 
atweek 26 and 3.1 kg at week 5t In the loog·term,op111 label degresslon studies, 30%°' patteme deMonsvated a~rr. ,~C'A'&a&e mbOCIV weight aoo 4% demonslrated a m1i 
decrease In bOtly weight. 

Sablmplnanl• 
Table 7 shows weigh! oaln data a1 last visit illtd percllnlage of adult patients wl!II ~7% 
Increase In body weight at end~olnt from the 5-weak, pJacetro-oontroled, IIXad-da&e 
dlnlcal studiesIn patlanls wllh schizophrenia. 

Tabla7: 	 Increases In Body Weight fn tba 8--Wlek, l'tacebo·Contralell, fixad­
DNe Sch1m11tu·en1a l'riala 

Placello 1ml)lday zmg/Ila,, " mt/de'; 
n•362 n. 120 11a362 n• 362 

MPall"'le +0.2 +1.0 ~1 .2 +1 .2 

Proportion'11 Patiants with~ :I!7% lncraase is Bally Wmgbt (kgJ IllAny lrlBit 
rnlNJ 

4% 10% 11% 
(151362)" (12/120)~ ($.1362)~ 

• denotesn/N where ~~he llllel numbar of subjects whohacl II measurem!IT1. at baselne 
and at teas! one posl·basellne result. 
ri=the 11t1nmer ol suble<.ts w,tt, a61'1lft ~7%. 
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REXULTP (lnx,lprazDle) 

In the JO/lg-term, opeo-lallel 9cilltophrenla etu<IIEIB, D.5% Of 1)6ttents dlScOnUnued due to 
weight loorcllllll'l. REXULTI Mis assocl!Jl~d wlttl 1111,an change fran baselne In weight ol 
1.3 kg at week 26 and 2.0 kg at wwk 52. tn the loog·lerm, OJJ9R label schizoptYl!nla 
sl!Jdles. 2or. o1 pattenas demonsltated a ~~ ~crNSS In b~ mlgltt artd 10'l'o 
demonslrated a~,,. d&ereaae 1n bOdyweJght. 

5.7 LnukDpfflla, NBulnlpi,nla, and Agnnulaaytosls 

Leukope~Ja end neutropenla have been reported durng treatment wltll oodpaychOllc 
aoanta. AgranuklcytOels (lnducllng fatal case!!) has been ie]lOl'tBd with ot1ter agents In 
this class. 

Pos$lllle risk ~ f« Jeuko(*lle arKt ne1.uro,,enl11 lndude pre·eicls~ low wlllle b!<ltld 
cell count lWBC)or ebeolute neutmphlcount (ANC,and hl9t0~ atdrug-induced laul«ll'.lenla 
or neu1ropaJt8.kl pauan!Swlth a pra-exl311ng lllwwee c.ANC oralllstorycl mig~cllcoo 
leukopenla or neQenla, perform a~plete blood count (CBC) lretJJently dur"1g ttie 
llrst few 010l'1& of thera,iy. In suGIJ patlen(s, ootl&ldar dlscontJJuatloo of REXULTI at the 
flrst BIC,, of aclnlcaNy s~ni ft.~I t1et1ne in 'MIC In tl\e .-isence of otha-causauve facta!'s. 

Mmit.or patlellts with dlnlcally slgnlllcant nautropenla fer fllver oc otoor SIJITlptoms er 
slgm oflnfectlon ~d1,ee.1promptly iiauclt S';mptomsor alpoccur, Olscootinue REXU.TI 
In patients with ebSOlllBnelJJ'Oplll count <1 ooo/mm!and rouow 11'161r\l'JBC unlll rectlYecy. 

6.1 DrthDSlala Hypole111t1111 md SpODJII 

Atypbll anllpeychollcs cauee ortho91ellc hypotenelon and syncope. Generally, tile risk Is 
gteatest<1UJ1ng lnldll.l dose 11\J'8ti0l'l 1r1<1 wllt'lrl 1ncraas1ng the dose. 

In ltle short·1Brm, placebc•CClfllroled d lnlcal sludl9s of IIEXllJl+ADT In patients with 
MDO, ttie lnclden,e of orthoslalk: tivpoteneloo-relaled ad\lerse reacdons In REXULTltADT· 
treated patlen18 compnd to 1>lacebo-tAOT patla1118 lndude(l: !hzlness (2% vi.. 2·~ 
and orthOStallc h)'llol.Ms/on (0.1 % vs. 0%). In the shorHarm, pacabo-coolrolli!d 
cllnbll studll!S fl ~EXI.JLJl In paUenls with schlzophranla, U18 lrddence of orlhaslatlc 
hypottinsion•related adVerse reactions In REXULTl•treated pall&ntG compared to i,taceho 
plllteme lnduded; dlZzlneee (~ vnua 2%],onho6tanc llypotel\Si'Jn {O.""' veraiS o.zcr.), 
alW.I syncope (0.1% veu11s 0%). 

~vi~ $lg11$ should be m~lto11d In paUems 111ho are uuloerable tci IJVl.'IOl8flSlon, 
(e.Q., elderly patients. patients with denydratlon, hYl,lO'>"Olemla. c~"' treatment 
with antlhypertell61va medice&lonJ,patients with knOwn cr1dJovaiculi!l' <ftleBBa (~ry ol 
myOCardlal lntarctlon, lsehemlc heart disease, heart ra11n,or condudioo abnoonalltill!l), 
am! pa.tlllnts wllh C1Jetrovaswlar llsease. REXl.l.11 hcLS not been Mklited In p~ents 
w~ a recent history or myoca-dtal lnl8retlon or 111etab!e cardlowecultr disease. Such 
p~en1e were excluded from pra-m8!kedng tfnlcal trla.Je. 

6..9 se1z11m 


Like oiler anUpsycllotk: dr~s. RE)(Utn may C3llSI! seizures. Th15 risk Is grea.test lo 

pallems with a history of nlium or v.4tl1 CCJ1dllons that lower ttie seizure throohold. 

Cor!cltlone that lower Iha oolzure threshold may he mor& prevalent In oldar patients. 


S.10 BofJ Temperature 0~M'80ll18II011 
AtyplCal ~sycl'Ki1!cs may disrupt th& tlody's ability to recllce core body tempera.Ile, 
Slr9nll)us eMerelse, exposi.re to extreme heat, deh>Jdra\lon, ~d antlchollnergto 
medications may contrttlute to an elemtloo ~ core oody ~eraiu,e; uee REXULTJ wlth 
caution In petlems who me.y 8lC1>9r1ence lheee condllkln3. 
ll.11 Dysphaglll 
E:.sophageal dysmolltllyand asplralloo halle bs~n !ISSOClaled with antlPS,chotlc crug use, 
Arrtlpsyctwtlc drogs, lndudlng RElOJLlf, should be useo c;1UtDissly In patients at r161< for 
aeplra11on. 
6.12 Potantlal fur Ca1J1ltl111 and Molar npalriaent 

AeXULTl, lie other al'lll()8JCl10(!Gs, he.s ttte potun1bltJ Impair~dgmoot, lhlnktng, O!' molar 
ekllls. lo 6-waek. placebo-coMrolled ctfnloal trleJs In paljoote ~ h MOO, ~ooJence 
QIEl!Jllng sedation 11nd liY]ieJSIJlll'lla) was reported In -6 1Dr REXULTl~-ADT-traatud 
patientscompared ro 1~or plac.ebo+ADT pal!ents. 

In !>-Week. piaceb«H:o~ro(Jec1 ctlnlcal Ilia!$ In pauen1a With scnlz0Ph1'8111a, somoo1ence 
Q!Efullng sedation and hypersam111a) was reported In S% of AEXU...Tl· lre!Jll!d patlenl5 
compared to 3%or placebo·treated patlenls. 

Patients sho'Jd be cautioned about operating hat!l'aoue A1aolllnsry, 11\ciu(llnO motor 
wehlcles, unUI lh9'j are masonablr certain that REXlLTJtheraJ)V do83 ~ affect them 
adYersely. 

8 AOVBISE REACTIONS 
Toe follO'.'alQ adVeroo reaclknlB am <11Scuesed In morl? dBlaD 1~ olll&r secuons c:i the 
labeling: 

• 	 lr.craa~ Mortality In 8dert/ Pall9nl5 wlll Dementla·llelatad Psychosis /$6~ 
BoxedWarning. IVamil1gs andPrecsur/ons (5.1)] 

• 	 Suk:i:161 Tnou111te tfld BehaYlo!'s In A~aacents and VOul'(i MUMS raee BOIC!id 
Wllmlng; ~In~andPret:atJtions (5.2)) 
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• 	 Cerubrnvas~rar Am>erse Reacllr,Jls lnc!liclng Slroke In Elderly P,tlen~ \Vlh 
Demenlla-~late<I ~cltosls /s,t: Warnings fi{l(I Pr«av1lo(ls(5.3)) 

• 	 Neuroleptlc Mali{lnant Syodrome (NMSJ (soe W8mf,',gs andPracaut/ons (5.4)} 
• 	 Tardlve Oysklnesia /M W8mlngs endf'r,cauti<Joo (5.5)) 
• 	 Metabolic Changes (se9 Wsm/ngs and Prece.urlon8 (5.6)} 
• 	 Leukopenla, Neutrocer*, and Agranulllcytoele {see Warnings and Prel:8uti<!nS 

(5.l)J 
• 	 Orttlo918Uc Hyeiltenslonand Sync1111e [SB11 'NBmfll(;s andPttiCBlltfons (5.8}] 
• 	 Sel.lilres {sae wamJngs and l'racBlltlons (5.9)] 
• 	 Body Temperaturo Oysregul3\kJn /St11J ~ming$811d Pt«:atJI/Qn$ (5.10)! 
• 	 Dysphagla /WJWarnings and Pr8Callflons (5. 1 l)J 
• 	 Potential tor Cognlive ~ d Motor Impairment [se, warnings and Prec/HJ1Jc11s 

(5.12)} 
6,1 Cllnlcal 'li'lala Experle11ea 
Because c~nlcal trlals am conducted uni!et' widely v~g CMdfllcns, adverse raactlon 
'8t&SObServed 111 dllieal trials of adrug cannot bu directly compared ta rates In Illa clinical 
trials of c11olher mug znd may not reflect lhe rams observed in clini~a.l ,ir111,tlce. 
Mll(orDeinalve Dlaonler 
The sale!Y of REXULTI was evaluated 1,054 patients (1 atG 85 )le¥S or age) d!Qt!nosea 
u.1ih MOO who participated ii two a.wsek,placebo-controlled, flxad-dose Cllnk:al1(laJs 1n 
pallents with major depreBSlve disorder In which REXLI.TI was a<lmfnlS!~ed at doses of 
1mg 1D 3 mg dally ae edjunc11vE treaunent to con!lnued antld9J)reooent therapy; pa1tents 
In 1he placebo group conllnued to t&eelve anCldeprellSllJlt tttarap~ {86e Cilnfcal StulH!JS 
(14.1)}. 
AIN8(89 Reacrifiil<; Reptxted BS ReasanstorDlscoolirwaticn at f(BJ!fment 
A tc181 of So/t (17/643) of REXLLTI-treated patients and 1~ (3/411) of placllbo·tmled 
pallents tl9CllnUnued due to adverse ntacllons. 
CommonAdversB Reaafons 

Adverse reacUms associate!! wllh th11 a(i!uncl.lve ~ QI IEIJlJr ~ncldence of 2% or 
11remer and!ldJuncHve REXUUI lrddence greater t11.in ad)u11Ctlvs placebo) that occurred 
d!.llng aw111 therapy (up~8-wes1<s In patients with MDO)1¥'8 ehown InTable 8. 

Tallla I : 	 Adworee R.oectlilll& 1111 Pollledf>.Weel, Plac1lbi>-Ca.nb'olled, Ftaed-Doan 
IIIDD TrlalB (5tudf111 1 and 2r 

REXUUl 

P1acebo 1 mofday 2mglday 3 lllg/day All 
AEXUUI

(N-411) (N.226) (N•1~ (N•22D) (N,,643) 

Galnllntastlnlll Dlsord111 
COl'IStlpaUl'.lf1 1% 3% I 2% I 1% 2% 

Genni Dllonlen and Ad"*1 111tratlenSito Candl1toM 

~LIO 2Y~ 3% I 2% I 5% 3% 
lnCectk,118 ad lll'fNtado• 

Nasootta,yogllls 2% 71fo 1% 3% 4% 
l1Neslfplian1 

Weight lnaeaood 2% 7% 8% 6% 7% 

Blood Cortlool 1% 4% 0% 3% 2%Decreased 

Ulltabollsm • • N11trlllon 
ilcre~dAppetite 2~ 3% 3% 2% 3% 

Nllrvoua System Dlaordere 

Akathlsla. 2% 4% 7% 14% 9% 

lteedaci'ie 6% 9'l'o 4% 6% 7% 

somnolence o.5% 4% 4% 6% 5'111 

Tra11or 2111> 4% 2% 5% 4% 

Ollllness , o/o 1% 5% 2% 3% 

Ps,chlGtrlc Dltordare 
Anxiety 1% 2% 4% ,O& 3% 
R8Gll86Sne8S 0'111 2% 3% "4% 3% 

* Adverse reaction& that ocrurred In 2:2% of R£1CULTHreatad patients 1111d greater 
nclcienca tMn In pracebn-11'8atoo patients 

Do~RtlalwA,Jv~ Ffeactlons fn t"8 MODtrials 
In studies 1 ai,d z. amono tile adverse reactl006 11111t OtctJrred at ~2'fm N1CldeACe -, 
the pallente treated with REXUL1l +ADT, the Incidences of akal.hlBla and testtes9t'ies.s 
lncreoa~ with lncretl98s in dose. 

REXULTP (brlx,ipruol11) 

SCN~phrnta 
The eaf81yrJ REXlllTl was evaluated In 852 pattente (le to 65 yeam of age) (ljagnosed 
wUll achlzophrenl31tAlopartkllpotad in two &-week,placebo-cmtroll!ld,fix111klose cllrical 
b1a1S ln wl*:h REXULTI Wll$ admlnlslerlld at daRy dous QI 1 mg, 2 m11 and 4 mg lf8t 
C!fnlcat studfss (14.2'Jt 

CommonAdvefa91Wctfon8 
NJV«ae reacllOl'l!I assoclabt<l with REXULTI OIICIClll'llla Of 2% (r 11teats 111d REXULTI 
lnclllen:e greatll' thao placebQl during ~ort-te1m (up lo 6·t.119eks) trliils In i;iatllilnl$ with 
schl«lphreola are ooown In Table 9. 

faille 9: 	 Advene Ra1cH0111 In Ptolld 8--Waak. Placao-ColltrGlled,FlxSd..Oose 
SctUID,t,rerua Ttlala (Studln 3 and 4)* 

Placlbo 
(N:318) 

nEll.A.11 

1 mg/Ila, 
(N.1211) 

2 m,fday 
(IM8I) 

4rag/day 
(M,,384} 

ALL 
IIEXll.11 
(u.112) 

Gast.ro"'tee""'' Dllordm 
Dyspepsia 2% 6% 2". 3% 3" 
OlalmWl 2% 1% 3% 3% 3% 

IJWNtlgatfe,11 
Weight IIICleased 2% 3% 4'1'. 4•,; 4% 

Bll!Od Creatlne 
PIEsplroklnase
lraeaseo 

1% 4% ~ 2% 2% 

Nerve• &y&te11 Disorder• 

Akalhtsla 5% 4% 5o/e rA, 6'Yt 

Tremoc 1% 2% ~ 3% 3" 
S8datl0n 1% 2111, ~ 3% 2% 

• 	Adverse teactlons that oocutred In ;?2% 11 REXtl.Tl-halEd pirtlen1s and great• 
tlcidence lh1111 In placebo-tmted patlll!lts 

Extc,pmmldllsrm,toms 
Ma,ar Depresewe Dltonler 
The Incidence ot reported EPS-related adv«S& retcaons, BXdoolng akalfilsla, was 6'-'> 
for REXUlJl+ADMrealed pallllnls VBISUS 3"' for plac~t>+ADT-treatf(l pallenll;. The 
lncldenct of akalhlsla eYtlllfs for AEXULThADT-treated patients was So/. \181'SUS 2", for 
placebo+ADT-lr&atadpatients. 

In 1ho 6-we~ placebo-oonlrollld MOO 91udles, data was objectwely calected on the 
Slmpsoo Angus RB1kYJ Scale (SAS) IOf exlrapyramdal ~mptoms (B'S), U111 Sames 
Akalhlsla Rallng Scale (BARS) forakalfllsia.lfldthe Abllormal IIPlolunta,y Movamen1 Score 
(AIMS) for aysklnesla. Tll8 mean change trom beSedne at le.et YISlt for flEXlt.Tl+ADT· 
1reatsd petlatt!9 1<r the SAS, BARS Md Alp,c; was comparable to placebo 1reamd 
patients. The P9rcamaoe ot paU81'1s wlv;J shifted from oormiii lo Elbnorm~ was !)'eat.ln 
REXWl+ADT•treated p~eots vereus pla.:ebo+AOT for the BAAS (4% \1818US 0.6%} ood 
the SAS (4% versue 3%). 

SilbbO!llnnla 

The 111:kienGe Clf rai;iorntl EPSofetated adY91S9 redons. uducllng akatlllsla. wae5% 
for RE)(lJl.lHreated patience versue 4% for placebo-tr&atea padente. ihe Incidence Of 
BkaWBla Mnts f()( REXl.JlIHrealed pal\enlS was 6% versus 5% for placebo-lroatl!d 
p8tlents. 

lri the a-week. placebo-con1r0Bed, ba<J-dose schlzOC1hrer11a llllldles, data was objectl'tay 
collected on tne SI~ Angu& Ralln~ Scal8 {SAS) tor BXlf91l'fl'OOlldal symplllms (EPSJ, 
11111 Barnes AkalhlSla Ratlnu Scale (BAAS) for akathlsla am the Abnomial lll\lC!umaly 
Movsment Scale (AjMS) for dYsklnesla. Them.an ch~!MI lrom baselle at last ~t tc»' 
Rexl.lTl·traated patlenlS for lhi SAS, BARS c11d AIMSwas oomparable to placebO-traated 
patients. Toe perce11tage ot petlents who shifted from oormeJ 1o abnormal was greater In 
REXllTHreated pattentsversus pfacebo for lhe BARS (2% versus 1%) and the SAS (7% 
v-,11$ S'Ail. 

D¥i10J1II 
Sympt0ma af aystOnla rnay OCQJr In s11SCepliblll in:liYiduals during 1118 first few day11 
ot lraatment. Dyslonlc sympmms ilclude: spaim QI the neck rooscles. SOflletlmes 
progresm0 kl tightness of the lllroat, swallG'/Jlng dlfflcultY, difflc~ breaming, and/or 
()f<>IMion ot the ton91,1e. Wnlle these sv,npCome c111 occur at low doses, Uley occur 
more frequen1I~ a.ml With gteati,r swerily wilh hllll potency aod at hlgfler dos~s of first 
oertn1km anllpsydlolk: dn1gs. An alevaled risk ol acule d)-smla. Is ~ veid In mallJs 
and younger age groopS. 
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REXULTI• (11re111"'razoh1) 

Olbec AclYooie Reactlono Observed Durtoo Iha Pcemack§Ung EYi!luatjorJ 01 REXULTI 
Olher illvenie r'e11Gtions (:.:1 % frequencv and 11reater lh811 placebo} wllllln the shOrt-term, 
placebo-controlled trials In patients with MOD 1111d schlzophren~ are shown below. The 
followlo11 Hating does not ~ude adverse reaci:lons: 1) alr11ady listed In pnr.roos tables 
or elsewhere In the labelng, 2) tor Whloo ad~ cause wa9 remote, 3) Which wert so 
genetal as kl be 1111nrorma11ve,-4) ,,mlcll we-e 1101 CORsielered 10have cilnlcally algnt1coot 
lmpltcallons, or 5) wl*:h occwed at arate equal ID or lsss than plllcebn. 

fyB Dlsordsr8:Yielon Blurred 
GaalfOl.rWSlll)sJ Of8Ci'det'8: Nausee,Dry Moutn,Salivary H1persecre11cn, Abdominal 
Pain, Aatulence 
lnfdons Md /nfe~th)ns: UrinaryTract lnfect!Oll 
klVS$t/gatlons: Blood Pfolac1ln lncl'\lased 
MuscuJoskelelsJ and Connectfve Tissue Dlsarde/'8: M~algla 
P9ychlatrtc Disordsrs:Alloormal Dreams,Insomnia 
Skin and Sub~~ 11SSIJ8 O/sord61S: HyperHdrosls 

7 DRUG INTERACTIONS 
1.1 Drugs kavtng cun1ca11, lm,ortilnt1n1eract1Dne will! REXULTI 

T•bll 10: QlnlcallW lqortJnt D,w lnl8rac1-ntwlth REJllLTI 
.. 

~·~3M klhldl9111 
Conoomttr.ituse of AEXUlll mlh slf1M"9 CYP3A4 lnhlbltore lncraa.sed 

ClhlltallmpBCt: the exposure of t>rexplprazolecompared10tile u9e of REXULTI alone 
fm aln!Q/Pbarmacdogy (12.SJJ 
W1111 coocomIIMt Ull8 or REXU1JI \.\4th a strong CVP3A4 lnhlbUOI',lnte!Vf1J11ion: reduce·the ReXUDl dosaue [S86 Oosag.t1iJTJdAdmh11$1/8lloa (2.5)] 

Exsmp/9fJ: nracooazole, derltllromycln, katGconezole 
' .. 

S1ro"8 CYJ?2P6.lnllllllton". • 
, , 

I . . 

CO!ICOrnltllntuse otREXUDl 1¥11t1 sb'ong CYP206 lnlillllOl's ~reased 
Clfr1Jul Impact· Ille ellPOSl,.Q of ~razolecompared tottte use of REXUDl alone 

{see rJ/nfC91 PflarrMCIJ/ogy (1t.3)) 

WIil concom tl!llt use of REXULll with a slrono CYP206 ll'lhlbllOr,
frrl8rventlon: re<tuce the REXUDl oosag9 [SH Dosa{J8 andAdmfnJsJTJ,tlon (25)1 

E;tamples: paroiiellne, fluo11eltle, qulnldlne 
' .iotll.CYP»I ·111~111,tm~!lftd.CYP~ 1n11~.r1·'.. ~ . '. ,, ' . 

Cor.comltant ~ ot REXUlJl With ~J a wong CYP3M lnhlbltnr and 
a strcog CYP206 Inhibitor; or 2) a ~erat& CVP3A4 Inhibitor and 
a st,ong CYP2D6 Inhibitor; or 3) astrong CVP3M lnlllbltor aM a 

Cffnk:,;j/krJpact: madarmit GYP206 Inhibitor, or4}a moderate CYP3A4 ll'flll l1Drand a 
mode19'111 CVP2n6 tihlbllor, lncrea$1!1.1 thR e'o<flll!lUn1 nf hrBxplprRzokl 
compared to the Ulla ol R£XULTI alone [s66 ClfnfoaJ f'lvlrmacology 
(12.3)/ 

With OOf'ICi)~nt uss of ~urn wllh 1) astrong CYP3.A4 lnhlbltor 
anti a strong CVP2D6 lnhibl14r; or 2) a moderate CVP3A4 Inhibitor 
and aslrong CVP206 inhlbllOr; or3J a$lroog CYP3A4 lnhllltor*1d afnleTVBnJit;Jrt modn.nt CYP206 lnhlbllor. or 4) arnooora!B CYP3A4 Inhibitoraid 
a moderat& cvnoa tnhlbltor, decrease t~ 11exurn dosa9' ~e 
Doaar;ear.dAdmtnlstmtlon (2.5)} 

1) ltraconazole + QUlnldlne 
2} tluc.ma2ole + pato1<etlnefJC8mp/es: 3) llracona2ole + dulomllne 

4) fluC(lllazole + du•ltla 
 .. 

,, .. .,~ clliaM)~111,11n . 	 . . 
Concoml!BIIt use 01 REXlJLTI and i strong CVP3A4 Inducer dieoreased 

Ctlnic8! lmpa;t lhe expoS11re ot breKJ)lprarole COll'lpared to Iha uae ot REXI.JLTI lllOne 
{see CIInlcaJ Phurmacofogy (,2.3'] 

W1111 COf\COi1'111ant use Of REXLUI with a strong CYP3A4 lndocer,
fntBTVBr1'fOO: lm;reIIS8111B REXULTI dosage {see Oa5aga sndAliminlslm.tion (2.!i)} 

fx8111pf8s: rifampln,SL JOii\'9 wort 

..	In clinical trlale examining IhaadJ00011ve use ofnEXULTI In tile trea1ment o1 MOD, dosage 
was not adjusted frK strong CVP206 Wllbtto1'5 (e.g.,paroli8dna. lkloKetloo). Tnue, CYP 
tcnslderalloos are already factored Into ~neral dosing reccnnmel'lllattM& and REXULTI 
maybe administered withoutd~!llle (l(!Justment In patient$ with ,~oo. 

V._ 

AEXUm' (bmplprazole) 

~Y-"""' I 

7.2 Drug, HIVlng rt, Clnlcaly lmpirtant ln~111wlttl AEXULTI 
Based on pharmacoklnetlc studies, oo do8age adJuslment of AEXULTI ts reqind when 
m lnlrrtered concomrtanUy with CYP2B6 lnhlbllOre (e.g.. UOlopldlne) 0< gastrle pH 
modiliers (e.g.,Otnf1Jlfll2Dle). Adllilionaly, no dosage adjustm111t tor substrates at CYP206 
(e.g., dexlromelllorphan), CY~A4 (e.g., lr;,wstatln). CYP286 (e,g.., buorol)lon), BCRP (e.g., 
rosuva811l11n), <lr' P-9p (e.g., fexofenadlrie) ts required when administered co11COmllanl1y 
WIii REXULTI. 
8 USE IN SPECIFIC POPULATNNl 
IU Pregnmav 
PreJlm ;mow BeglstcJ 
There Is a pregne,cy GlC)oaure re~ry thet monl!Or3 pragnancy outcomes ri 
women exposed io REXll.TI Clll'1ng i-e111ancy. FOi" «10!'8 inWmattin coniact tne 
Nllll!Jnal Pregna~ Reillstrv IIJ" Atypical AnllPsYCl!otts at 1-866·961 ·2388 IJ" visit 
llttp://womMemeotalhd.lll'g/cltnlcal·and-reeearoh-prolJ'9ms/pr~nancyreglstJJ/. 
819k Surocoory 
Adequate IVld well-controlled SUJdles hav6 not boon condl.llted with REXIJLJl In pregnoot 
women bJ hlormdrug-assoclaltd risks. However, nB011ales whose mothers are exposed 
to antlpsychotlc d11JIJS, Ike REXULTI, dlrlng 111e third tl'lrnester of P/8QllaRC, are at rlsk 
tor extraJ)l'l'8ffllde.1 ~dlor \Whorawal sy~. In enlme.l repmC1UC1ton etmlee, no 
tBralo!J!RICIIJ was obsEll'Vl!d wllh ll'el admlnlstratlon of lnxplprazole to pregnarrt rats and 
rabbll$ clirlngorganogenesls at dOS9S up to 73 and 1dtl lllll!li, rtlSJ)ectivelof, of miixlmllll 
recommended human dose (~HO} of 4 mwday on a mQ/m2 basis. Hoomver. wheci 
l)(e,iant rat& W81'& admlnlatered llr'eXPl~edurtno 11'18 pertoa ot or(IGl)Ogeneels111rou~ 
l&:latlon, the number of pll111a!al dealhs ot p~ was lnmased at 73 times the MIIID 
{.see Data]. The background risk of major birth defects and miscarriage f!J' the !n(lf;attd 
pepulatlOll(s) Is mknown. In the U.S. general population, the D!lllmated b~kgrouod risk 
of maJ« birth defects and mlscsrrlage In dlnlcaly recognized prec,nancles 18 2-4% and 
15·2D'lll, rBSpectively. 
CJfn(cal Cgn:i[d@rauons 
Fl~Atmm Reactfor/$ 
~rapyrooiklal and/or wllhirawal symptoms, Including agltatkm, hypertoota, hYJ)(ltonla, 
lremC>f, aomnolel'IO&, respli'Btory cJstraes and feedln11 clleol'der haV8 bean raportacl 1n 
neonabJs whose mothers were 6J(pos8d to anllf>$Ychotlc 001!JS dw1ng the third trimester 
of pr911nancy. The!e sYmptoms hi!Vt varied In severity. S4Jne fl1Jooal$5 recovered within 
llours or days .'Mltlout spd'le trearnent: olhe!s required prolonged hor,pUall:zallon. 
Mo~torneonates fot81\1mpyramlca1i.,~orwilhttrawal 8'Jmptomsand managesymptoms 
appropr1alely. 

D.ISa 
An/ma/Data 
PretJl.ril ra1e were tmted. with oral doses of 3, 10. anti 30 m~"'day (1.3, 24, and 73 
dmee lhe MRHO on e. mg/m2 baels) o1 brexplJ)t'aiole durt1g theperiod o1 crgenocenee!s. 
B!IIMl)lprazme was not 1Brak>g111[c end dkl not cause aclwrse cbM1fopn'lenra1 &ffeds at 
dcses I.IP IIJ 73 limlJ$ ttie MRHD. 
Pregn.w rabbits were treatedwftti oral do6es of 10, 30,.inti , 50 mglk{Vday (49, 148, and 
750 times the MRHD)ct brexp'3razol& wring Die pe:1od o1 organogeneela. Bre~rezole 
was not 181'&.klgenlc and cld not cause ~rse diwe1opmenta1 ~ 81: d08es up lo 
1-46 limes U1e MF.HD. F11d~gs of oocreased body ~ht, relaJdlKl ossmcalian, and 
Increased ln~ences of vl~ral ~d 9kelelal vartilllons were observed 11'1 tewses at 
730 timesthe MRHD, a dosethat lneluced maternal lo)clclr/. 
In a 9!udy In wlllctl pregnant rats were adlmllstaredoral dooes o( 3, 1 o, and 30 mg/r,glday 
(7.3,24, soo 73 tknes thl! MRHO)oorlng1he perlodatorgnig111esh andthroaJQh !actatkm, 
the number DI llva-bom pups was decreased and e.rly POStnalal deaths ooeased at a 
dcee 73 ~mee 111e MfiHO. lmpatred nurelng Dy dams. and low blltll welglit end dec.-eteed 
bcdy welft,1gain In pups wn observed at 73 Imes, bit001 al 24 tllll89,~e MRHD. 
B.2 Lllolallon 
Risk $Lml1arY 
L.actatton studies ha~ net bean cor.d!cted to 8618SS the pr818f108 of ln,.razole 
In hi.nan il1lk, lh8 effects ot brexplprazole on the llreastfad llllallt, or the eflecl8 of 
brexp"'3ZD1e IJ1 milk (Jf<llllcilon. 8r11JqJlprazoll, Is iesant In rat mlk. Th11 dB11elopm111t 
an~ healh tx.lellts o1 breastfeeding should be consldin~ along with lfle molhar's clinical 
need 1or ROOlTI and IWIY potential alM!1'118 eflecss on the breastfed Infant fl'(Jm REXUlll 
or from 111a undel'lyl~g matemat o:illdlUon. 
B.4 Pellelrk! llllll 
Salt11.V and effecttYenm 111 pediatric patlenls haw oot wen eslabllshed. Antldepressi.ils 
Increased 1118 risk of eulcldal thwghts and bellaYlors In pedlatr1c patients {s6e Boxed 
wsmmo; weml!lgs aridPtecautkMS (5.2JJ• 
8.6 Ger1atrlll Ulle 
Clinical studies at the eff\ciey of ~XULTI did not lnt:lu!IB any ?,lllenls a1t11d 65 or older 
to determine wtie1her msy resi,ond dllfererttly from younger patients. In general, dose 
oolectlon tor mi aldafly pellent ooould be cautious, usuat(oJ slartlno at Ille low eilCI of the 
dosing range, reflscti~ the gr11atel' fre(Jlency cl dec,easoo hspatto, renal, and cardiac 
full:tion, cancomlmnt diseases, andDiher drug tharapy. 
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R~UllP (llreJPlprazole) 

Based on the r9$ults or a safety, rorerablJlty aod oharme.CQl<lnetlcs 1r1ar, the 
phermacoldnetlcs at once dally oral .adml'*lrat!on d brexplprazo!e (up !O 3 mg/day f<lr 
14 days) as en adjuncl lherapy In Illa lree.1a1ant or elderly aubJ8Cle (70 to 85 \'881'8 old, 
N,.11) with MOO were comparable to lhose obsllr,ed Ill .Jults SUbjeciS \\'Ith MOD. 

.Antlpsychf)llr; m,gs lnr;retl$8 the risk u! death In elderly patients with darm11tla-nilated 
p&yoll~. REXULTI Is not Qllproveci tor the treatment of patients wlh demenUa~d 
psyohoai9 {8ee BoXM wam111g. Wsm&Jga a,,o PfeC8llflor1s(5.1)1. 
11.6 CYP2'D6 PO• MelabOllnd 

Dosage ad)ustment is remnmanded In lmown CVP2D6 pOO!' metel>Ollzllrs, because 
1hen pa~errts have higher brexplp~1, concenlr1!\lons 1~ norm~ metaboifzers of 
CVP206.Approxlmatel~ &% of Caucalllet1s anti 3-8% of Blac.k/Alrlcan Amtrlcans caooot 
rnetaboltze CVP2D6 swsb'ales and are clmffGd as pool' metabelUz&rs (PM) {see OoJage 
alUiMmlnfstratfon (2.5), Qfn/caJ PhBrmJJrology(12.3)]. 

~Y-.,,1 V ._"' 

REXUl.Tl' (lnJCflprm.ale) 

IIEXULTI lablets 3.1' for oral a<tnfnlslraUm and we 1J11allab11t In 0.25 mg, o.s mg, 1 mg, 
2 mg,3mu alld 4 ~ stre"gtha. Inactive fngredleflts ~lude lactooe mooohydrats, c001 
Dch, mlcrocty!llalllne cellulose, hydroxypropyl celulooe, low-eublltltuted hydroxypropyt 
celluklSe, ~Mlumstoorate,hojpromeuooo,811il tale. COkll'lln18 lnc~J<le Utanlumdleoode. 
Iron ox.Ida aoo fllfTOSIBrric oxide. 

12 CUNK:AL PHARMACU.OGY 

12.1 Medlmlllnl ofAction 

The mechalllsm of acUcri of bre1Cplprazole In lhetrealrm111t of ~ordepressivedlsordet 
or Gchlzopnrenla 18 unkrlo\'in. However, the ~lcacy of brexpii:raz<i! may be mediated 
through a oomtlinMlon of partial aaor11et actMty at serotonin 5-HT1~ and dopamfn& 
02r~ors, and anllllJ)nlst aclMty at serotonin 5--HTt.\ n,cept<n. 

12.2 Ptlarmacact,namlca 

8.7 Hepallc linpamant 

Reduce the maximum reoornmand11d 006age lfl patients withmoderate to S!Yn hl:lfJaUc 
lmpei'ment (Cllld·PlJ~ score ~7). Patlenls wtttl moderale to sever& hepatic lmpatme~ 
[Ch~ ·Pugri SC11'11 l7) ge,nmilly had ~ar exposure to tn'11141iprazole 111111 jJlltlellts wtlh 
normal t.,paHcfl,1,-:tion [SHClinfcaJ~cqJqgy(12.3)). Graaterexpmur11 ma,; Increase 
Ille 1161< of R.EXULTl-aesoclated adverse reactlol\6 {see Dosatl6 9'ldMm//1/slrst/on (2.3)). 

11.8 Renal tqialnttan1 

Aectuca the n'lalllmum recumm 80(/eCI dO-aage In ~Menta w1t11 modetate, severe, « 
and-s',age renal Impairment (t'.l.cr<iiO ntlmfnut~. Patients with lrnpelred renal tunc~on 
[Ct.cir<60 rnl/mlnute) had higher expowre to b!lx~r~!s lhc111 pallenls with normal 
rena1 function [see Cfln/cal Phatmaca/(JQy(12.3)J. Gree'!8rekpoaure may li'lcreaae the rlsk 
or FEXULTI-es90t:lal:8CI aavetae l't!QCltone rsee D(JS8ge el1dAdmin!BtrallOtt(2.4)}. 

1.9 OllarSpecific Popufllfions 

No da:!a(le a~usbnoot far REXUlll ls 11K1uttid lll1 the basts <I apenent'uset, f'aCe. or 
smoking status /546 C/lnlcal Pba~t;tJ!ogy {12.3)}. 

9 DflUG ABUSE AND DEffMIENCE. 

9.1 Controlled Sllbllblnce 

REX11JLTI is not acot\1r01led substance. 

9.2 AINlae 

Antmels g1Va1111oceoo toREXULTI did notastl-edmtnlster ti1e drui,.euogeating flat REXULTI 
ooes not hM ral#llnlng prqlBJUl!l!. 

9.3 Dlp111dence 

Humans .-,d a""mats that recelv,d chr" RE)(llTI admfnfitraC!ro did not c!emonstme 
illy wllhdrawal signs upon drug dulGontlnuatloo. Thi& suegests that REXULTI does not 
pro1111ca pnys1ca1 dependence. 

10 OYEIIDOSAGE 

Thare ts flmlted clnlcal 1J181 BKperlence regflrdklg hume.n ovanl0l!3Qewllli AEXULTI. 

Consult 11. Criled Polsoo Control Csrller (1-800-222-1222 ar www.polllaJ.org) fut 
L4)·to-date guldaJtCe and acMce r~rdll'l(l a REXULTI overdo~. Malli'Oemenl of 
overdosa ehourd concentrate on supportille dlerel'.(, malntali,11111 an adequate airway, 
oxygenallon 1111d van~raHon, 111d managoment or symptoms. Close medlcel 8Uperv1Bton 
and monltorlflg 51lould cont.-iu, until the patl8rlt 111COVars, 

~ 

Crill activated ctJ.aicoal and sorbllol (50 g/240 111l), aooi.-ilstered one hol.lf alter ~gestlng 
omf brexplprazote, decroooed brexplpnizola c,..,. encl area unaer the curve (AUC) by 
approximahtly 5% to 23% and 31% to 39% f89p6mely; however, there 18 rne.uffh11ent 
Information available on Ille lherageuttc i;otentlaf of acllvat.:t charcoal ~ treating an 
OYeNfoge withRExtlTI. 

1:Jamoa1e.1• 
Tlln ISno 1nronnat100 on tl'lll 8ffect or h&mot.1ar,;s1sIntree.ting en owrtklse with REXULTI; 
hllmodfatysts ts unlf~ 1o be usllluf llllcau~ brex~razola Is hlghly bound to plasma 
prOMlns. 

11 DESCRPTION 
Bre>q>tpmzoie. an 8(\1~1 an11psychottc. ts etJallabla es REXIJLTle (breo41)1prazole} !Ubleta. 
Bre~lprazde is 7-{4-{4-(1·Blinmltdophen--4-yl)plperam-1-ytJl>umwJqtiiolln-2(1 h)--one. 
The emplrbl fmnul~ is Ci.HnNsO!S and Its molecular walght 19 433.57. The thumlcat 
Slructur8 le: 

7 

Br~pfJHZole has affinity (expressed as IQl«moll!plemoooamlnergleraceptorsIncluding 
,erutonln 5·HliA(0.12 nM), 5·HT2A (0.47 nM), s.HTa (1..9 nM), S·HT1(3.7 nM), dopaminl! 
Da(0.30nM),O. (1 .1OM), lrld rt0raarei!lrglc a1Ail.811M). a,1 (O..17 nM), a,o (2.6 rM.and 
ct3) (O.59 nM) mcaJ)l:OrS. ere~razolo acts as apartial agon~I at me 5-HT111i ~ and o~ 
receptors and as an antagonist al 5-HT:r.1, 5--HT11, S-HT1, a 1A, a ,e, cx11, Md er« recepklt&. 
Brexpfprazole alsoelhlllbi af11nllyfor histamine H1 meplor (19 nM)and formuscailnlc M1 
receptor ~7% Inhibition at1oIIM). 

Carclac Bedrophyslolagy 

Al adose 3-tlmesUte Miff) for lhe treatment ol schlzoplnnfii and4-tlmes theURtl> for 
adjooctlve therapy to anddepress111tsfor the lreatmooto1 MOO, REXULTIdoesnotprolong 
th& QTc lnta~al1:tlany ciin1cally relevant eXl9nt. 

12..3 Phar11111coldR811ca 

Abscepttoo 
Afl&r s1ng1a dose 11d1111n1strat100 of REX\l.Tf \abletS, tne peak plasma bl'ekp~mzote 
concen~I~ oetllrred wlllfn 4 ho11rs 111btr administration; and 1IHi abmute oral 
bloavallab1Ht1was 95%. Brex~mole staady·slat:8 concentratitlls were attalnltl within 
10-12 aays. ofd08lng. 

REXUm can be atttllnlstered with oI wfthOut10011.A~tn!Strttto_n ora4mg REXULTI Lalllet 
wi th a$1iJJdard high fat me;,! tld not slgllllcantly r.ecl theC... orAUC al b11111Plprazol&. 
Afier sin• an<* !lllltlJ)le once dallVd.ose admlnlslration, brexplpr320te~001111 (C...., and 
AIJCl lncreaood In propcrlloB10the doooadmlnl918red. /n ~troSkJdlee o1 brexpjJl'llzole did 
not h-1klate that bre1fllpiaole Is a Si.lbslrate of efflux nnspcrters aucn as Ml8 (f'~p) 
and BCIP. 

Plstrllwlklo 
The Yotume ot db!J1butlon of bl'8lcplpnnole lollowlng lntmvenoll8 Bdmlnlstralon Is high 
(1.!ifi±0.42 Ukg), ~dlcatlng 11umascular dlstrlbut~n.. B~prazola IS liluhly protein 
b(Mld In plasma (greater 1'1"199%) to serllTI ~lbumlrl "1d (l1•ai;ld glyec,protern, clod ii$ 
protein bndlno 18 not at1aoted by renal or hepatic lml)lllrment Based oo res• ot In vllro 
sludfe&, ll((l)(l)lprazoJe prota~ binding le not offect8cl b'J wartar1n, liazepam, or dlgjtoxln. 

euroioaboo 
M8!abolem 
Basoo. on In vl!TO metabolism stueles DI brexplprazole uetng recombll1anl human 
cylgctr'ome P450 (CYP1A1, 1A2, 2A6, 285, 2CS, 2C9, 2C19, 206. 2E1, !llld 3M), 
.,e metabollem or breo41)Jc)razola was ahoWn IO be malRYmedaled bV CVP3A4 and 
C'1P206. 

In vlrobr~lrazofe !s mlllabmtzed primarily by CVF3A4 and CYP2D6 anzymes.Mar 
single· ~d mu!lfple~ose admlnlslratlllli, breX!)lpra~leand Its major rnetllbollle, 
DM-3411, were the preoomlnant drug moletloo In the systemic clrculat!an. N. 
steady-state, DM-3411 rep1'898nleCI 2:,,r. to 48% at brex~ratote exposure CAUC) 
In pla$111a. DM-3411 Ii cgosld~ not kl contrlbulB lo tlH! lherapoollc effecls ct 
lmDip(azole. 
Based on In vftro dita, brexpi,lll'aml8 snowed llltle to no .,hlbltlOll of CYP450 
tsozymes. 

~ 

Folowlng a s~gle oral dose Of [1'CJ-lilb818d bl'lllq)lprazole, awroxunelely 2fi% 
and 46% of fie acinlotstered radklactrwty was recovenid In 1he urine and mces, 
respectlv(!ly. 1.869 the.n 1%o1 111cilanged ~9X9~1e was excreted lo the wine 
and appr~afy 14o/o of the oral dose WB& roooverell 111cllanged In !he bee&. 
Apparent oral cl11001oc11dabrexplp1azokl oralWilet alter once da~ admlntstratlon 
Is 19.8 (±11.4) ml.lhJkD. Atter multlpfe onc11 daly admlntstatlon of REXlLTI, ihe 
«mnlnal eflmlnf:llloi'I hal~tves of bfe)(pl~iuole aoo ks .-iaJor metaboll~. OM-3411, 
Mre 91 houl'8 and B6 hc>ln, reepectlvely. 
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AEXULTP (inx,lpnzal11) 

Sb!dkl§ kJ Sgm;Vlc Po~daoons 
Expast.nS ct l:nxplpnuole In spm;IHc poJllle.\Jons sre summanzod in Figure 1. Papulallon 
Pl(arielysls Indicated~osure<Jbrexplp~le In paUents wltllmoderate 1911al lmpalmxmt 
woo higher compared to pe.l'Jonte with normal rooal function. 
Figure 1: Effect& of rmrinalc Factor• on Bre1111lpnmle Pharmacolllflltlcs 
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Prua mteracuon studies 
Effects of ~er drtJg& Ofl tlte e,q,osum of l)r8}(plcrizole are summarized In Figure 2. 
Baatl(j on ainulalkln, a 5:1-fold lnore~ In AUC values at steady-state I& e)(pected 
whenell.tensive rnetabollzlll'S Of cw:!DE ete lldmlnlstefed with botil atrong CYP2D6 and 
CYP3A4 lnhlbll01S. A 4.8-fold Increase In mean AUC values Bl steady-state Is 8KJ)ected 
In poor metaboNws of CYP206 ad111lnlstered wN.h strong CYPSM lntubltars {siN! Drug 
hlmectiOflS (7.1)). 

Agn z: Tllfl Etlectsof Olbetorup III Btat)IJ'ltaaole PhmmacafdnelJce 
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CtEroa relsClv9 lo relnn:e(wllltrul 111eracll! ctu;i) 

The 9ffec1& of REXUlJI on the exposures of otherdrugs n summarlztd in Figure 3. 

figure 3: T11e Effecll ti REXULJI on Pllannacokllletlc11 ofOther Dnlga 
llil!MOI ~ Pf( 
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13 NONIJ.NCALTDXIC0l0BY 
13.1 Canihmg11nHII, Mutagene!ll9, ,..,alrtle.tt 01 Fertllty 
Carcinoomtils 
Llfellme i::art!flog1J11ldty studies Mrt CQl!ductad In ICR mk:e and SD rats. Bl'aiq:tprazole 
wae admlnl8tered o,allytor twQ }'831'$ to male and remate mice al d-03&$ ol o. 75, 2 and 
5 JIIO'kg/dll'J (0.9 to 6.1 times the oral MRtiD of 4mg/day based on m!if'm• body 
sur1ace aree) and to male and female rals at dose& at , • 3, .Vld 1ol{lg/l<rJ illd 3. 1o. 
and 30 mg/kg/day, reepe~l\lely (2.4 lO 24 ood 7.3 10 73 Urnes the oral MftlD. rna~ 
and lem61a91. In tamale mica, the lnclcrooce of mamm~ ~land adeMCarc~oma was 
Increased 1111111 dos89 and Ula 111:tdeoce Of £1denosqua,riooo carcinoma was lnereeaed 
at 2.4 and 6.1 Umes the MAID. No increase In too lnci<lenoa ot lll'nCN'S was Ol>981'\'9G rn 
male mice. In the ratstudy, llllXplpmzDla was oat carcinogenic maltnar sex at (!oses up 
to 73 times 1119 MIIHD. 
Prollfenttlve and/or neoplasllc changes ti Ille mammary and pttuftary glands ~ rodents 
have been cibSIJ!Vl:Kf followlnr, chronic admlnlstratloo of ..rtlpsycootlc dr141S BIid are 
considered t> be prola<:tll Jiedlated. The potenllal for lncrea,g serum proladln level 
of br&)(plpramle was smwn In bot'1 mice arid ralS.. Th& relevance for human rlsl< at Ille 
findlngs of prolaotkHne(fated end01:rlna tumors In rodents Is unkmiwn. 
MmagenooJs 
erexplprazola W89 not mutagenlc When teMSd In the '" vftro baclertal reverse m1.1tallon 
at198y ~s teM). sr~ lprezde was neoati'Je lor c!astogenlc activity ~ ttie tn ~vo 
mlcronucleus assay., rats, and Ml'l not gaootoxle In Iha /!I vivdin ttltrounoohedllled D~ 
synthesis ass1r1 nrals. lfl vitro w:111 manmalan tell$ t>rexplptazOl&waa C1aetogen1c but 
only al dose~lhllt rooucadcykm,ck:lly, ltased oo awelglttor 8Yldllf1C6, bteiip1prazo1&1s not 
cooslo&red to presertl ag-,oti;,xll; rl'sk to l'llmani 
1moa1rment or &rtmtv 
Femals rats were treale<twith oraldoses or 0.3.3or30mg/kg/day(0.7, 7.?., and 7'3 Umos 
the oral MRHD OJI a mglm'- basis) prior to mating wllh uritr8atad malls and continuing 
thtough concepllon aM lmplantatjor,. Estrus cyde lfre~larltles and da:reased fertllllY 
were Observed at 3 and JO mg/Kg/dav. Prolonged doratloo of pal111g aflll '1Gteased 
prelmclantatton 109989 were observad at 30 mgfkg/day. 
Male t'at9 wera tmaled \\411 oral doooo of 3, 1o, or 1oo mt¥\<~day (7.J, 24 and 240 dmee 
theoral MRHO on amglrn1 baB1$) tor 63 aays l)fllll' to mating w~ untr6ated femel&1 and 
thJOU!lhoul the 14 day~ ofmall11g. Ko dlfftmlllC:H wsra observed In 1h11 duraltJn otrnallng 
or ferttlCy Indices lo males alany dose of 0!'8)(plprazol&. 
14 CLIMCAL STUDIES 
14,1 Adjunctive Treatment or Mafor Dtp...,vw ll8order 
The effl&acy of REXUUl 111 lhe a~111ctlve treatment of major depressive dlsllrd!r (MOO) 
was evaluated In l\vo &-week. double-bllnd,placebo-cc,itrolled, fl~sd-doss trial$ of adutt 
patients mealing DSM-IV-TR er11811a for MOO, with or 11Jtlhoii symptoms" MXl&ty, who 
hall en If'llldltlluate respons&toprlOI' antklepres9ait therapy (1 to 3coumes) In the current 
episode in! who had also domooslratsd an inade~uatB n,~oose lhroughnot the 8we8k8 
of pro,pecttve anlld9!ll'fi.Sanl lrllatment (IM!h escilalopram, l uoxeUne, pa!'meltte 
controlled·rel.as&, sertrallne, d'.J~lntt (lelayed mloase, or venlalioone 6Xten!Ed· 
release}.Inadequate re6l)Onse wring the ~~peciive antk1epl'9S$aot treatment phase was 
daftnod as having peraletenl symptom& without &Ubstanllal lmJ:(ovement throughout lhe 
coorae of treatment 
Padent& ~ Study 226 (hereafter''Sway 11

) wem ranaomlzed to REXULTI 2mg once aday 
or p~o. Petlen1s Ill S1ul'.ly 2'll (hereafler "Slue!'/ 2'' were randomlZed to REXLLTI 1 
or 3 mg 011ce a day ot placebo. For patlenlll randomized to 11:'IO..IIJI, all pe.Hents tnlkted 
lrealmcmt at 0.5 mg 011:e Clally dl.l'lng Week 1. At Wslflk 2, tile REX\JLTI cos~a was 
~rwsed to 1 mg In all l(lla11Mnt groups, and ettt:.er malnlllnecl 111 l m" or lncrel!S8d 
to 2 mg or 3 mg ooce dally, based on treatment asslgrrnent, from Week 3onwards. The 
dOS8ges ~re lhenmal~e<J for the 4remalnlllll weeks. 
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The primary en(iJolnt was i;hange from baeelne to WeeK 6 lrl the Montgomery-Asberg 
Depres3lon Rating Sool8 (MA.DRS), a 10-ltem cllnlcleR-<elaled scale used to assess 
the d&gme ot depre881ve aymptomatology, will, o re1n1se11tlng no symploim, and 60 
represen1klg YIDll!t syrrcitoms. 
At randomlz:don, me rneclfl MA.Df\S to1al score was 27. In StddMJ$ 1 arid z. REXllTI 
[ + antld!ll)rBl!sanl (A01)] 2 mg/day and 3 mg/day were eupedor lo placebo + ADT In 
reduclBQ mean MAORS total sccies.RestJ!s from the !Iimeryerli<l BCYparameiers fa berth 
fixed oose ll'ials ara sh(M(l below in Table 11. Flgin 4 b11low shO\lll. Ille tme COtrS8 of 
response bassdon ltle pr~ry etlli;aw rne•ixe (MAORS) In Study 1. 

Table 11: 	 Suml'Tllll'y ol Efficacy lwults ror stodlH 1 ... 2 f111 tilt Adl11ncttve 
TrBalmflnt If MUD 

Prim11;y Efflmu:y Mll!l•ure: MADRS 

2 

ll'ee1mant Group 

AEl<llTI 
(2 mgfday) +ADr 

Placebo +ADT 

REXll.TI 
(1 mg/a&y) +ADT 

REllllTI 
(3 mg/day) +ADT 

Placebo +ADT 

N 

176 

178 

211 

213 

203 

MIH 
Baeelne 
scu,a 
(BO) 

26.9 
(5.7) 

27.3 
(5.6) 

26.5 
(5.6) 

26.5 
(5.S) 

26.5 
(5.2) 

LS Me• 
ChanQe from 

B1111!1Ulle 
(SE) 

.a.4 
(O.~ 

-5.2 
(0.6) 

-7.6 
(0.5) 

-8.3 
(0.5) 

-6.3 
(0.6) 

Place-c,. 
911 bltaCted 
Dllf1mmllll9 
(95%CI) 

·3.2 
(•4.9, • 1.5) 

-1 ,] 
(•2.7, 0.1) 

-2.0 
(·3.4, ·O..S) 

SD; standard <!MIion:SE; smndani el'TOI'; LS Mean; leest-squBl'es mean;Cl: lllSdJusted 
confldenee lnteNal. 
• Dosages stallstlcaly signiHcllfl lly s~i-0r to Jjacebo. 
• Dlffinnce (drvg minus placebo) In least·squares meancharc>e from llaS1lllna. 

An !lllallllnatlon of population subgroups did not suggool differential response basfld on 
age, geooer, race or chOIca otprospeell.r& entklapntSSant. 

Rgin t 	 Chanee from Btaallne 111 IWADRS Toll I SCG(8 ~SIUdy Visit (Week) 11'1 
Ptllattta wltll MDO(11 Study1 

0 
... AOT+PlaCIDO 

-. AOT+~h11pl11raaz11111 

0 
• Pllctba 

.... 2 1111 &n~Pl'IZOII 

+ higij~~prROle 

-12 -l---~--~----.---._---,----, 

0 1 2 3 4 5 6 

Weeks 

14,2: Sc:hfzoplnnll 
The ef11ceoy or REKUITI in the treatment of all.Ills wilh s,;hlzoi;tirenla wag dem~stflted 
in two &·walk, randomiZ!td, tlollble·blrld, placabo-controlllld, lixed-dosa Gllnlca.l trlal& In 
patients~omet DSM-Iv-TR criteria ror schl.tophrenlA. 

In both studies, Study 251 (hereafter "Study 3") and Study 230 (herea!ler ' Study 4"), 
patients ware ranoomJZJtd to REXI.IUI 2or 4mg once per day or placebo. Patients In tho 
REXIJ(Jl orwps Initiated 1rea1ment at 1 mg or,ce dally on Oay11 1to 4.TM AEX!l.'rlaosego 
was lntre888d lo 2 mg on Da,'9 5 to 7. Tile lllsage was th111 ellll!Y maintained at 2 mg 
once daUy or Increased to 4 m1i ooce llally, depending t11 trealmenl assignment, for lhe 
5 ram*1klg wueks. 

lli! Y 'Il l V .. y 

REXUUJ& (br8.Jll!IJrazeJe) 

TIie primary eflirracy en~ailt ot bolh trlals was the change from baselln9 to Week 6 lt1 
the Posltt.i1t and Ne1¢ive Syo(tome Scale (PANSS) total score.The PANSS la e 30-llBm 
scale that measures positive symptoms of schizophrenia (7 Items),negaUYll symptcms or 
schizophrenia (7 Items), aoct ~eneral ps,,,chOpathOIOgy (16 Items), each rated on aseals 
or 1 (abSen~ to 7 (axtremeJ; the Iola! PANSS saxes range from 30 (best)to 210 (worsO. 

In Study 3, REXULTIatbolh 2 mg/day .vid 4mg/tlay was SIJS)8r1or to placebo on the PANSS 
totalscore. In Study 4, REXULTI 4 mg/di) WM eup«IOI'to piacebo ~ tile PANSS total SC0'11 
(Table 12). Aglf'e S9howe the ~me cwrse cl response based on the prkn~ ~ icacy 
measure (cl11mg11 from b11S6llm1 In PANSS kltal score) In Sludy 3. 

Examination of papolatklll slllgrol4)8 based oo age, genclar Mil race did not suggest 
dlfferentlel respoosllreMBi. 

Tabfa 12: Sllrnma,yar E111caey Re1ulls for studies 111 Scllizophrenle 

Primary Efficacy Measurt: PANSS 
TreatmntStullly 11 Me1111 LSM!Jan Plac:eilo-aubtractadOl'llup Baslllne Chan19from Dfflellller 

Sc«e~ Baseflne(§l l915% c11 
REXULTI 95.9 -20.7 -8.7180(2mg/~)· (13.8) (1.5) (-13:1, -4.4) 

R~n 94.7 ·19.7 •7.69 178(4 mg/day)• (12.1) (1.5) (-12.0, ·3.1) 
95.7 -12.0Placebo 178 (11.5) (1.6} 

REXULTI 96.3 ·16.6 -3.1179
(2mg/da~ i12.9} (1.5) (·7.2, 1.1) 

REXULn 95.0 -20.0 ·6.5 4 181 
(4 rno/clay)" (12.4} (1.5) (-10.6, ·2.4) 

94.6 ·13..5Place!Jo 180 (12,8} (1.5} 

so: staooerd deviation: SE: $landar(I tvror: LS Mean: leaflt·SQUar8S mean: Cl; unaoJu!Med 
confldenca lPtsrval. 
• Dosages S19.llel~ally stgnincently supenor to placebo. 

i Ollfel'ilr1C8 (drugmll'lus pia:ebO) In reast,squares mmm ctiange from baseline. 


Rture 5: Ctlange from Baeelne In PANSS Total Score 11¥ Study vtalt ('Nllek) ~ 
PM•nts withSchlzo,trrenla In Stully 3 
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0 	 2 3 4 5 6 

Weeks 

TIie ~ and attlcacv ol REXUI.TI as ma!ntenMce ~tment Jn adults Wih SCl\lloJ)l1r111ta 
aged 18 to 65 yeal'll were d&moMWaled 111 the met11Mance J)h38e 01 a t&\oomlzed 
wttltdrawa.1 b"lnl (SIL!(fy 331-10-232, hereat!Br "S1udy S'').. PaUonts were stabll~d ror at 
lll!l5t 12 Wlltlks on 1 IJJ 4mg/d,-y of REXULTI (N=202). They 14'818 then randcimed In Iha 
dol.tJl,...blnd tr\!atmeot phase to either contlnmt REX.II.Tl at !heir acl'll!Mld atable dose 
(tl=97), or 10 switch to l)lacebo(N=105}. 

TM pilma.ry l!lldpolntIn study 5 ,vas time from ~domlzallon to mipendlr~ relapse dunng 
lhe doul;je•bllnd ~ase.defined as: 1) G61-~1')rovementscored~5 (m!nllnally wo/'88) and 
an mcreasetoaacore > 4 on PANSS cooceptual dleotgllr'lltaUOn, h8lklctr'llitor>/ behavta; 
9U&pk:townes13, or unusual thoughl conlent iteRl&, with ailher a .:!2 inll"8• er, aSlleclllc 
it11m or .?-4 point increase on the combined four PANSS Items, 2) hospUaUiaUon due lo 
~Ing of Plirchollc symptQms, 3) current suicidal be.he.v!or, or 4) vlolentlagoreeaiva 
beha'l'lor. 
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REXIJLTI• (braxpl[IW81B) 

A JR-apeclf!ed lnlerim aoalvele demer,elrated a Slatlstloally 8ignlflcantly 1or10~ time 
10 1'618~ In pauants tartucmtzed to Ute ~XlJLTl oro'4) C()mp(i'ed to pta<:l!bo-tree.tea 
1,1at11J1ls TI1e trial was Stml!ff.Jenlly terminared aartv because mainlenance of ef1icacy 
~ been •mOllol~d.Tt.J l(apliJ11-Mel1KcUrv(IS ~ ttre cumulallve prQpc,t!Qll vl pat11J11ts 
with ralapse during the dol.lbte-bllnd treatmoot ~ase fer REXULTI and placel>o llfOUps 
are Sl'IOwn In flglll'e 6. The key secan~ enapolnt. the propOl'11on of eubjects wno met 
1he crlI.er~ for imp1mdlng relapse, was slatistically si~licanlly tower in REXULTl-tree.ted 
patterits compa"d wltl1 placebo grouP. 

Rgure 6: Kaplan Meler EaMiatlOn ofPeie811l ldll)8ltldlg Refapte In St1Jdy 5o 

~-~~nm ~ sM~~•~aR~~~~-~n•~~u 

~~ --~&~~~•»»~~-~M ~ ~~ ~~ ~~• • 
...,.._..• • .,,u~n.a,• a t I j F ,..._.,....~""'T"""'T"'~·..---,--,-~r-~-1 

t tt 1Qs~~,m~~~~m9m~m~~~a~m•a~~ 
Cayw from Raidoml.all 1111 Dalll 

Note;: Atotal of 202 s~wsre randomized. Among lhem, one placebo subject lit! not 
ta.k:e lriv~llon.JI medlc:lnal product and one breMplp-azole sublect did not have 
post-randomlzal!on aff"'1q evilklatlons. These two subjects wn eidlded from 
1118 efficacy anil)'eIs. 

18 HOW SU1'Pl1EDIS11JRAGE AND IWlDl.lNG 
18,1 How StAPplletl 
rEXULTI (bt'&)(~prazote) tablets have ma.tidngs ~ 0t1e !Ilda, and are available in tht 
1o11owmg s1rnng1hS and package cont!Qurat1one 4Sea Tollfe 13): 

Table 13: Pactaae Conllgundlan ror REXIJLTI Tablet& 

fabllt Talat.et Tablet Pack IDC 
Slrangtll COlor/Slwpe Markln91 Size Code 

OL2S rao 
11'1f\t brawn 

round, llllllllow convruc: 
bewl-edped 

" BR)(" 
and •0.25• Bottle of 30 59143-035-15 

0.5 mt 
lightoranoe 

round, shallow convex; 
beV8l-$dg8d 

·eruc· 
and •o..5• 8o1ite ol 30 59146-038·13 

1rng 
llglltyellow 

rowid, shallow convex; 
bevel-edcl ed 

"BRX" 
arid ·1 • 

2mg 
ll(lhtQl'l!fll1 

round, shallow convex; 
bevtl·edped 

"BR)(· 

;aro ·2· 

31119 
lght p1.11ple 

roiJ11d, shallow convex; 
beV81-t1'9Qed 

,rBA)(:i 

and •3• Bclttle ol 30 59'148-038-13 

4mg 
whil8 

roo.md, shallow CQfMlll!; 
bevel-edged 

"!IRX" 
and •4• Bottle of30 59148-040-lS 

1&.:ll Storage 

S.ote AEXULJl tabl&ta et 20•c to 25°C (64°F to 77°F); excursions permitted to 15°C 10 
30°C (59•F to86"F) {~ USP CMttoifsdRaom T6tnper'SIUl9J. 

REXULTI• (brex,Jpmole) 

17 PATENT CCX.SB.lftG INFDRMA11DN 

AdvlSB the patient or caragl'ler lo reed Ille FDA-0Wf0'/8d pa!Ent lallllllng (Medlcatlm 
Gulde). 

Su1cid8I Tbauoota and fleM!wlors 
Ad\/lse patient$ aoo caregivers to ~ far the emergence ol suk:ldallty, especlallv aarty 
during lreatment and when the d-JSaJe bi ~sled up or down and lnsln.lct them to report 
&Jdl s:,mpto111s to 118 healthca(e pro'flder (ses Box Wsmlng, Wammgs snd PrscaUflons 
(S.2)), 

Dosag& andMrolntstraffon 
Advli18 pallanta that REXULTI ~ be taken with or without food. kMse patlenls regarding 
Importance of follow1f'IQ dOS81l8 i!Sealallon Instructions {$68 OOSage andMmlt'll:ltt!WOn 
(2.1), (2.2)]. 

NeuO'.llepHC M6!~e.ot6~od000lf! IHM!il 
Counsel patients about a patootlally fatal adverse reaction - Neuroleptlc Malgnmt 
Syndrome(HMS) lhathas been reported In association with adl!lnlslrattonofantlpsychotlc 
<tUg&. Ad'llss patlente to conmct aheMth care prnvlderor report to the emergency room If 
they experiencesignsorsymptnm9ot NMS /see wammgg and folt'etautlons (5.4)}. 

ran1ve Dvektnesla 
Counsel patl8'1ts on lhe aigne and 9'Jfnptome ol tardlYe d~akkleala and to co,tact their 
llealth care prowler If tfle8e abnotrnal movemem:s occur {stld WtJminOS ttrl(f Precautf(J(JS 
(5.5)). 

Melabollli Chang9$ 
EdL1CalB paHlinls about lhe risk or metabolc changes, Mw 10 recognize Sytnptams Of 
ltyperltJCemla and diabetes me!lill.lS,~dthe needfir SPeclflc ITl(llitoring, r11i ..1ding blood 
~coee, •plas, e.ndwell!ht l•WiimJngs aoo Prscautlons (5.6)]. 

Leukapanle, Neutrqienia anOAgrMu!m:ytoslS 

Advise patiellls wllh a pr11-11elsllng row wee Of a history ot drug lndL1Ced IBUkDPfl'lla/ 
118WOpeNathal they etiout:I haveth*CBC mo"llored11/hlletaKng REXUlTI [see VAiml1J!1$ 
Bn<1 PreCSlltlonS (5.7)). 

Orthgstafic HYPPl'IOP and SyJ,cope 

E<looate paU111ts about the 115k of orlhostatlc hyp~on i¥lli sy~,&SIii!clally !Jal'IY 
In 1reMment and also at times o1 re-r.lllMncl ttea1mont or Increases n dosage [6'8 
Wemfnl/S end Pr9CaJtlolls (5.8)/. 

HR1 El!PCWJra and DelNdratlgJ 

Cooneel patienceregartlk19 approprlare care In avololng OYertieaflng Md dehythllon (m 
W9mlnl1$ er'l/1 Pr8CSiJl/ol19 (5.10R, 

lotartarance with Coor«!ve and Motor;r,rtgrmance 
Cairtlon patients ebOIJt perfo/llllf"1 actMtiee requlrl"i! men1al alertnass, eucha, operating
nazardous rnaol'llnel)' ~ oparsung amotor vehlcie, 11'111 tn~ ate raasonably certain ttiat 
REXUIJl therapy does IKlt adverse(y affect their atllllty 1o engage tn such acu~ues [ooe 
w.imlngs atr<f PrBcaullons (5.12)1, 

coneomliaot Modtcatiooo 
Act.ilse patienis lo Inform th91r IEallh cara iwD'llders ot anv changes to !Mir cl.l'nlnt 
prescription or OV81'-lf1Kotmler medications bac;,use there 1$ a potenthll tor d.,lcally 
sfgnlflc111t lntetaellon& ~e Orug lnteraclicns (i.1)). 

prooqancy 
A~l6e patients that ttiffd titnester use of AEXULTI ma;, cause mapyrarnldal am/or
wlthdnr.val e~ptoms In anoonate aml to nollfy their heallttcare provider with akno\t.'11 
or suspecied prec,,ancy.Advise pe11ents that them ls a pregnancy ellj)OOL/1'8 registry 11at 
monitors pregnancy ol.dcomes In women exposed to REXUUI during pregnancy [sBB Us11 
fn Specfflc PopJJ/at/of1s (8.1)]. 

Maou.recturect by Otsuka Pharmacautleal co., Ltd., TOlqlO,101-8635 Japen 
Dlstdbuled and M1l1<eted by Olsuka America Pharrnacaullcai, Inc., lb:kllllkl, MD 20850 USA 

Marketed byLundbed<, Dearaikl, IL6001 5USA 
11US18!BR0012 

C 2016, Otsuka Pharmaceu!ICal Co., Ltd., TOl<VO,101-8535 Japan 

ApimJVetl Sel)tember 2016 
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REXULTI• (brupiprazola) 

MEDICATIOIII 6UIDE 

REXULTI•(REX-ul-TE) 


(brexplprazale) 
Tablets 

What Is the most Important Information I should know about 
REXII..Tl7 
REXII..TI may cause serious side effects, ln£1Udlng: 

• 	 Increased risk of death In elderly people with demenlla­
rllated psychosis. Medicines llke REXULTI can raise the risk 
of death In elderly who have lost touch with reality (psychosis) 
due to confusion and memory loss (dementia). REXULTI ls not 
approved for ttie treatment of patients with dementia-related 
psychosis. 

• 	 Risk of suicidal thoughts or actions. AnUdepressant 
medldnea, depression and other serk>us mental Illnesses, may 
cause sU1Clclat thoUghts or actions. REXULTI Is not approved tar 
the treatmeflt ofpeople votD.1Etr than 18 years of age. 
o 	AnUdepressant medlGtnes may lnGrea9e suicidal thoughts 

or ucttons in some chlldren, teenagers, or young adults 
within the first few months of trea1ment. 

o 	OepresslOn and other serious mental Illnesses are the 
most Important causes of suk:ldaf thoughts or actions. 
Some people may have apar11cularly lligh risk of having 
suicidal th0ught$ or actions. These inctude people who 
ha1Je (or have a family history of) bipolar illness (also callecl 
manic-depras&ive ilness) or SUieidal tf'loughts or actions. 

o 	How can I ~tch for and try to prevent suicidal thoughts 
and actions In myselfor a family member? 
• 	 Pay close attention to any changes, especially sudden 

changes, In mood, baha.vlors, thoughts, or feelings. This 
Is very Important when an antidepressant medicine ls 
started or when the dose Is changed. 

• 	 r.all the healthcare provider rtgh1 away to report new or 
suclden ch~s in mood, behavior, tlloughls, or feelings. 

• 	Keep all follow-up visits with the healthcare provider as 
sctledule<I. Call the healthcare pmvider between visits as 
needed,especially rfyou have concerns about symptoms. 

Call a healthcare provider right away If you or your famlly 
member has any of 1he foUowtne symptoms, espedalJ If they 
an, new., worse,or worry you: 

o 	thoughts about suicide or dying 
o 	new or worsening depression 
o 	feellr1g very agl1ated or restless 
o 	panic attacks 
o 	new or woraening irritability 
o 	an extreme Increase In activity or 13.lklng (mania) 
o 	attempts to commit suicide 
o 	new or worsening am<lety 
o 	acting on dangerous Impulses 
o 	trouble sleeping (Insomnia) 
o 	acllng aggressive, being angry, or violent 
o other unusual changes In behavu or mood 

What else do Ineed 1o know about antidepressant medicines? 
• 	 Never slop an antidepressant modlcine without first talking 

to yo..- heakhGere provider. Stopping an antidepressant 
medicine suddenly can cause other symptoms. 

liY;jY- { I V ._"' 

REXULTJ• (braxplpraml1) 

• Antidepressants are medicines used totreatdepressioo and 
other illnesses. It is important to discuss all the risks oftreating 
depression and also the risks of nottreating it. Patients and their 
fami~ee or other caregivers should discuss an treatment ohOices 
with the healthcare provider, not jll6t the use of antidepressants, 

• Anddepressant medieiraes have other side effects. Talk to 
the heatthca,e providet about the possable side eff&ets Of ihe 
medieine pr'86cribed fol' you or y0ut family member. 

• Antldepressantmediclllescanl11teractwtthofhetmedicines. 
Know all of the me<icines that You or yourfamily membEII' takes. 
Keep a list of au mooicines Oncludlng prew.,nion medicines. 
non--prescriptioo me<ficines, vitamins and herbal supplements) 
to show the healthcal'e provider. Do not start new medicines 
without first checking with your hecithcare pro\llder. 

What rs REXULTl'l 
REXULTI is aprescription medicineused to treat 

• Major depressive disordef' (MDD): REXULTI is used with 
antldepressa.n1 medicines, when yo..­ healthcare pro1Jlder 
determines that an antidepressant alone is not enolJJh to treat 
your depression. 

• Schizophrenia 
It Is not known If AEXULTI Is safe and effective In people under 
18 years of age. 

Who should not take REXULTI? 
Do not take REXULTI If Joa are alergic to bre)(pil)(azole or any of 
the llQredients in AEXULTI. See the end at this Medication Guide for a 
complete list of ingredients in REXULTI. 

Whatshould Itell myhealthcare provider before taking REXULTI? 
Before talcing AEXULTI, tell your healthcare provider if you: 

• have diabet:es or high blood sugar or afamily history of diabetes 
or high blood sugar. Your healtheare provider should check Your 
blood sugar before y0u start REXULTI and cuing youttreatment. 

• have high levels of cholesterol, triglycerides. LDL-cholesterol, or 
low levels of HDL cholesterol 

• have or had seizures (convulsions) 
• have or had loW or high blood pressure 
• have or had heart problems or a s1roke 
• have or had a low white blood cea count 
• are pregnant or plao to become pregnant. H is not known if 

REXULTI may harm your unborn baby. Using REXULTI irl the last 
trimester of pregnancy may cause muscle movement problems, 
medicine withdrawal symptoms, or both of these in your 
newborn. 
- It you become pregnant while taking REXULTI, tel< to your 

healthcare provider about registering with the National 
Pregnancy Registry for Atypical Aotipsychotics. You 
can register by calling 1-866-861-2368 or visit http:// 
wome11smentalhealth.org/clinical-and-research-programs/ 
pregnancyregistry/ 

• are breastfeeding or plan to breastfeed.It is notknown if REXIJLTI 
passes inlo your breast milk,You all<I vour healthcare provider 
sh~d decide if yoo will take REXULTI or breastfeed. 

Tel your heaHhcare provtder about all the medicines you take 
or rece'"ly have laken, induding prescription medicines, over-the­
counter medicines, vitamins and hel'bal StWlements. 

,, 




REXULTP (bre1plprazole) REXULTla (brt11Jlpra11la) 

REXULTI and other medicines may affect each oth8' causing possible 
serious side effeds. AEXULTI mav affect the way other medicines 
work, and other medicines may affect how REXULTI works. 
Your healthcare provider can tell you If it Is safe to bike REXULTIwith 
your other medicines. Do not start orstop any medicines whletaking 
REXULTI without talking to your healthcare provider first 

Know the medicines you take. Keep a li$t of your rnedieines to 
show your healthcare PfOVlder and pharmacist when you get a new 
medicine. 

How should Itake REXll.11? 
• Take REXULTI exactly as your healthcare provider tells you to 

take It. Do not change the dose or s-top taking REXULTI yourself. 
• AEXULTI can be taken with or without food. 
• You should not miss adose of REXLn..TI. II you miss adose, take 

tne missed dose as soon as you remember. If YoU are close to 
yaur next dose. jU'St skip the missed dose and take yoor next 
dose at your regular lime. Do not take 2 doses of REXULTI ai 
the same time. If you are not sure about your dosing, call your 
healthcare provider. 

• tf you 1ake too nuh REXULTI, call y<U healthcare provlcter or 
Poison Control Center at 1-800-222-1222 right away, or go to 
the nearest hospital emergency room. 

What shiud Iavoid whlla laking REXULTI? 
• Do oot drive a car, operate machinery, or do other dangerous 

activities until you know how AEXULTI affects you.AEXULTI may 
make you feel drowsy. 

• Avoid getting overaheated or dehydrated while taking REXULTI. 
o Do DOI over-e>Cerclse. 
o Stay out of the sun. Do not wear too much or heavy 

clothing. 
o In hot weather. stay inside in acool place if poosible. 
o Drflk plet11Y of water. 

What are 111e posslble Side effects of REKULTI? 
Sea 11What Is the most Important lnformauon I should know 
about REXUUI?'' 
REXULTI may CMJSe serious side effects, lncludlng: 

• Stroke lo elderly people (cerebmascular problems) that 
can lead to death. 

• Neuroleptlc Malignant Syndrome (NMS): Teti your healttlcare 
provlder right away if ~ou have some or au of Ille following 
symptoms: high fever, sUff musdes, confusion, sweating, 
changes in pulse,heart rate,a11d blood pressute. These may be 
symptoms of a rare and serious condition that can lead to death. 
Call your healthcare provi<ler rigllt away if you have any of these 
symptoms. 

• Uncontrolled body movements (tanlve dysldnesfa): REXULTI 
may cause movements that yoo caMOt contrOI in y0ur face, 
tongue or other body parts. Tardlve dysklnesla may not go away, 
even if y0u stop taking REXULTJ. Tardive dyskinesia mav also 
start after you stop taking REXULTI. 

• Problems 'Wfth your metallolsm such as: 
o blgll blood sugar {hvperglvcemla):Increases in blood sugar 

can happen insome people wflo take REXULTI. Extremely high 
tllood sugarcan lead to coma or d&ath. If y0u havediabetesor 
risk factors for diabetes (such as being overweight or having 
afamily histo,y of diabetes). Your healthcare provider should 
check your blood sugar before you start taking REX.ULT! and 
during your treatment 

can your heallhcate prowieler If ,ou have any uf 1hese 
symptoms of high blood sugar whlle taking REXULn 

• fael very thirsty 
• feel very hungry 
• fael sick to your stomach 
• feel weak or tired 
• need to urinate more than usual 
• feel confused, or yoi.r breath smells fruity 

o Increased fat levels (cholesterol and trtglycertdes) In 
JOW"blood, 

o weight gain: You and your healthcare provider should 
cilecl( your weight regularly. 

• Low white blood cen count 
• Decreased blood pressute {orthostallc hypotenslon). You 

may feel lightheaded or faint when you rise tao qackly from a 
sitting or lying posmo11. 

• Seizures (coovulsions) 
• Problems controBing yourbody temperature so that you feel 

too wann. See "What should I avoid whlle taking REXULTI?" 
• Difficulty swallowfng that can cause flod or •-d to get 

Into your lungs. 
The most common side effecls of REXULTI n:lude weight gain and 
an Inner sense of restlessness such as feeling Ilka you need to move. 
These are 110t all the possible side effects of REXll.TI. For more 
Information, ask YOtlt healthcare provider Of' pharmacist. 
Call your doctorfor medical advice about side effects. Yoa may report
side elfects to FDA at 1-800-FDA-1088. 

How should Istore REXULTI? 
Store REXULTI at room temperature, between 68eif to n°F (20°C to 
25°C). 
Kaep REXULTI and all medclnesout of the reach of chldren. 

General Information about the sale and affac11ve use of REXULR 
Medicines are sometimes prescribed for purposes other ttian those 
llstod In a Medication Gulde. Do not use REXULTI for a condition for 
whieh it was ootprescribed. Oo not give REXULTI to otherprople, even 
If they have the same symptoms you have. It may harm them. 
This Medication Guide SUTimarizes the most Important Information 
about REXULTL If you would like more information, talk with your 
healthcare provider. You can ask your pharmacist or healthcare 
provider for information about REXULTI that is written for healthcare 
professionals. For more Information about REXULTI, go to 
C-WV,.REXULTl.corn] orcaU 1-800-441•6763. 

What are the lngradlents Ill REXULTI? 
Active Ingredient: brexpiprazole 
Inactive Ingredients: lactose monohydrate, corn starch. 
microcrystalfine ~lulose, hydroxypropyl cellulose, low-substituted 
hydroxypropyl celulose,magnesium st&.nte, hypromellose, and talc. 
Manufactured by otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535 
Japan 
Distributed and Marketed by Otsuka America Pharmaceutical, Inc., 
P.ockvllle, MD 20850 USA 
Marketed by Lundbeck, Deerfield, IL 60015 USA 

11 US161BR0013 
@ 2015, Otsuka Pharmaceutlcal Co., Lid., Tolcyo, 101-8535 Japan 

This Medication Guida has bean approved by the U.S. Food and Orug 
Administration. Approved: 08/2015 
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