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WARNING: menuu MORTALITY IN MY PATEENTS
WITH DEMENTIA-RELATED PSYCHOSIS
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Eidorly pationts with dessontie-reloteid poychiosis tresied with
sntigeychetic drugs sre st an increased risk of doath, SAPHIIS is not
(mdﬂ) for the treatubont of patieints with demeittia-related peyehosie.

SAPHRIS is an atypical antipsychotic indicated for:

o Acuts trestment of schizophsenia in sdults (1.1)

e Acute trestment of mamic or mixed episodes sssocistod with bipolar I
disordet in adults (1.2)

BOSAGE AND ABMINISTRATION-—vrcrmmoroarnrs

Sshisppheenla: The recommended starting and target dose of SAPMRIS is S mg

uﬂ-ﬂdlywddy @n

Blowwdor: The starting dose of SAPHRIS is 10 mg

Bipolar

sublingually twios daily. The dose can be decreased t0 5 mg twice daily if there
are adverss sffects. (2.2)

Aduilaleivation: Do not swallow toblet. SAPHRIS sublingual tablots should be
placed under the tongus and left to dissolve completely. The tablet will dissolve
in saliva within seconds. Eating and drinking should be avoided for 10 minutes

after administration. (2.3, 17.1)

DOSAGE FORMS AND STRENGTNS- -
Sublingual tablots: 5 mg and 10 mg(3)
Nons (4)

WARNINGS AND PRECAUTIONS - oeeeeeeeee

o Corsbrovescular Adverse Events: An inoressed incidence of
cerebrovascular adverse events (e.g., stroks, transiont ischomic atiack) has
besn seen in elderly pationts with dementis-relatied psychoses treated with
atypies! antipsychotic diwgs. (5.2)

o Newolsptic Malignant Syndvome: Manage with immediste discontinuation

and close menitoring. (5.3)

o Tardive Dyshinesia: Discontinue if clinically appropriste. (5.4)

o Hypergiycemia and Digbetes Mallitus: Maniter glucose segularly in
meum&ma&;
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¢ Leuhopenia; Neusropenia, and Agramuocytosis have besn reported with

antipsychotics. MMammmmwm
(WBC)euhuMyot‘ should have their complete
blood count (CBC) monitored during the first few months of

frequently
therapy ummuamammwmm..
in WBC in the sbeence of other causative fagtars. (3.3)
o QT Prolongmtien: Increases in QT interval; avoid use with drugs that also
W(l;t,()n'm-dmpmw&mkﬁumhwmm
o Seizwres; Use osultiously in patients with s history of seizures or with
conditions that lower the seizare threshold. (5.11)
s Potential for Coguitive and Motor Impairmens: Use caution when
operating machinery. (5.12)
o Swicide: The pessibility of 2 suicide attempt is inherent in schi
snd bipoler disoedet. Clossly supervise WM (5.19

ABVERSE REACTIONS- o ooememeome snmeansnccsaece

Commonly observed adverse reactions (incidence 25% and at lcast twice that for
placebe) were (6.2):
o Patients with Schizophrenia: wm“mﬂm
o Patients with Bipolar Diserder:

mmmmmww
To ropest SUSPECTED ABVERSE REACTIONS, contast Schering-
Mﬂlm o FDA st 1-000-FDA-1068 o

BRUG INTERACTIONS oo eeeoosscaeen

o Fluvoxamine (sswrong CYP1A2 inkibitor) and Paroxetine (CYPID6
subswvate and inhidisor): cautiously approach cosdministration with
SAPHRIS. (7.1,72)

Pregnancy: Use SAMHRIS during pregnancy only if the potostial beneft

justifiss the potential rigkc (8.1)

Nursing Mothers: Broast feeding is not recommended. (8.3)

Pediatric Use: Safety and effectivencss have not besn established. (8.4)

Renal Iinpairment: No dose adjustment nesded. (3.6)

Hapatic inpatrment: SAFHRIS is not regommended in patients with severe

hepatic impairment (Child-Pugh C). (2.4, 8.7, 12.3)

Sue 17 0w PATIENT COUNSELING INPORMATION
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WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED |
, PSYCHOSIS

at an incressed risk of desth. Ansiyses of 17 placebe-contralied trisls (Modal duration of 10
weeks), largely I patients taking atypical antipeychetic drugs, revenled a risk of death in the
drug-trested pationts of betwesn 1.6 10 1.7 times that seen In placebo-reated pationts. Over the
course of a typics! 10-week controlied trial, the rate of desth I drug-treated pationts wee about
4.8%, compared 1o & rate of sbout 2.0% in the piscebe graup. Although the causes of desth
wers varied, most of the desths appesred te be either cardiovassuler (e.g., heart faliure,
sudden death) or infectious (¢.9., proumenia) in nature. Gliservationsl studies suggest that,
similer to atypical antipaychotic drugs, restment with conventional antipeyshotic drugs mey
incresse mortaiity. The extent 1o which the findings of incressed mortality in observations!
studies may be slirtiuted 1o the sntipaychotic drug as opposed to some characterietis(s) of the
pationts is not clesr. SAPHRIS® (nssnapine) is not approved for the treatment of patients with
dementia-related peychosis [ses Wamvegs and Preceutions (5.1)].

1 INDIGATIONS AND USAGE

11 Schissphrenia

SAPHRIS is indiasted for the acule trestment of schinaphrenia in adults fsee Clinics! Studies
(14.1). Thve physicien whe slects to yes SAPHRIS for estended pericde in schizaphvenia shouid
periodically re-evaluste the long-temm risks and banefits of the drug for the individual patient faee Dosage
ond Admiwbaton (2.1



1.2 Bipolar Disorder .

SAPHIRIS is indicated for the scute trsatment of manic or mixed episodes sssociated with bipoler
I disorder with o without peyclotic festures in adults [see Clinical Studies (14.2)]. If SAPHRIS is used for
extended periods in bipoler disorder, ihe physicien should periodically re-evaiuste the leng-temm risks and
benefits of the drug for the individus! patient [sse Dosage and Administration (2.2)).

21 Schissphrenia

Uswuel Dose for Acute Trestment in Adults: The recommended starting and target dose of
SAPHRIS is 5 mg given twice daily. In controlied trials, thers was 1o suggesiion of added benefit with the
higher dose, but there was a clear increass in certein adverse reactions. The safety of doses sbove 10
g twice duily has not besn evelusted in dlinioal studies.

Muintanence Trestiment: While there is no bady of evidence aveilsbie to answer the question of

Uawal Deoe fir Asute Trastient in Adwita: The recommended stering dose of SAPHRIS, snd
the dose mainteined by 90% of the petients studied, is 10 mg twioe delly. The doss can be decreased 1o
5 g twioe dally if there are adveres eifests. |

In controlied trisls, the starting dose for SAPHRIS was 10 mg twice deily. On the second and
subssquent deys of the trisis, the dose could be lowersd o 5 mg twion daily, besed on tolersbility, but
less than 10% of pelients had their dose reduced. The safely of doses shove 10 mg twice deily has not
besn evaiusted in clinical tiale.



Maintensnce Treaiment: While thers is no bady of evidence available to answer the question of
how long the bipolar patient should remsin on SAPHRIS, it is generally recommended that responding

£3  Adwiniobetion butuciier

SAPHRIS is a sublingusi tablet. To ensure optimal absorption, patients should be instructed to
piace the taliiut under the tongue and allow it 1o dissoive compietely. The tabist will dissolve in seliva
within seconds. SAPHRIS sublingus! tablets shouid not be crushed, chewsd, or swaliowed [see Clinical
Pharmecology (12.3)]. Patients should b ineirucied 1o not est or drink for 10 minules alter administration
[s0e Clinical Pharmacology (12.3) and Patient Counseling Information (17.1)].

24 Dosage in Specisi Populstions

In a study of subjects with hepatic impainment who were treated with a single dose of SAPMHRIS §
mg, there were increases in asenapine exposurss (compared to subjects with normal hepatic function), thet
are required in patients with mild (Ciild-Pugh A) or moderate (Child-Pugh B) hepatic impairment, thers was
(G—M@Nﬂh C) compared to the concenirations of thoee in subjects with normei hepatic Rinction.
Therelors, MnmmnMﬁmmmwmwnw
Papuiations (8.7)). Dosage adjustmenits are. not routinely required on the basis of age, gender, race, or
renal impeirment status [see Use in Specific Populstions (8.4, 8.5, 8.6) and Clinical Pharmacalogy (12.3)).

schizophvenia or bipoler menia from oliter sntipeychotics Ko SAPHARIS o conceming conGomitant
adiinistration with other antipeychotics. While immediate discontinustion of the previous. antipeycholic
tresiment may be acceptable for some paiienis with schizophrenia, more graduai discontinuation maey be



mast appropriste for others. in all cases, the periad of averiapping antipsychatic administration should be
ninimized.

o SAPHRIS § myg tablets are round, white to off-white sublingual tabiets, with *5” on one side.
o SAPHRIS 10 mg tablets are round, white 10 off-white sublingusi tablets, with “10° on one side.

4 CONTRAINDICATIONS
None

s WARNINGS AND PRECAUTIONS

$.1  Increseed Mertality in Eiderly Pationts with Dementin-Related Peychosis
an incrensed risk of desth. SAPHRIS is not approved for the treatment of petienis with dementie-

§2  Cercbrovascular Adverse Events, including Strake, in Biderly Pationts with Dementia-

In placebo-controlied trisls with risperidone, aripiprazole, and olanzapine in elderly subjects with
dementin, there was a higher incidence of cerebrovascular adverse resclions (oerebigvesculsr sccidents
and transient ischemic sitacks) including fatsliies compered to piscebo-tresied subjects. SAPHRIS is not
spproved for the tresiment of patients with dementis-related peychosis [3ee alse Boxed Waming and
Wamings and Precautions (5.1)].

A poleniiaily fatal symplom complex sometimes referred 10 as Neurcleplic Malignant Syndrome



Ciinical manifestations of NMS are hypsmyrexia, muscie rigidity, sitered mental status, and evidence of
sutonomic instabilly (ireguisr pulse or biood pressure, tachycardis, disphoresis, and cardiac
dysthythmis). Addiionsl signs may include elevaled crestine phosphokinese, myogiobinurie
(thabdomyalysis), and acute renal failure. '

The diagnastic evalustion of patients with this syndrome is compiicated. It is important to exciude
cases where the clinical presentation includes both serious medical iiness (e.g. preumenia, systemic
infection) and untrestad or inadequately Wealed exirepyramidsl signs and sympioms (EPS). Other
important considerations in the differentisl diegnosis include ceniral anticholinergic taxicity, heat stroke,

The ranagement of NMS should inciude: 1) immediate discontinuation of antipsychotic drugs
and ather drugs not esseniis! 1o concurrent therapy; 2) intensive symplometic trestment and medical
monitoring; and 3) trestment of any concontant sericus medical problems for which specific treatments
ae avaiiable. There is no genersi agreament about specific pharmacelogicsl trestment regimens for

if & petient requires antipsychotic drug trestment afier recovery from NMS, the potentiel
reinroduotion of drug theragy should be carefully considered. The patient should be carsiully monitored,
since recurrencas of NMS have been repoited.

84 Tardive Dyshinesia
trested with antipsycholic druge. Althaugh the prevalence of the syndrome appears 1 be highest amaong
the eiderly, especially eidurly women, it is impossibie to rely upon prevelence estimates to predict, at the
inoeption of antipsychotic tresiment, which patients sre likely to develop the syndrome. Whether
antipeychatic drug products differ i their patential 1o aause Tardive Dyskinesia (TD) is unknown.

The risk of developing TO and the iikelihood that it wil hecome imeversidie are believed to
inGraase as the duration of restment and the totsl cumuistive dose of sntipsycholic drups administered to



There is no known treatment for estabiished cases of TD, although the syndrome may remit,
partisity or completely, If antipaychotic treetment is withdrawn. Antipsychatic treatment, iteelf, however,
may suppress (or partially suppress) the signs and symploms of the syndrome and thereby may possibly
mask the underlying process. The effect that symptomatic supprassion hae upon the long-tem course of
the syndrame is unknown.

Given these coneiderations, SAPHRIS shouid be prescribed in & manner that is most likely to
minimize the occurrence of TD. Chronic antipsychetic tresiment should generally be reserved for patients
who suffer fram a chronic iliness that (1) is known to respond to antipaychiolic drugs, and (2) for whom
akerative, equally effective, but potertislly less hanmiul tresiments are not available or appropriste. In

petients who do require chronic tresiment, the smaliest dose and the shortest duration of trestment
| producing @ salisfactory clinical response should be sought. The need for continued treatment should be

i signs and symploms of TD appear in a patient on SAPHRIS, drug discontinuation should be
considerad. However, some patients may require trestment with SAPHRIS despite the presence of the

Hyporgiycamia, in some cases extreme and sssociated with ketoacidosie oF hyperesmolar coma
or death, as been reported in patients irested with atypical antipeycholis. In clinical trisls of SAPHRIS,
the occurence of any adverse reaction related io giucose metabaliom was ises than 1% in both the
SAPHRIS and placebo treatment groups. Assessment of the reiationship betwesn stypicsl antipsychotic
use and glucose abnaemaiities is compiicated by the passibility of an inaressed background risk of
disbetes melitus in palients with schizophrenia snd the incressing incidence of disbetes meliitus in the
hypergiycemiaeluied adverss reactions is nat compieiely undersiond. However, epidemiclogical studies,
which did net include SAPHRIS, suggest an incressed risk of trestment-smergent hypergiycemie-reieted
adverse resslione in putients trested with the atypicel antipeychotics incuded in thess studies.



Patients with an established disgnosis of diabetes meliitus who are staded on atypical
antipeychotics shoukd be monitored reguisrly for worsening of giucose control. Patients with risk factors
for disbetes melitus (e.g., beslty, family histery of disbetss) who are starting trestment with atypical
antipsychatics should undergo fasting bload glucase testing at the beginning of trestment and periadically
mmwmmmwmmumwma
of hyperglycemia during trestment with atypical sntipsychotics should undergo fasting bicod giucose
however, some patients required continuation of sati-disbetic trestment despite discontinuation of the
antipsychotic drug.

56  Weight Galn
trisis, the mean weight gain was 1.1 kg for SAPMRIS-trested patients compared 16 0.1 kg for placebo-
treeted patients. The proportion of patients with & 27% increase in body weight (at Endpoint) was 4.9% for
bipolar mania trisls, the mean weight gein for SAPHIRIS-trested patierts was 1.3 kg compared 16 0.2 kg
for placebo-trested patiants. The progortion of patients with a 27% increass in body weight (st Endpoint)
was 5.8% for SAPHRIS-trasted petients versus 0.5% for placebo-trested patients.

in 8 52-wesk, double-blind, compersior-controlied tisl of patients wilh schizephrenia or
mmmmwmmmmomesummumma
27% incremse in body weight (st Endpoint) was 14.7%. Tabie 1 provides the mean weight change from
bassiine and the prepartion of patients with & weight gein of 27% categorized by Bady Mass index (BIH)
ot bessline:



TABLE 1: Weight Change mvw»mum-m
82-Week Study in Schizophrenia.

B R-337
SAPHRIS

1.7

1

13%

22%

87  Onthastatic Mypotension, Syncope, and Other Hemedynamic Effects

SAPHRIS may induce orthoststic hypotension and syncape in some patients, especisily early in
treatment, because of its a:1-adrenergic antagonist activity. In short-term schizophrenia trials, syncope
was reported in 0.2% (1/572) of patients treated with therapeutic doses (5 mg or 10 mg twice deily) of
SAPHRIS, compared to 0.3% (1/378) of patients treated with placebo. In shart-term bipolar mania trials,
syhcape was reported in 0.3% (1/379) of patients trested with therapeulic doses (5 mg or 10 mg twice
dally) of SAPHRIS, compared to 0% (0/203) of patients treated with placeba. During clinical trigls with
SAPHRIS, inaluding long-term trisls without camparison 1o placebo, syncape was reported in 0.6%
(11/1963) of patients trested with SAPHRIS.

© Four narmel velunteers in cliniosl pharmaaology studies rested with either intravencus, ora, or
resalved in 3 casns, but the fourth subject received extemael cardisc massage. The risk of this sequence
of hypotension, bredycardia, and sinus pause might be greater in nonpeychistric patienis compared to
Paychietic petients who are paselbly more adepted 1o cersin ffects of paychorepia druge.

Patients should be instructed about nonphenmecalopic interventions that help to reduce the
occurrence of orthasiatic hypolension (e.g., sitling on Ihe edge of the bed fur sevarsl minutes before
sttempting 15 stiand in the meming and siowly riging fom a sesled posilion). SAPHRIS shouid be used
with caution in (1) palients with known cardiovescular disesse (hetory of myosandial infanition or ischemic
would prediapces palients 10 hypotension (delvydration, hypovalemia, and ireeiment with antiypertensive
maedications); end () in the eiderly. SAPHRIS should be used cautiously when tresting petients who

10



nervous system depression [see Drug interactions (7)]. Monitering of orthastatic vitel signs should be
considered in all such patients, and a dose reduction shouki be considered if hypotension cocurs.

85 Leukopenia, Neutropenis, snd Agranulocytosis

In clinical riel and postmarkeling experience, events of leukopenia/neutrapenia have been
reported temporelly related o antipsychotic agepts, inahiding SAPHRIS. Agranulocytosis (inchuding fetel
cases) has been reported with oiher agents in the cisss.

Possible riek factors for leukopenia/neutropenia iniude pre-existing low white blood oell count
(WBC) and histary of drug induced leukopenia/neutropenia. Patients with a pre-existing low WBC or a
history of drug induced leukapenia/neulropenia should have their complete blood count (GBC) monitared
frequently during the firet few monthe of therapy and SAPHRIS should be discontinued at the firat sign of
deciine in WIC in the sbeence of olher causative facters.

Pationts with neutrepenia shoukd be carehlly manitored for fever or other symptome of signs of
infection and trested promptly if such symploms o signs occur. Patients with severs neutropenia
recovery.

89 QT Prolongation

The effects of SAPHRIS on the QT/GTc interval were evaiueied in » dedicated T study. This
trial invoived SAPHRIS doses of 5 g, 10 mg, 15 mg, and 20 mg twice deily, snd placebo, and was
conducted in 151 clinically stable patients with achizaphrenia, with electrecardiographic assessments
throughout the dosing interval st bessiing and steady siste. M these doses, SAPHARIS was ssscoisted
with increases in QT interval ranging am 2 16 5 mess compared 10 piecsbe. No patients treated with
expevience & GTc of 2500 mesc.

Elwciracardiogram (ECG) messurements were taken al various time peints during the SAPHRIS
clinical tiel pragram (3 mg or 10 mg-twice dally doses). Post-bassiine QT preiongations exceeding 500
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meec were reported st comparabie rates for SAPHRIS and piacebe in these shoit-term trisls. There were
no repoits of Torsade de Pointes or any cther adverse resctions assacisted with deiayed ventricular

The use of SAPHRIS should be avoided in combination with other drugs known to proleng QTc
including Class 1A sntiarrhythmics (e.g., quinidine, procainamide) or Class 3 aritisirhythmics (e.g.,
amiodarane, solalol), antipsychetic medications (e.g., ziprasidone, chiompromazine, thioridazine), and
antibictics (e.g., gatifioxacin, moxifioxacin). SAPHRIS should aleo be aveided in patienis with a history of
cardisc arrhytivnians and in other circumstances that may increase the risk of the cccurrence of torsade de
WMMMMMWMMGIMMMWQRM including
bradycardia; hypokelemia or hypomagnesemia; snd presence of congenital proiongation of the QT
intervel.

510  Hyperprolaciinemia
Like other drugs that antagonize dopamine D, recapiors, SAPHRIS can elevate prolactin levels,
hypothelsmic GnaRH, resulting in reduced pituitsry gonedolropin secretion. This, in tum, may inhibit
reproductive function by impeiring gonadel stercidogenesis in both feiale and male petients.
a,lkl...l. ) " s Ao |i, m : mmm“mm’
soctin-slevati e, Long-slanding 1 inctinemia when associated With hysogonadi

may lesd to decrensed bone density in both femeile and male subjects. in SAPHRIS dlinical trisls, the
incidences of adverse events reisted to sbnormal prolactin levels were 0.4% versus 0% for piacebo [see
Adverse Reactions {6.2)]. '

Tissue cullurs mperiments indicate thet approximately ane-thind of human breast cancers are
projactin-dependent it viro, & factor of potentiel impartance it the prescription of these drugs is
shudios conducted 10 date have shown an assecietion hetwesn chvonic adminisiration of this class of
druge and tumarigenesis in humans, but the avaiisbie evidence is 10 imited to be canclusive.

12



511 Selaures

Seizures were reported in 0% and 0.3% (572, 1/379) of patients treated with dases of § mg and
10 mg twice daly of SAPHRIS, respectively, compared to 0% (0/503, 0/203) of patients trested with
placeba in short-term schizophrenia and bipolar manie trials, respectively. During clinical trisis with
SAPHRIS, including long-term trisis without compavison to placebo, seizures wers reported in 0.3%
(8/1963) of patisnts treated with SAPHRIS. As with olhver antipeychatic drugs, SAPHIIS should be used
with caution in patients with a history of seizures or with conditions that potentielly lower the seizure
thresheld, e.g., Aizheimer's dementia. Condiions that lower the seizure threshoid may be more prevaient
in pationts 65 years or older.

512  Potential for Cognitive and Motor impalment |

Somnclence was reported in patients trested with SAPHRIS. It was usually transient with the
highest incidence reported during the first wesk of trestment. In shortterm, fxed-dose, piacebo-
controlied schizophrenia trisls, somnalence wes reported in 15% (41/274) of patients on SAPHRIS 5 mg
twice daily and in 13% (26/208) of patients on SAPHRIS 10 mg twice daily compared o 7% (26/378) of
Mm.mmm.m«mmmmammﬂ(swm
twice daily), somncience was reparted in 24% (90/378) of patients on SAPHRIS compared to 6%
(13/203) of placebo patients. During cliniosl thals with SAPHRIS, including ong-term Wisls without
comparisen 1 placebo, somnalence was reparted in 18% (358/1953) of patients trested with SAPHRIS.
Semnolence (inciuding sedstion) led to discontinualion in 0.8% (12/1953) of petients in shortderm,

Pationts should be cautionsd sbout performing activiies requiring mentel slertness, such as
cperaing hazardous machinery or operaing & metor vehicle, unt they sre ressonebly owrtain that

§.13  BDedy Temperature Regulstion
Discuption of the bady's ability to-reduoe oore hody temperature has been atiributed 1o
sntipeychotic agents. in the short-temn placsbe-contiolied trisls for both schizoplwenia and scute bipoler

13



discrder, the incidence of adverse reactions suggestve of body temperature incresses wes low (< 1%)
and comparaible to placebo. During clinical trisle with SAPHRIS, including long-erm trisls without
comparison o placebio, the incidence of adverse reactions suggestive of body temperaturs incresses
(nyrexia and fasling hot) was < 1%. Appropriste care is advised when prescribing SAPHRIS for patients
who wil be experiencing conditions that may contribule to an slevaiion in 00re body temperature, &.g.,
exercising sirenuously, exposure 1o extreme heat, receiving Goncomitant medication with anticholinergic
activity, or being subject to dehydration.

544 Sulside

The possibilty of a suicide attempt is inherent in psychotic iinesses and bipoler disorder, and
Glose supenvision of high-risk patients should accompany drug therapy. Prescritions for SAPHRIS
should be written for the smallest quaniity of tabiets censistent with good patient menagement in order to
reduce the risk of overdase.

518  Dysphagie
Dysphagia was reported in 0.2% and 0% (1/572, V378) of patients trested with herapeutic doses (5-10
mg twice daily) of SAPHRIS as compared to 0% (6/378, G/203) of patients trested with placebo in short-
long-erm tisls without Gomparison 10 piacebo, dysphiegia was repaited in 0.1% (2/1963) of patients
Aspiration preumonia is & comwnon cause of morbidity and mortsilty in eiderly patients, in
partiovier thoss with advanced Aizheimer's dementia. SAPHRIS is not indicated for the tresiment of
dementin-releled paychosis, and shoukd not be used in patients ot risk for Sapiralion preumonia fsee also
Warmings and Precautions (5 1)].

14



516  Use in Putients with Concomitent ilness
Clinical experience with SAPHRIS in patients with certsin concomitant systemic ilinesses is
limited [see Clinical Phermacalogy (12.3)].
SAPHRIS hes not besn evaiusted in patients with & recent history of myocardial infarction or
Because of the sk of crthostatic hypotension with SAPHRIS, caution should be observed in cardisc
patients [see Wamings and Precautions (5.6} |

L ADVERSE REACTIONS

6.1  Overall Adverse Reactions Piofile
The following adverse reactions are discussed in more detail in other sections of the [abeling:
o Use in Exerly Pationts with Dementia-Reisted Psychosis (3¢ Boxed Waming and Warnings and
Precautions (5.1 and 5.2)]
o Neurclestic Mulignant Syndrome see Wamings and Precsutions (5.3)]
o Tardive Dyskinesia (see Wamings and Precautions (5.4)
o Hyperglycemia and Disbetss Melitus jsee Wamings and Preceutions (5.5)]
< Weight Gain [sse Wamings and Precestions (5.6)]
o Orthostatic Hypotension, Syncope, and olher Hemedynamic Effects [see Wamings and
Precautions (5.7)]
o Loukapenia, Neutopenis, and Agranuiocytosis fses Wamings and Precautions (5.8
« QT interval Prolongation fsee Wamings snd Frecautions (5.9
¢ Hyperprolactinemis fsse Waminge and Precewiions (5. 10}
o  Seizures [see Wamings and Preceutions (5.11)}
*  Polentisi for Cognitive and Molor impeirment fsee Wamings and Precautions ($.12)]
¢ Body Tempersture Reguistion [see Wirnings and Preceutions (5,13}
o Suicide fase Wanings and Preceutions (3. 14
"« Dysphagie [see Wamings and Precsutons (3.15)]
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o Use in Patierts with Concomitant inees [see Wamings and Precautions (5. 16)]

The most comemon sdverse reactions (26% and at least twice the rale on piacebo) in

The most common adverse reactions (>5% and at lesst twice the rate an placebo) in bipelar

The infrmation below is derived from a clinicel trisl detabase for SAPHRIS consisting of over
3350 patients and/or normal subjects exposed to one or mare sublingusl duses of SAPHRIS. Of these
subjects, 1953 (1480 in schizophrenia and 473 in acute bipoler menie) were patients who perticipated in
multipie-dose effectiverness trisls of therapeuic dases (5 or 10 mg twice dally, with a totsl experience of
approximately 611 patient-years). A total of 406 SAPHRIS4reated pationts were trested for at least 24
weeks and 203 SAPHRIS-treated patients had ot least 52 weeks of exposure.

The steted frequencies of adverse resctions represent the proportion of individuals who
@xperienced & tresiment-emergent adverse event of the type fisted. A reaction wes considered trestmient
emergent i & aocurved for the first ime or worsened while receiving therapy foliowing beseline evelustion.
The figures in thie tables and tabulstions cennat be used to predict the incidence of side effects in the
course of ususl medical practice where petient characterietics and other factors differ from those that
prevailed in the clinical trisis. Similarly, the clled frequencies cannat be compared with figures obtained
however, do provide the prescriber with some basis for estimating the reistive contribution of diug and
rondrug fasiars 10 the sdveree reaction incidence in the papuistion shudied.

flexidie-dose trial) in which sublingusl SAPHIIS was administered in dases ranging from 510 10 mg iwice
chaily.
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Advase Resclions Associaiad with Discontinustion of Treaiment: A total of 9% of SAPHRIS-
treated subjeats and 10% of piacebo subjects discontinued due to adverse reactions. Thers were no
drug-reisted adverse reactions associsted with discontinuation in subjects rested with SAPHRIS at the
rate of at least 1% and at least twice the piacebo rate.

Ealiania: Adverse reactions assacisted with the use of SAPHRIS (incidence of 2% or grester, rounded to
the nearest percent, and SAPHRIS incidence grester then piacebo) that occurred during acule therapy
(up to 8-weeks in patients with schizophrenia) are shown in Table 2.

TABLE 2: Adverse Reactions Reported in 2% or Mare of Subjects in one of the SAPHRIS Dose
Groupe and Wiiich Occurved at Greater incidence Than in the Macebo group in 6-Week

(5 el ) kﬂq;n nasews | 33 g
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tEdrapyramidal symploms included dystonia, oculogyralion, dyskinesie, terdive dyskinesia, muscie rigidily, perkinsonism, tremor, and
drapyramidel disorder (snsiuding akathisie).

$Somnelence inchides the following events: somnolence, sedalion, and hyparsomnia,

SN0 includes the Flenibie-dose trial (N=90).

Roze-Reisted Adverse Resclions. Of all the adverse reactions listed in Table 2, the only apparent dose-
related adverse reaction was aksthisia.

piacebo-controlied trisls for bipoler mania (a pooi of two 3-week flexible-dose trials) in which sublingual
SAPHRIS wes administered in doses of 5 mg or 10 mg twice daily.

Adverse Beections Associaied with Discontinualion of Trasimenk Approximately 10% (38/379) of
mmmm. placebo-controlled Wiais discontinued trestinent due to an
adverse reaction, compared with about 8% (12/202) on piaceba. The most common adverse reactions
sssociated with discontinustion in subjects treated with SAPHRIS (rates st lasst 1% and st lesst twice the
placebo rate) were amdety (1.1%)aﬁdordhym(1.19ﬁ)mwm (0%).

mmmmwmm«mmumummaw
(up to 3-weeks in patients with bipoiar mania) are shown in Table 3.

TABLE 3: Adverse Reactions Reported in 2% or More of Subjects in one of the SAPNRIS Dose
Groups and Which Oceuived at Grester insidence Than in the Placebo Group in 3-Week Bipoiar
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parkinsonism, gak disturbance, masked facies, and temer (eaiuding ekathisis).
$Somncience inshides the foliawing events: somneienes, sedation. and Nypersemnia.

Dystonia: Antioavahotic Claas Effect Symptoms of dystonia, prolonged abnarmel coniractions of
muscie groups, may ocour in susceptivle individusls duting the first few days of trestment. Dystanic
symploms include: spasm of the neck muscies, somatimes progressing to tightness of the throst,
ocour st iow doses, they occur more frequently and with greater severity with high patency and st higher
doses of first generation antipeychotic drugs. An elaveled risk of scute dysionia is observed in meies and |
younger age groups.

Extrapyromidel Sysmptoms: in the short4ern, placebo-contralied schizophrenia and bipoir
symptome (EPS), the Bemes Akatiisia Scsle (for akaihisie) and Ih Asssssments of involuntary
Mavement Scales (for dysiinesies). The mesn change from baseline for the all-SAPHRIS 5 mg or 10 mg
. twice deily reated group was comparable 16 5iacebo in each of the raling scale scores.

In the shert-4erm, pincebo-cantralied schizophrenia triels, the incidence of reparted EPS-reisted
ovents, axciuding events relsted 16 akathisie, for SAPHRIS-trested pationts was 10% versus 7% for
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placebo; and the incidence of akathisia-reisted events for SAPHRIS-ireated patients was 6% versus 3%
for piacebo. In short-term placebo-controlied bipolar mania tals, the incidence of EPS-reisted events,

excluding events reiated to skethisia, for SAPHRIS-ireated patients was 7% versus 2% for piacebo; and
M-mammmmm-mmmmwm.

Giucase: The effects on fasting serum giucoss levels in the shert-term schizophrenia and bipoler mania
trisls reveaied no clinicaily reievant meen chenges [see aisc Warnings and Precautions (5.5)]. In the
short-term placebo-controlied schizophrenia trisls, the mesn increase in fasting glucose levels for
SAPHRIS-treated patients was 3.2 mg/dl. compared to a decreass of 1.6 mg/di. for piacebo-traated
patients. The proportion of patients with fasting gluccee elevations 2126 mg/il. (st Endpoint), was 7.4%
and placebo-treeted patisnts were 0.6 mg/dl. mmdmmmmm
2126 mg/dL (st Endpoint), was 4.9% for SAPHRIS-treated patients versus 2.2% for piscebo-trasted
patients.
maszmmm.mmmﬁmmmm

Linida: The effects on total cholesterel and fasting trigiyoerides in the shortlernn schizophrenia
and bipoier menia trisls revesied no clinically relevant mean changes. in short-term, placebo-gontrelied
sohizophrenia trisls, the mesn inarease in tolal choleatera levels for SAPHRIS-irested patisnts was 0.4
mg/dL. compared 1o & decresse of 3.6 mg/dL. for placeba-treated patients. The proportion of patients with
total cholesieral elevations 2240 mg/dL. (st Endpoint) was §.3% for SAPHRIS-trented patients vereus 7%
for plecebo-treated palients. In shert-dem, pisceba-conolied bipoler menis tisls, the mesn incresse in
total cholasteral levels for SAPHRIS-iresled petionts was 1.1 mgidl. compared to a decrease of 1.5
mp/dL. in pincebo-ireated patients. The propartion of patients with totsi cholesterel elevations 2240 mg/dL.
(st Endpoint) was 8.7% for SAPHRIS-trested patients versus 8.6% for placsbo-ireated patients. In short-



term, placebo-controlied schizophrenia trisls, the mean increase in trigivceride levels for SAPHRIS-
treated patients was 3.8 mg/dl. compared {0 a decresse of 13.5 mg/di for placebo-irested patients. The
proportion of patients with elevetions in trigiyoerides 2200 mg/dl. (st Endpoint) was 13.2% for SAPHRIS-
trested patients versus 10.5% for placebo-tieated patients. In short-term, placebo-contrelied bipoler
menia trisls, the mean decrease in trigiyceride levels for SAPHRIS-trested patients was 3.5 mg/dl. versus
17.9 mg/di. for placebo-treaied subjects. The preportion of patients with elevations in triglycerides 2200
mg/dl. (st Endpoint) was 15.2% for SAPHRIS-\reated patients versus 11.4% for piacebo-trested petients.

In a 52-week, double-biind, comparsior-controlled irisl of patients with schizephrenia and
schizoaffective disorder, the mean decrsase from bassiine of total chalestercl was 8 mg/dL. and the mean
decrease from baseline of fasting triglycerides was 9.8 mg/dL.

Tansansinases: Trensient elevations in serum transaminases (primanily ALT) in the short-term
schizophrenia and bipolar mania trisls were more common in trested patients but mean changes were not
clinicaily relevant. in short-term, piacebo-controlied schizophrenia trisls, the meen increses in
transaminase levels for SAPHRIS-treated pationts was 1.8 units/l. compared o a decrease of 0.4 unite/L.
for piacebo-irested patients. The propertion of patients with transaminase elevations 3 times ULN (at
Endpoint) was 0.9% for SAPHRIS-trested petients versus 1.3% for placebo-treated patients. in short-
term, placebo-conirolied bipier mania trisle, the Mean increase in ransaminase levels for SAPMRIS-
trested pationts was 8.9 unite/l. compared 1o & decrease of 4.9 unitsA. in placebe-trested petionts. The
proportion of patients with transaminase elevalions 23 times upper limi of normal (ULN) (st Endpeint)
was 2.3% for SAPHRIS-reuted pationts versus 0.8% for placsbo-ireated patients. No cases of more
severe liver injury were seen.

in & 52-week, double-biind, comperator-conirolied triel- of pelients with schicapiwenia and
schizoaNective disorder, the mean incresss fram baseline of ALT was 1.7 unite/l..

Pxainctio; The efects on prolactin levels in 1he short-lerm achizophrenis and bipoiar mania trisls revesied
nG clinically relevant changes in mean change in bassiing. in short-lenn, piacebe-controlied
schizophrenia trials, the mean decreases in prolactin levels wers 6.5 ng/mi. for SAPHRIS-trested patients
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compared ta 10.7 ng/mL for placebio-trested patients. The proportion of patients with prolatin elevations
a4 times ULN (at Endpoint) were 2.6% for SAPHRIS-trested patients versus 0.8% for piacebo-trested
patients. In short-term, placebs-controlied bipolar manis trisis, the mesn incresse in prolactin levels was
4.9 ngimL for SAPHRIS-treated patients compared to & decrease of 0.2 ng/mL. for piaceba-treated
patients. The propeition of patients with prolactin elevations 24 imes ULN (st Endpoint) were 2.3% for
SAPHRIS-treated patients versus 0.7% for placebo-trested patients.

In @ long-term (52-week), double-biind, comparator-controtied triai of patients with schizophrenia
and schizoafletive disorder, the mean decrease i prolactin from baseiine for SAPHIIS-rested patients
was 26.9 ng/m..

Other Adverse Reactions Observed During the Premerketing Evaiuation of SAPHRIS: Following is a
list of MedORA terme thet reflect adverse reactions reported by patients trested with sublingual SAPHRIS
at multipie doses of 25 mg twice dally during any phase of & trial within the database of adult patients.
The reactions iisted are theee thet could be of ciinical importance, as well as reactions that are plausibly
drug-reisted on pharmacoiogic or other grounds. Reections siready listed in other paits of Adverse
Reactions (6), or those censidered in Warmings and Precsutions (5) or Gverdossge (10) are not included.
Athough the resclions reported ocourred during treatment with SAPHRIS, they were Aot necessarily
caused by it. Reactions are fuither calegorized by MedDRA system organ class and listed in order of
decressing frequency according to the foliowing definitions. those accurring in at lesst 1/100 patients
(only thase ot siresdy listed in the tabulated results e piacebo-controlied irisis appeer in this listing);
these acsurting in 1/100 10 1/1000 patients; and thoee ocourring in fewer than 1/1000 patients.

IO i;_f.ur,é',!, BRGNS ;;',5 .”' ‘m m W. K ; < ) " I"m m '“ W
<1/100. snemia

Cacdise dinardecs:. 271/1000 patients and <1/100 palients: teshycardia, temparary bundie branch
block

Eve disanders: 21/1000 patients snd <1/100 petients: sccommodation disorder
far -ummwe»rmmﬁ parsssthesia, glossodynis,




Ganecyl disardars: <1/1000 petients: idicsyncratic drug reaction

Inyestigationa: 1/1000 patients and <1/100 patients: hyponsiremia
Nervous syatem disorders; 21/1000 palients and <1/100 patients: dysarthria

7 DRUG INTERAGTIONS
The risks of using SAPHRIS in combination with other drugs have not been extensively
ovaiuated. Given the primary CNS effects of SAPHRIS, caution should be used when it is taken in
Because of its at-adrenergic antagonism with potential for inducing hypotension, SAPHRIS may

74 Potentisl for Other Drugs to Affect SAPHRIS

Asenapine is cleared primerly through direct glucuronidation by UGT1A4 and oxidative
metaboliem by cytoohrome P4S0iscsnzymes (seedominanty CYP1AZ). The potentisl effects of inhibitors
of several of these enzyme pathways on ssenapine clearance were studied.

TABLE 4: Summasy of Bffect of Coadminietered Drugs on Exposure to Asenapine in Healthy

Fiuwoxamine 26 mg twice daily for | 5 g Single +13% +29% Coadminister with -
(CYP1A2 inhibitar) 8 deys Dose caution”

Paroxsting 20 mg once deily for | 5 mg Single —13% o sdjustment
(CYP208 inhibitor) 9 days Dose required [see Drug
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; Single 5 mg Single No SAPHRIS dose
(MW1W~1M 78 mg Siogle Dose m;m MT% | s10% adjustment
. ]
800 mg twice deily | 5 mg Single. SAPHIIS
(CYPIAA/206/1A2 inivibitor) for 8 deys Bose -13% 1% sdustmen
required
m‘mah : 400 mg twice dely 5 mg Single No SAPHRIS dose
Carbamazepine for 15 days —e% | -1e% |
V Dose adjustment
( inducer) ‘
Valproate 0 mgtwcodely | SmoSimgle | I No SAPARS does
(UGT1A4 inhiblker) for § days Dose required

" *Tive ful Marepeutic dove of fhsvanaming wauld Ve @xpected 10 GBiSe & grealer INCrease in Ssenapine pisme concsnireliens. AUC: Ares under-he curve.

7.2 Potential for SAPHRIS to Affect Other Drugs _
Coadiminietration with CYPI0$ Substrates: in vitro studies indicate thet asenapine weskly
Following coadministration of dextromethorphan and SAPHRIS in heshy subjects, the ratio of

. on (BX/OM) as a rmarker of CYP2DS activity was messured. indicative of

CYP208 inhibition, trestment with SAPHRIS 5 mg twice deily decreased the DX/DM ratio to 0.43. In the

same study, trestment with paroxstine 20 mg deily decressed the DX/DM ratio to 0.032. in a seperate

siudy, coadministration of & single 75-mg dose of imipramine with a single 5-mg dose of SAPHRIS did not
affect the plasma concentralions of the metabolite desipramine (a CYP20S subsirete). Thus, it vivo,

SAPHRIS appesrs to be al most a weak inhibitor of CYP2D6. Coadiminisivalion of ¢ single 20-mg dose of

peraxeline (a CYP2DS subsirate and inhibitor) during trestment with 5 mg SAPHMIS twioe dally in 15

healthy male sulljects resulted in an aimost 2-f0ld inGreess in parcxstine expoeure. Asenapine mey

enhance the inhibitory effects of paraxetine on ita own metabolism.
SAPHRIS should be coadministered cautiously with drugs thet are both substrates and inhibilors
for CYP208. ’
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8 USEIN SPECIMIC POPULATIONS
81 Prognancy

Pregnancy Category C: There are no adequate and weil-controlied studies of SAPHRIS in
pregnant wemen. In animel studies, asenapine increased postimplantstion loss and decreased pup
weight and survival at doses similer 15 or less than recemmended clinical d0ses. in these studies there
was no increase in the incidence of structural abnormaiities caused by ssenapine. SAPHRIS should be
used during pregancy only if the potential benefit justifies the potential risk to the fetus.

Asenapine was not teralogenic in reproduction studies in rats and rabbits st intravenous doses up
to 1.5 mg/kg in rats and 0.4 mg/kg in rabbits. These doses are 0.7 and 0.4 times, respectively, the
maximum recommended human doss (MRKD) of 10 mg twice daily given sublingually on 8 mg/m? basis.
Piasma leveis of ssenapine were messured in the ribbit study, and the ares under he curve (AUC) at the
highest does tested was 2 imes that in humans receiving the MRHO.

In & study in which rate were irested from day 6 of gestetion through dey 21 postpartum with
intravenaus doses of asenapine of 0.3, 0.9, and 1.5 mg/kg/day (0.15, 0.4, and 0.7 times the MRHD of 10
mg twice deily given sublingually on & mg/m’ basis), incresses in postimpiantation loss and early pup
deaths were seen at all doses, and decreases in subsequent pup survival and weight gein were seen at
the two higher doses. A ross-fostering study indicated that the decreases in pup survival wers lergely
due tS prenatel drug effects. Increases in post-implantation loss and decrenees i pup weight and survival
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8.2  Laborand Delivery
The effect of SAPHRIS on labor and delivery in humens is unknown.

8.3 Nureing Mothers

mh_wmma’mmlm. i is not known whether asenapine or its
metabolites are excreted in human mik. Because many drigs are excreted in human milk, caution should
be exercised when SAPHRIS is administered to a nursing woman. It is recommended that women
receiving SAPHRIS should not bresst feed.

Safety andt effectiveness in padieinic patients have not been established.

8.5  Geriatric Use

sufficient numbers of patients aged 85 and over to delermine whether or not they respond diferently than

younger patients. Of the approximately 2250 patients in premerketing clinical studies of SAPHRIS, 1.1%

(25) wers 85 years of age or over. Mulliple factors that might increase the phamacodynemic response to

SAPHRIS, causing pocrer tolerance or orthostasis, could be present in eiderly petients, and thess
Eiderty palionts with dementia-reigied psychosis treated with SAPHRIS are at an increased risk

of desth compared to pincebo. SAPHRIS is not spproved for the reatiment of petients with dementia-

The exposure of assnapine following a singles dose of 5 mg was simiiar among subjects with
(12.3.



87  Hepatic Impairment

in subjects with severs hepatic impaifment wha were trested with & single dose of SAPHRIS 5
mg, ONAPING EXPOosUres (on average), were 7-fold higher than the exposures chserved in subjects with
nomal hepatic function. Thus, SAPHRIS is not recommended in patients with severe hepetic impsirment
 (Child-Pugh C) [see Dosage snd Administration (2.4) and Clinical Phermacology (12.3)].

2.1 Contralied Substance
SAPHRIS is not a controlied substance.

9.2  Abuse

SAPHRIS has net been systematically studied in animals or humans for its abuse potential or its
ability 1o induce tolerance or physical dependence. Thus, it is not possible to predict the extent to which a
CNS-active drug will be misused, diverted and/or sbused once i is marketed. Petients should be
evaiusted cerefully for a history of drug abuse, and such patients shoukd be cbserved carefully for signs
thet they are misusing or abusing SAPHRIS (e.g., drug-sesking behavior, increases in dose).

Mumen Experionce: in premerketing clinical shudies invoiving more than 3350 patients and/or
Nesithy subjects, accidents! or intentional acute overdasage of SAPHRIS was identifed in 3 petients.
Among these few reported cases of averdose, the highest estimated ingestion of SAPHRIS was 400 mg.

Management of Overdusage: Thers is ng 5pecific antidote to SAPHRIS. The possibility of
management of overdose shouid concentrate o SuppOItive therapy, maintsining an adequete sirwey,
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Mypotension and circuistory collapee shouid be treated with appropriste measwres, such as
intravenous fluids and/or sympathomimetic agents (epinephvine and dopamine shoukd not be used, since
beta stivwation may worsen hypotension in the setling of SAPHRIS-induced aipha blockede). In case of
severe extrapyremidel symploms, anticholinergic medication should be administered. Close medical

11 DESCRIPTION

SAPHRIS is a psycholropic agent thet is available for sublingual adminisiration. Asenapine
belongs to the ciass dibenzo-oxapine pyrroles. The chemical designation is (38R'S, 12bRS)-5-Chicro-2-
methyi-2,3,38,120-tetralvydro-14kdibenzof2,3:8, Tiexepinol4,5-cipyrrole (22)-2-butenedicate (1:1).its
molecular forrula is Ci7H:CINO-CH0, and its molecular weight is 401.84 (fres base: 285.8). The
chemical structure is: '

Asenaping is & wiite- 10 olf-white powder.
SAPHRIS is supplied for sublingusl administration in taliiets containing 5 mg or 10 mg assnepine;
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12 CLINICAL PHARMACOLOGY

121 Mechaniem of Action

The mechanism of action of asenapine, as with other drugs having eficacy in schizaphrenia snd
bipolar disorder, is unknown. it has besn suggested that the efficacy of asenapine in schizophrenia is
medisted through a combination of antagonist activity at D, and 5-HT;, receptors.

122  Phamacodynamics

Asenepine exhibits high affinity for serotonin 5-HT,s, 5-Tyg, 5-HTz, 5-MTy, S:MTy, S:HT;, S-HT, and 5-
HT; receptors (K values of 2.5, 4.0, 0.08, 0.18, 0.03, 1.6, 0.25, and 0.13 nM), depamine D, D,, D, and
Dy receptors (Ki veiues of 1.3, 0.42, 1.1, and 1.4 nM), a, and a-adrenergic recepiors (Ki values of 1.2
and 1.2 nM), and histamine H, receptors (Ki value 1.0 nM), snd moderate aMnity for M, receptors (Ki
value of 8.2 nM). in in vitro assays ssenapine acts as an antagonist at these receptors. Assnapine has no
appreciable aMnity for muscarinic cholinergic receptors (e.g., Ki vaiue of 8128 nM for M).

12.3  Pharmacokinetics

Fallowing & single 5-mg dose of SAPHRIS, the Mean Cra., Wes approximetsly 4 ng/mL. and was
. obasved at & MeEN ta,, of 1 hr. Elimination of ssenapine is primarily through direct glucuronidation by
UGT1A4 and axidetive metaboliam by cytechrome P430 iscenzymes (predomingntly CYP1A2). Following
an initial more rapid distribution phase, the mean terminal hait-iife is approximately 24 iws. With multiple-
dose twice-daily dosing, steady-elate is stteined within 3 days. Overall, stendy-siate asenapine
phamacaokinelics are similer to single-dose phamiacokinetics. '

Abossption: Following sublingusl administration, ssenapine is rapidly abearbed with pesk
plasma concenirations acourring within 0.5 10 1.5 hours. The abeciute bicavaiishility of sublingus!
ssenapine st 5 myg is 35%. increasing the dose from 5 to wm-mm:(a-mmm) resuits in
less then linear (1.7 imes) incrasees in both the extent of expasure and maximum concentration. The
absoiute bioavellabilty of ssenapine when swallowed is low (<2% with an orel tablet formulation).



The intake of waler seversi (2 or 5) minules sfier ssenapine administration resulted in decressed
asenapine exposure. Therefore, esting and drinking should be avoided for 10 minutes after administration
[see Dosage and Administration (2.3)].

Distribution: Asenapine is rapidly distributed and has a large voiume of distribution
(approximately 20 - 26 L/kg), indicating extensive extravascuiar distribution. Asenepine is highly bound
(85%) to plasma proteins, inckiding albumin and c1-acid glycoprotein.

Metabolism and Elimination: Direct glucuronidation by UGT1A4 and oxidative metabolism by
cytochrome P430 iscenzymes (predaminsntly CYP1A2) are the primary metabelic pethways for
asenapine.

Asenapine is a high clearance drug with a clesrance after intravenous sdministration of 52 L/h. In
mmm;mmnmmwmmmnwwmmmw
_ changes in the intrinsic clesrance, L.e., the metabolizing enzymetic activity. Following an initiel more repid
distribution phese, the terminal half life of asenapine is approximately 24 hours. Steady-state
concentrations of assnapine are reached within 3 deys of twice deily desing.

After adiministration of & single doee of {'/Cl-iabeled asenapine, about 0% of the dose was
recovered; appraximately 56% was recoverad in urine, and 40% recovered in feces. About 50% of the
circulating species in pissme have been identified. The predominent species wes ssenapine N'-
and unchenged-asenapine in smalier amounts. SAPHRIS activity is primerily due 1o the parent drug,

In vitro studies indicate that ssenaping is & subsirale for UGT1A4, CYP1A2 and to a lesser extent
CYP3A4 and CYP20S. Asenepine is 8 weak inhibitor of CYP2D6. Asenapine doss not cause induction of
CYP1AZ or CYP3A4 sctivilies in cultured Hiumen hepatocyies. Cosdwministration of ssenapine with kaown
inhibitors, inducers or aubstrales of these metabolic patiwvays has been studied in 8 number of drug-drug

CYP1AZ, MmMmm‘dmal-Whm. in 8 crossover siudy in witich 24



hesithy male subjects (who were smokers) were administered a single 5-mg sublingusl dose, concomitant
smaoking had no effect on the pharmecokinetics of aserapine.

Faod: A crossaver study in 26 heaithy male subjects was performed to evaluste the effect of food
on the pharmecakinetics of & single 5-mg dose of asenapine. Coneumption of foad immedistely prior to
sublingus! administration decressed asenapine ©:Xpasure by 20%; consumption of food 4 hours after
sublingual administration decressed asenapine exposure by about 10%. These effects are probably due
to increased hepatic blood flow.

in clinical trisls establishing the efficacy and safely of SAPHRIS, patients were instructed to avoid
eating for 10 minutes following sublingusi dosing. Thers were no ather resirictions with regerd to the
timing of meais in these trials [see Dosege and Administration (2.3) and Patient Counseling Information
(17.9)].

Waster: In clinical trisis establishing the efficacy and safety of SAPHRIS, patients were instructed
10 aveid drinking for 10 minutes following sublingusl dosing. The effect of water administralion following
10 mg sublingual SAPHRIS dosing was studed st dirent time points of 2, 5, 10, and 30 minutes in 15
healtiy male subjects. The expasire of asenapine following administration of water 10 minutes after
sublingusl dosing wes equivelent to that when weter wes sdministersd 30 minutes after dosing. Reduced
mhmm~wmkuM¢zmﬂﬁwm)ms
minutes (10% decrease) [see Dosege and Administration (2.3) snd Putient Counseling informetion
(17.9.

inoalic imasiment The effect of decressed hepsiic function on the phemacokinetics of
ssengpine, administered as a single 5-mg sublingual dose, was studied in 30 subjects (8 sach in those
with normel hepalic funclion and Child-Pugh A and B groups, and & in the Chid Pugh C group). In
subjects with mild or moderale hepetic impainnent (Child-Pugh A or B), asenapine exposurs was 12%
higher than that in subjects with normel hepalic funclion, indicating that dossge adjustment is not required
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for these subjects. In subjects with severs hepatic impairment, asenapine exposures were on average 7
times higher then the exposures of those in subjects willh normal hepatic function. Thus, SAPHRIS is not
recommended in patients with severe hepatic impairment (Child-Pugh C) [see Dosage in Specific
Popuistions (2.4) and Use in Specific Populations (8.7) and Wamings and Precautions (5.14)].

Banel imosiment: The effect of decreased renal funation on the pharmecokinetios of asenepine
was studied in subjects with mildly (reatinine clearance (CrCl) 51 to 80 mi/min; N8), moderately (CrC!
wumm:m.mmmmmmMMnummomNme
function and compared to normel subjects (CrC! grester than 80 mimin: N=8). The exposure of
mm;mma;mmmmammmmum
impairment and subjects with nommal rensl funclion. Dosage adiustment based upon degree of renal
impairment is not required. The effect of renal function on the excretion of other metabolites and the effect
of dialysis an the phanacakinetics of asenapine has not been studied [see Lise in Specific Populstions
(@.6).

Gedalric_Eatienix. in eiderly patients with peychosis (65-85 yewrs of age), ssenspine
concentrations were on average 30 to 40% higher compared to younger adults. When the range of
exposures in the eiderly was examined, the highest exposure for asenapine was up to 2-%okd higher then
the highest expasuie in younhger subjects. in a populstion phannacokinetic analysis, a decresss in
clearance with incressing age was cbseived, implying & 30% higher exposure in eidedly as compared to
adult patiants [see Use in Specific Populations (8.5,

not studied in 8 dediceled trisl. in 8 popuintion ghennacokinetic anslysis, no significant diferences
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Bage; in a population pharmaecokinetic snalysis, no effact of race on asenapine concentrations
was cbsaved. in a dedicated study, the pharmacckinetics of SAPHRIS were similar in Caucasian and
Japanese subjects.

13 NONCLINICAL TOXICOLOGY

131 Carcinogenesis, Mutagenesis, impairment of Pertiiity
Carcinagenesis: in a lifetime carcinogenicity study in CD-1 mice ssenepine was

sdministered subeutanecusly at doess Up o thase resulling in plasma levels (ALIC) estimeted to be §
times thse in humans receiving the MRHD of 10 mg twice daily. The incidence of malignant lymphomas
was increased in female mice, with & no-effect doss resulling in plssma levels eetmated 10 be 1.5 times
those in humens receiving the MRHD. The mouse sirain used hes 8 Ngh and varieble incidence of
melignant lymphomas, and the significance of these results to humans is unknown. There were no
incresses in other lumar types in female mice. in male mice, there were no increases in any tumer type.

in & lifetime carcinogenicity study in Sprague-Dawiey rels, asenapine did not cause any increases
in tumors when administered subcutanecusly at doses up ta thase resulting in pissma levels (AUC)
estimated 10 be 5§ times those it humens receiving the MRHD.

Mutagenesia: No evidence for genetoxic potential of ssenapine was found in the i Vi bacteriel
reverse mutstion sssay, the i vito forward gene mutation asssy in mause lymphome cells, the i vitro
rabbit lymphacytes, or the it vivo micronucieus assey in rets.

mg/ig twice daily given crally. This doee is 10 times the maximum recammended human doee of 10 mg

twice delly given sublingually on & mg/m’ basis.

14 CLINICAL STUDIES
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141 Schizophrenia |

The efficacy of SAPHRIS in the trestvent of schizophrenia in adults was evalusted in three fixed-
dose, shortierm (8 week), randomized, double-biind, piscebo-controted, and active-controlied
(haloperidol, risperidone, and olanzapine) irisls of aduR palients who met DSM-V criteria for
schizephrenia and were having an acute exacerbation of their schizophrenic iiness. In two of the three
trials SAPHRIS demonstreted superior efficacy 1 plecebo. In a third trisl, SAPHRIS could not be
distinguished fram placebo; however, an active control in that trisl was superior o piacebo.

In the two positive trisis for SAPHRIS, the primary eficacy rating scale was the Poskive and
Negative Syndrome Scsie (PANSS), which assesses the symptoms of schizophrenia. The prifary
endpoint was change fram baseine to endpaint on the PANSS total score.  The results of the SAPHRIS
 intiel 1, @ G-week trisl (n=174), comparing SAPHRIS (5 mg twice daily) 1o placebo, SAPHRIS 5
mmmmmmmmmmpmssm-im

I triad 2, & Gaweak trial (n=448), comparing twn fixed doses of SAPHRIS (5 mg and 10 mg twice
daily) to piacebo, SAPHRIS § mng twice dsily was statistically superior to placebo on the PANSS totel
score. SAPHRIS 10 mg twice dally showed no added benefit compared to 5 mg twioe daily and was not

An examinetion of populstion subgroups did not reves! any clear evidence of differertial
‘ responsiveness on the basis of age, gender or race.

142  Bipoler Diserder
of aduit patients wio met BEM-1V criteria for Bipaler | Disorder with an acule manic or mixed episode with
or withaut peycholic festures.

The primary raling instrument used for assessing manic symploms in thess trisls was the Young
Mania Rating Scele (YMRS). Patients were sisc asssssed on the Ciinicel Global impression ~ Bipolar



(CGI-BR) scale. in both trials, all patients randamized to SAPMRIS were initally administered 10 mg
twice dally, and the dose could be adjusted within the dose range of 5 to 10 mg twice dally from Day 2
onward based on efficacy and tolerability. Ninety percent of patients remained on the 19 mg twice daily
doss. SAPHRIS wes stetistically superior to placebo on the YMRS total score and the CGI-BP Severity of
liness score (mania) in both studies.

An examination of subgroups did not reveal any clesr eviderics of differential responsivensss on
the basis of age, gender or race.

SAPHRIS (sssnapine) sublingual tablets are supplied as:

§ mg Tablets
Round, white- to aiwhite sublingusl tablets, with *S™ o one side.
Boxof60 6 bilsters with 10 tablets NDC 0082:0118-08
Boxof 100 10 biisters with 10 tablets NDC 0082-0118-90
16 mg Tabiots

Round, white- 1o ofwhite sublingual tablets, with *10° an one side.
Boxof80 6 bisters with 10 tablets NOC 0052-0119-06
Boxof 100 10 bisters with 10 teblets NDC 0052-0119-90
Sterage

$tore at 15°-30° C (59°-08° F) [see USP Controlled Room Temperaturs].
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17 PATIENT COUNSELING INFORMATION

17.1 Tablet Administration

* 5O net remeve talilet el resdy to slministex
-mnmmmm

[see Drug Interactions (7} and Clinical Pharmacoiogy (12.3)].

172 Interference with Cognitive and Moter Parformance |

Pationts should be caulioned sbout performing activiles requiring mental siedness, such as
operating hazardous machinery or aperating @ molor veNicle, unil they are ressonably oatain thet
SAPHRIS therapy doss nat affect them adversely {see Wamings and Precautions (5.12)}.

17.3 Neurolepiic Malignant Syndreme



Patients and caregivers shouid be counseled that a potentially fatal symptom complex sometimes
mwummfmmsmm(mmmmm associstion with
administration of antipsychotic drugs. Signs and symptoms of NMS include hyperpyrexis, muecie rigidity,
altered mental stelus, and evidence of autonomic instability (irreguler pulse or bicod pressure,
tachycardia, disphoresis, and candiac dysrivythmis) [see Wamings and Precautions (5.3)).

174 Orthostatic Hypotension

Pationts shoukl be advised of the risk of orthastatic hypotension (symptoms inciude fesling dizzy
wmeMmhw and siso at-times of re-initiating trestment or
incresses in does [see Wamings and Precautions (5.7)].

175 Pregnancy and Nursing

Patients should be advised to notify their physician if they become pregnant or intend to become
pregnant during therapy with SAPHRIS. Patients should be advised not to breast feed if they are taking
SAPHRIS (308 Lise in Special Populations (8.1, 8.3)).

17.6 Concomitant Medication and Alcohel

Patients should be advised to inform their physicians if they are teking, or pian o take, any
preaciiption of over-the-counter medications since there is a potentisl for interactions. Patients shouid be
advised to avoid sicahol while taking SAPHRIS [see Drug Interections (7)].

17.7 Hout Exposure and Dehydintion

Wamings and Preceutions (5. 13, |
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