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Please Join Us!
Teva cordially invites you to a presentation & discussion:

A Clinical Overview of UZEDY: An
LAI for the Treatment of
Schizophrenia

The objectives of this program are to:
e Review the role of UZEDY as a long-acting injectable (LAI) treatment option for schizophrenia, including
data from the clinical trials
e Understand the features of UZEDY as a treatment for schizophrenia
e Discuss switching simulation data

Tuesday, April 15, 2025

6:30 PM
Program Speaker: Location: Please RSVP to:
DERRICK MEADOW NP The Butcher Shop East Lauralee Hise
107 South Germantown (973) 845-0305
Parkway lauralee.hise@tevapharm.com
Cordova, Tennessee .
(901) 757-4244 On or before:
4/12/2025
INDICATION AND USAGE

UZEDY extended-release injectable suspension for subcutaneous use is indicated for the treatment of schizophrenia in adults.

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

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death. UZEDY is
not approved for the treatment of patients with dementia-related psychosis and has not been studied in this patient population.

CONTRAINDICATIONS: UZEDY is contraindicated in patients with a known hypersensitivity to risperidone, its metabolite,
paliperidone, or to any of its components. Hypersensitivity reactions, including anaphylactic reactions and angioedema, have
been reported in patients treated with risperidone or paliperidone.

Please see Important Safety Information continued on next page and accompanying

full Prescribing Information, including Boxed WARNING.

In accordance with the PhRMA Code on Interactions with Healthcare Professionals, attendance at this program is limited to healthcare professionals. Accordingly,
attendance by non-clinical guests or spouses is not permitted. Teva is required to disclose all items of value provided to healthcare providers and to disclose these

amounts publicly. By attending this speaker program, you are accepting the disclosure of the cost of the meal.
INT-0042559

Reference: 1. UZEDY®(risperidone) extended-release injectable suspension tevq
Current Prescribing Information. Parsippany, NJ: Teva Neuroscience, Inc.



IMPORTANT SAFETY INFORMATION (CONTINUED)
WARNINGS AND PRECAUTIONS

Cerebrovascular Adverse Reactions: In trials of elderly patients with
dementia-related psychosis, there was a significantly higher incidence

of cerebrovascular adverse events (e g , stroke, transient ischemic attack),
including fatalities, in patients treated with oral risperidone compared

to place%o_ UZEDY® (risperidone) extended-release injectable suspension
is not approved for use in patients with dementia-related psychosis.

Neuroleptic Malignant Syndrome (NMS): NMS, a potentially fatal symptom
complex, has been reported in association with antipsychotic drugs. Clinical
manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental
status including delirium, and autonomic instability (irregular pulse or blood
pressure, tachycardia, diaphoresis, and cardiac Jysrhythmio}. Additional
signs may include elevated creatine phosphokinase, myoglobinuria
{rﬁabdomyolysis}, and acute renal failure. IFNMS is suspected, immediately
discontinue UZEDY and provide symptomatic treatment and monitoring.

Tardive Dyskinesia (TD): TD, a syndrome consisting of potentially
irreversible, involuntary, dyskinetic movements, may develop in patients
treated with antipsychotic drugs. Although the prevalence orpthe syndrome
appears to be highest among the elderly, especially elderly women, itis
impossible to predict which patients will develop the syndrome. Whether
antipsychotic drug products differ in their potential to cause TD is unknown.

The risk of developing TD and the likelihood that it will become irreversible
are believed to increase with the duration of treatment and the cumulative
dose. The syndrome can develop, after relatively brief treatment periods,
even at low doses. It may also occur after discontinuation. TD may

remit, partially or completely, if antipsychotic treatment is discontinued.
Antipsychotic treatment, itself, however, may suppress (or partially
suppress) the signs and symptoms of the syndrome, possibly masking the
underlying process. The effect that symptomatic suppression has upon the
long-term course of the syndrome is unknown.

If signs and symptoms of TD appearin a patient treated with UZEDY, drug
discontinuation should be considered. However, some patients may require
treatment with UZEDY despite the presence of the syndrome. In patients
who do require chronic treatment, use the lowest dose and the shortest
duration of treatment producing a satisfactory clinical response. Periodically
reassess the need for continued treatment.

Metabolic Changes: Atypical antipsychotic drugs have been associated
with metabolic changes that may increase cardiovascular/cerebrovascular
risk. These metabolic changes include hyperglycemia, dyslipidemia, and
body weight gain. While c:ﬁ ofthe drugs in the class have been shown to
proc?uce some metabolic changes, each drug has its own specific risk profile.

Hyperglycemia and diabetes mellitus (DM), in some cases extreme
and associated with ketoacidosis or hyperosmolar coma or death, have
been reported in patients treated with atypical antipsychotics, including
risperidone. Patients with an established diagnosis of DM who are started
on atypical antipsychotics, including UZEDY, should be monitored regularly
for worsening of glucose control. Patients with risk factors for DM (e g,
obesity, family history of diabetes) who are starting treatment with atypical
antipsychotics, incluc}/ing UZEDY, should undergo fasting blood glucose (FBG)
testing at the beginning of treatment and periodically during treatment.
Any patient treated with atypical antipsychotics, including UZEDY, should
be monitored for symptoms of hyperglycemiaincluding polydipsia,
olyuria, polyphagia, and weakness. Patients who develop symptoms of
Eyperglycemic: during treatment with atypical antipsychotics, including
UZEDY, should undergo FBG testing. In some cases, hyperglycemia has
resolved when the atypical antipsychotic, including risperidone, was
discontinued; however, some patients required continuation of antidiabetic
treatment despite discontinuation of risperidone.
Dyslipidemia has been observed in patients treated with atypical
antipsychotics.
Weight gain has been observed with atypical antipsychotic use.
Monitoring weight is recommended.
Hyperprolactinemia: As with other drugs that antagonize dopamine Dz
receptors, risperidone elevates prolactin levels and the elevation persists
during chronic administration. Risperidone is associated with higher levels
of prolactin elevation than other antipsychotic agents.
Orthostatic Hypotension: UZEDY may induce orthostatic hypotension
associated with dizziness, tachycardia, and in some patients, syncope. UZEDY
should be used with particular caution in patients with known cardiovascular
disease, cerebrovascular disease, and conditions which would predispose
patients to hypotension and in the elderly and patients with renal or hepatic
impairment. Monitoring of orthostatic vital signs should be considered in
all such patients, and a dose reduction should be considered if hypotension
occurs. Clinically significant hypotension has been observed with concomitant
use of oral risperidone and antihypertensive medication.
Falls: Antipsychotics, including UZEDY, may cause somnolence, postural
hypotension, motor and sensory instability, which may lead to falls and,
consequently, fractures or other fall-related injuries. Somnolence, postural
hypotension, motor and sensory instability have been reported with the
use of risperidone. For patients, particularly the elderly, with diseases,
conditions, or medications that could exacerbate these effects, assess

Please see the qccomgq nying full Prescribing Information
o

for UZEDY, including Boxed WARNING.

the risk of falls when initiating antipsychotic treatment and recurrently for
patients on long-term antipsychotic therapy.

Leukopenia, Neutropenia, and Agranulocytosis have been reported

with antipsychotic agents, including risperidone. In patients with a pre-
existing history of a clinically significant low white blood cell count (WBC)

or absolute neutrophil count (ANC) or a history of drug-induced leukopenia
or neutropenia, perform a complete blood count (CBC) frequently during
the first few months of therapy. In such patients, consider discontinuation

of UZEDY at the first sign of a clinically significant decline in WBC in the
absence of other causative factors. Monitor patients with clinically significant
neutropenia for fever or other symptoms or signs of infection and treat
promptly if such symptoms or signs occur. Discontinue UZEDY in patients with
ANC <1000/mm? and follow their WBC until recovery.

Potential for Cognitive and Motor Impairment: UZEDY, like other
antipsychotics, may cause somnolence and has the potential to impair
judgement, thinking, and motor skills. Somnolence was a cammonly reported
adverse reaction associated with oral risperidone treatment. Caution patients
about operating hazardous machinery, including motor vehicles, until they are
reasonably certain that treatment with UZEDY does not affect them adversely.
Seizures: During premarketing studies of oral risperidone in adult patients
with schizophrenia, seizures occurred in O 3% of patients (9 out of 2,607
patients), two in association with hyponatremia. Use UZEDY cautiously in
patients with a history of seizures or other conditions that potentially lower
the seizure threshold.

Dysphagia: Esophageal dysmotility and aspiration have been associated
with antipsychotic drug use. Antipsychotic cj]rugs, including UZEDY, should
be used cautiously in patients at risk for aspiration.

Priapism has been reported during postmarketing surveillance for other
risperidone products. A case of priapism was reported in premarket studies
of UZEDY. Severe priapism may require surgical intervention.

Body temperature regulation Disruption of the body’s ability to reduce

core body temperature has been attributed to antipsychotic agents.

Both hyperthermia and hypothermia have been reported in association
with oral risperidone use. Strenuous exercise, exposure to extreme heat,
dehydration, and anticholinergic medications may contribute to an
elevationin core body temperature; use UZEDY with caution in patients who
experience these conditions.

ADVERSE REACTIONS

The most common adverse reactions with risperidone (25% and greater
than placebo) were parkinsonism, akathisia, dystonia, tremor, segation,
dizziness, anxiety, blurred vision, nausea, vomiting, upper abdominal
pain, stomach discomfort, dyspepsia, diarrhea, salivary hypersecretion,
constipation, dry mouth, increased appetite, increased weight, fatigue,
rash, nasal congestion, upper respiratory tract infection, nasopharynagitis,
and pharyngolaryngeal pain.

The most common injection site reactions with UZEDY (25% and greater
than placebo) were pruritus and nodule.

DRUG INTERACTIONS

* Carbamazepine and other strong CYP3A4 inducers decrease plasma
concentrations of risperidone.

= Fluoxetine, paroxetine, and other strong CYP2Dé inhibitors increase
risperidone plasma concentration

= Dueto additive pharmacologic effects, the concomitant use of centrally-
acting drugs, including alcohol, may increase nervous system disorders.

+ UZEDY may enhance the hypotensive effects of other
therapeutic agents with this potential.

= UZEDY may antagonize the pharmacologic effects of dopamine agonists.

= Concomitant use with methylphenidate, when there is change in
dosage of either medication, may increase the risk of extrapyramidal
symptoms (EPS).

USE IN SPECIFIC POPULATIONS

Pregnancy: May cause EPS and/or withdrawal symptoms in neonates
with third trimester exposure. There is a pregnancy exposure registry

that monitors pregnancy outcomes in women exposed to atypical
antipsychotics, including UZEDY, during pregnancy. Healthcare providers
are encouraged to register patients by contacting the National Pregnancy
Registry for Atypical Antipsychotics at 1-866-961-2388 or online at
htttp://womensmentalhealth org/clinical-and-research-programs/
pregnancyregistry,/.

Lactation: Infants exposed to risperidone through breastmilk should be
monitored for excess sedation, failure to thrive, jitteriness, and EPS.
Fertility: UZEDY may cause a reversible reduction in fertility in females.
Pediatric Use: Safety and effectiveness of UZEDY have not been established
in pediatric patients.

Renal or Hepatic Impairment: Carefully titrate on oral risperidone up to at
least 2 mg daily before initiating treatment with UZEDY.

Patients with Parkinson’s disease or dementia with Lewy bodies can
experience increased sensitivity to UZEDY. Manifestations and features are

consistent with NMS.
teva
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HIGHLIGHTS OF PRESCRIBING INFORMATION

Thesz highlights do not include all the infarmation needed to vse UZEDY* safely and
effective by, See full prescribin g information far UZEDY.

UZEDY (risperidone)extended-releas injectable suspension, for subcutaneou s s
Initial 5. 8 pprona | 1992

VL RHING: INCREASED MORTALITY IM ELDERLY PATIENTS
WITH DEMENTILA.-RELATED PSYCHOSIS
Seefoli prese iy Iormation By ao plete borsd Heriing.
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are
atan increaszd riskof death, UZEDY is notapprowed for us in patients with dementia-
felated psvchosis. (51)

IMDICATIONS A D LSAGE

UZEDY k= an atypical antipsychotic indicated for the treatmentof schizphmenia in adults (1)

DOSAGEAND ADMINISTRATION

= Eztablish olembilitywith o=l dsperdone prorto initiating LEEDY (210

= Mdminiser IEEDY by subcutaneous injection in the abdomen or upparam by a healthcame
pmfessional Do notadminister by any other mute, (210

= |nitiate UZEDY atthe clinically appmpriate dosz using the llowing Bble, (21)

Priar Oral UZEDY Dosage IZEDY Dosage
Risperidone Therapy Once Manthly Onece Every 2 Months
2mgofaral fspendone perday Himg 100 mg
2mgoforal nspendone parday 75 mg 150 mg
4mgoforlispendone parday 100 mg 200 mg
Smgoforlnspendone perday 125 mg 250 mg

= Soe Full Prescribing Information ©orimportant pre paation and adminiztation information, (24)
DOSAGE FORMS AND STREWGTHS
Extended-mleass injpctable suspansion: 50 mgAid mb, 75 mgf021 ml, 100 mgi28 ml,
125 mgA.25 mb, 150 mas042 mb, 200 maf0.56 mb, and 250 mg0.7 mL single-doss prefilled
syringes, (3)

COMTRAIMDICATIONS

Fnown hyperss nsitiity to izpa idone, paliperidane, orto any ofthe components in UEEDY (4)

VLR HINGS AND PRECAUTIONS

= Combmwazcular Sdwerse Reactions, in Ederly Patients with Dementia-Relied Pawchosis:
Inceazed incidence of combmyascular mactions fe.g., stmke, trRnsient ischemia attack)
5.2

= Neuyroleptic Malignant Syndmme (M) Manage with immediate dizcontinuation and clss
monitonng, (h3)

= Tandive wskinesia: Discontinue freatment if clinically appm priate (5.4

UZEDY* {risperidane Jextended-releass injectable suspansion

= Metabolic Changes: Monitorfor hwpembeemia/diabetes mellites, dyslipidemia, and weight
gain, (5.5

= Hyperpm bactinemia: Pmbectin e kevations occurand persist during chmonic administation, Long-
standing hyperpmlactinemia,when associsted with by pogonadism, can kead todecmaszad bonpe
density in Bmaksand maks (K6)

= Orthostatic Hypotension and Syncope: Monitor heart mie and blood pressum and wam
patients with known cadiovacular disease or cembrovacular dissase, and sk of
dehwimtion arsyncope, (5.7

= Leykopenia, Neutropania, and Sgranulocyisis: Perform complete blood counts (CECY in
patientswith a history of clinically significant low white blood celleount (WEC)or histary of
leukopenia orneutmpenia Consider discontinuing UZEDY if a clinicalk significant decling in
WEC accurs in the absanca of othercausative faciors, (R9)

= Potential for Cognitiee and Motor Impaiment: Use caution when opermating machiners, (5100

= Sagums: Use cautions b in patients with a history of seizims arwith conditions that lower
the maium thresha k. (A1)

= Priapism: Priapism has been mported Sevem priapism may mquie sumical interention (A1)

A0 ERSE REACTIONS

The most comman advwerse mactions with rspandope (25% and gmater than placebo) wemn

parkinzonizm, akathisia, dstonia, temor, sadation, dizzness, anxiety, blumed vision, nausa,

wimiting, upp2rabdominal pain, siomach disco mifort,dyspe peia, diambea, salary hyparsacetion,

constipation, dry mouth, inceased appetite, incmased weight, Bhque, msh, nasal congestion,

upper mapirtory f@ct inkecton, nazopharyngitiz.and pharengolaryngeal pain, .10

The most commaon injection site mactions with EEDY (258% and grater than placebo) wemn

prurituz and nodule, .13

To report SUSPECTED ADWERSE REACTIONSE, contact Tewa Pharmaceuticals at 1-244-443.

2279 0r FOO at1-200-FOAT042 ar Mumrdz gormatieteh.

DRUG INTERACTIONS

= Stmng CYF2D6 inhibiors (ag, fluoseting, pameetine ) Incease nsperdone plsmaoonce ntrtion,
(2.4

= Stmng CYF4 inducars (e, carbamaz pine): Decmase plema concentations of nspandone
(234

LSE 1M SPECIFIC POPULATIONS
Pranancy: May cause extmpymmidal andfor withdmwal svmptoms in peanates with thid
trimeserexposum (1)

See 17 for PATIENT COUKHSELIHG INFORMATION
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UZEDY* (risperidone)extended-release injpctable suspension

UZEDY* (risperidane Jestended-release injectable suspension

FULL PRESCRIEING IHFORMATI0H

WO RHING: INCREASED MORTALITY [ ELDERLY PATIENTS
WITH DEMENTIA -RELATED PEYCHOSIS
Elderly patients with dementia-related psychosis treated with antipsychatic drugs are
at an increased risk of death. UZEDY is not approwed for the treatment of patients with
dementia-related peychosis and has not been studied in this patient population fses
Wernings 20a Breczotions (5U).

1 IMDICATIONS AND LS8 GE
UZEDY i indicated for the teatmentof schimphmnia in adults

2 DOSAGEAND ADMIHISTRATION

21 Recommended Dosage

For patients who hawe newer faken rispendone, estblish tokermbility with o=l risperidone prior
to initiating LEEDY

UZEDY must ke administered by a healthcam pmissional a3 an abdominal or uppar am
subcutaneous injection, Do notadminister EEDY by anyother mute

Fordetailed prepamtion and administation instructions, s Sosare aad danin dration 2 41

T start UZEDY, switch from oml daily rspendone, Initiate UZEDY, &5 either a once monthly
injection oraonce ewery 2 month injection, the day aterthe hstdose ofoml hemp See Bde |
o determine howtoswitch fom orl isperidone to LEEDYance monthky (80 mg, 76 mg, 100 ma,
orl2h maioronce every 2 months (00 g, 150 mg, 200 mg, or 260 mg) gien wiz abdominal or
upper arm subcutaneoys injection, Neither a bading dose mor supplemental ol iz pridone
dos2s am moom e nded when switching,

Tabke1:  Dosage Recommendations for Switching from Daily Oral Risperidone to UZEDY
: UZEDY Dosange UZEDY Dosage
RrinrTharapy Once Mnnthgllyr Onice Eveny 2 Mgnths
2 mg ofaral s peridone perday g 100 mg
2 mg of ol isperidone per day 75 150 mg
4 g of ol isperidone perday 100 mg 200 g
5 g of ol risperidone perday 125 mg 250 g

Patients can swich botwean doses of UZEDY once monthly and once every 2 months by
admin izt ring the firstdose ofthe new dosing mgimenon the nestse heduled date ofad min tation
in the onginaldosing maimen Bevis the dosa administbon schedulke o efect the change,
WWhen a dose of UZEDY is missed, administer the next IEEDY injection a5 soon &5 possible Do
not administer mom flequently than moommended,
22 Dogage Modifications in Patients with Fenal Impairmentor Hepatic Impairment
Priorto initiating UZEDY in patients with enal or he patic impaiment, titze with oml ispaidane
toatlkeast? mg oncedaily Follwing o Hittion,and based on clinical esponse and e mbility,
the mecommended dosage of EEDY is 50 mg ance manthly e Waein Sneeific Pomdabions (RS,
BT el O oa! Blarmgeology (.30
23 Dosage Modifications ©or Concamitant Lse with Strong CYP2DE Inhibitors and Strang
CYP2a4 Inducers
Cancamitant Lsawith Stong CYF206 Inhibia rs
When initiation offluozetine or pameeting &considemd, plce patients on a bwerdoss of UZEDY
priarto the planned startof fuosetioe or pameetine he @ to adjust for the expected incmass
in plazma concentmtions of s prrdone,
IWhen fluoxeting or pamseting i initiated in patients moziving the recam mended doss of 5 mg
oncz manthh or100 mg ance every 2 months of UZEDY, continue treatment with thes: dosss
unkess clinical judgment necessitates inte miption of W EDY G5ee S e ractions (2111

Concomitant Uszawith Stmog CYPR0Y Inducers
It the initiation of therpy with stmong CYF204 inducers (such as carbamazpine), patients
shouk bachsaly monitored during the firstd o & wee ks sinca the dose of UZEDY may nead o bo
adjusted, Bdose incmasa,oradditional ol ispendone, may be conside ed,
On discontinuation of a stmong CYP04 inducer, re-evaluated the dosage of UZEDY or amy
additionaloml ispandone the mpy and, i necessa r, dec masa to adjustforthe expected incmass
in plasma concentration of fspeidana
On discontinuation of a stmoag CYF204 inducer in a patient treated with IEEDY 50 g once
manthly or 100 mg once every 2 manths, continue featment with these doses unkess clinical
judgment necessitates inte muption of UEEDY faee Drow e ractons (710
21 Preparation and Administration Instroctions
= Read the instructions for preparation and administration below before

administering UZEDY, N
= Forsubcutaneousinjection only. Do notinject by any ofher route,
= To be administered by a healthcare professional onby,
= Allow UZEDY to cometo room temperature for at least 30 minutes priorto

administration,
= Asauniversal precaution, always wear gloves,
STEP1
Checkto make sure UZEDY kit contains:

= One STEf!lE single-dose, prefilled glass syringe
= 0ne sterile 216 % 58" needle

Do not substitute any components of the kit for admin istration,

e Fas g
i
[ el E Falelpf e

Cap _.|- :4

W e Sl
W, -+ Mai g ‘-. . I',';-"'_ Fl=ner Fl=mgw %" bl
Prefilled Syringe Safety Neodle
STEP2

Remove the kit from refrigerated storage and allow the package to sit at room
tem peratu re (20°C to 26°C [BS°F to TR for gt [east 30 minutes,

Mote: UZEDY is @ solid at refrigerated temperatures and must reach room
temperature prior to administration. Do not warm any other way and keep

protected from light.
f,—\
/30
L, min.
I
At room
temperature

STEP3

Check that the drug in the syringe is white to oft-white, opaque in color, and
free from non-white particy late matter, Check that the pouch label states the
needle size i 216% 537

Do not use if any component of the kit is damaged or if the expiration date
has passed.

STEPA

Expose the safety needle hub by peeling backthe paper tab of the needle
pouch, Set aside foruse in Step 7

STEPS

IMPORTANT: This step mu st be perform ed to ensure complete dosing, UZEDY
i5 viscous and forceful downward Tlicks are required to move the bubble to
the cap of thesyringe. Failure to move the bubble to the cap of the syringe
could resultin incomplete dozage.

Firmly hokd the syringe by the white colkar.

Flick Syringe Forcefully Three Times to Move the Bubble to the Cap
« Flick with a forceful downward whipping motion of your full arm to
mowe the bubble tothe capof the syringe.
« Repeat this action 2 timesto ensure that the bubible is at the cap of
the syringe.



UZEDY® (risparidone)extended-release inpotable suspension

UZEDY* (risperidonelextended-release injectable suspension

Mote: Standingwhile you do this may help achieve required force,
Check that the Bubbke is at the Cap of the Syringe
« The bubble will appear partially opague.
« Holding the syringe up to light or against a dark backdrop may
improve visibility,
= Ifthe bubble isnot gt the cap, repeat Step 5 until it s

REPEAT A
3TIMES -
Hickdowrmirards forceful by
with your fullarm

STEP 6

Hold the syringe vertically by the white collar, Bend and snap offthe cap.
Do not touch the syringe tipto avoid contamination,

. _.z"f
F R
. ;ﬁ;_ !
I'-I "l -
STEP 7
Attach the Needle to the Syringe

- Hold the syringe vertically with the white collar atthe top,
« Push the qreen hub of safety needle inside the white collar of
syringe and rotate the safety needle while holding the white collar
until secure and tight,
Inspect the needle connection to check that the hubis not damaged,

4

<

STEP S
Select Injection St from the Followring Aregs:
« Stomach area (abdomen) around the belly button
« Backand outer area of the upper arms
Do notinject UZEDY anywh ere except inthe areas specified above,
Do not inject UZEDY into an area that istender, red, b ised, callused, tattooed,
hard, or has scars or stretch marks,

T
“ | Frent

STEP 9
Cleanthe Injection Site with an alcohol wipe,

STEP10

Remove the needle sheath by pulling the needle sheath sway from the green
hubto expose the needle,

Do not expel any visible air bubble,

E k.

o SN
i
-r._#-. Sy
AT
STEPTI
Pinch at least1 inch of the area of cleaned skin with your free hand.
=S
i
P
STEPI2 '

Insertthe needle into subcutaneoustizsue Gactual angle of injection will depend
on the amount of subcutaneoustissue), Do not apply pressure to the plunger,

STEPT13
Release the pinched skin oncethe needle is in the subcutaneous tissue,

STEPIA
Inject the Medication
« Push on the plunger using 4 slow, firm, and steady push until the
entire dose is delivered,
« Inject the entire dose at one time, without interruption.
« Checkthat the plunger stopper is at the White Collar,
[MPORTANT: UZEDY is wiscous, Resistance will be experienced during dose
delivery, Do not use excessive force in an attemnptto deliver UZEDY faster,

STEP15

Wit 2-3 seconds after the entire dose is delivered before removing the
needle, Slowly pull the needle out from the injection site at the same angle
as insertion,

e 7;_/
S

e e



UZEDY® (risperidone)estended-release inpctabl suspansion
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STEP 16
Activate (lock) the safety needle shield using one of the following methods:
« SurfaceActivation: Place the needle shield on a flat surface and pull the
syringe backward untilthe needle shield coversthe needle tip,

oo

= =<

« Finger/ Thumb Activation: Press either your thumbor finger on the
needle shield and push it forward until the needle shield covers the
needle tip.

=

i
PR

= WF

Therewill be an audible clickwhen the needle safety shield islocked.
Dispose of all syringe components in 4 suitable sharps contain e,

3 DOSAGE FORMS AND STREWGTHS

Extended-mleass inpcble suspansion: sterik, white to offwhite opaque viscous suspansion
available in the Blowing siengths: 50 mgs0d mL 76 mgd0.21 mL 100 mas0.28 mL, 5 mgrizs
L, 150 mg.42 mb, 200 mgf0.56 mL, and 260 mgs0.7 mL

Each strength & provided asa Kt which includes: one single-dose prefilled syringe and one 21
gauge, brE-inch neadie,

4 COMTRAINDICATIONS
IEEDY ks contrmindicated in patients with a known hypersensifeiy © spandome, s metabolie,
palipzrdone, or to any of its components, Hyparsensithity mactions, including anaphylactic
mactions and angioede ma, have been epored in patients teated with ispa idone o rpalip2rdone,
& VL RHINGS AND PRECAUTIONS
5l Increased Martality in Elderly Patients with Dementia-Belated Pswchosis
Edery patients with dementia-elted pewchosis teated with antipsychotic drigs are at an
inceazed risk of death, Bnakses of 17 plhoebo-controlled trhaks (modal durtion of 10 weeks),
lamely in patients &king atypical antipswchotic drugs, mweaked a iskof death in drug treated
patients of betwean 16- 1o 1.7-times the riskof death in plkoebo-teated patients Overthe coumss
of a typical 10week contmlled thal, the mie of death in drug-tmated patients was about 4.5%,
compaed © a rieofabout2 6% inthe pleebo gmup Lithaugh the causes of death wemwanad,
ozt of the deaths appeamd to bo either camdiowascular (.., beart failum, sudden death) or
infections (e.q, peeumania) in natue, Obsarwational studies suggest that, similar to atypical
antipswchotic drigs, treatment with conventional antipswehotic drigs may increasa moaliby,
The extenttowhichthe findings of inc eased martality inobes rational studies may be attibuted
o the antipswchotic drug asopposad © somecharcensticis)ofthe patients i notclear
In two of ur phcebocontmlied friak in eldery patients with dementia-mlated pewchosis,
a higher incidenca of mortality was observed in patients teated with fumsamide plus ol
rispandane when compamd to patients teated with oml risparidone alone orwith plcebo
plus fumszmide, No pathokbgical mechanism has been denfified to explain this finding, and no
consiztent pattern Broause ofdeath was obsersed,
UZEDY i notappmved ©orthe reatment of patients with dementia-elaed peychosis faee Boxed
Wiz rringr &l Wisrning:s anel Precaations (52 1
K2 Cerebrovascular Adverss Beactions, Includin g Strake, in Elderly Patients with
Dementia-Related Psychosis
Cembmyaszcular adwer= mactions (e, stmke, trnsient Bchemic attack), including ftalities,
wemr eported in patientsmean age &5 wears mnge 72 0 97 wears ) in trialzof oml isparidane
in edery patients with dementia-mled pwhosis I plcebocontmlled thak, them was a
significanty higherincidenca ofcembmvastylaradwe me mactions in patients teated with ol
rispandane compamed to patients teated with plceto, UZEDY i not appmoved or the treatment
of patients with demantia- mlated pewchosis fsee Wmings s Precautions (507
k3 Heumoleptic Malignant Syndrome
Neum ke ptic MalignantSyndmme (NM3), 2 potentially ftalsympbo meom ples, bas been epored
in association with antipswehotic drugs, Clinical maniestations of NMS ame by parpy eia, mustke
ngidity, attered mental sttus including deliium, and autonomic instability Cimegular puke or
blood pressume,tachw:ardia, diaphomsis, and cadiac dysrhythmial Ldd tional signs ma include
elwated creatine phosphokinasa, myaglobinuria(rha bdo o ksis) and acute moal &ile,
I NMS B suspected, immedistely discontinee LEEDY and pmwide symplomatic teatment
and manitoring.
b4 Tardive Dhyskinesia
Tamdive dyskinesia, a syndrome consisting of pokentially imeversible, inwoluntary dyskinetic
maovements may develbpin patients treated with antipewe batic dugs, BEhaugh the presalence of
the sy ndrome appaars to be highestamong the eldery, espacialy e derky women, i i im possibk
to predict,which patients will dewe b pthe syndmme, Whether antipswe hotic drig pmoducts ditfer
in their polential o cause tamd e dyskinesia i unknown,
The riskof developing tamd e dyskinesia and the likelihood that i will bacome imeversiblke am
believed to incmasa with the durtion of teatment and the cumulatie dosa, The swndmme
can dewelop, afier mlatvely brief teatment perods, even at low doses, It may ks occurafter
discantinuation ofteatmant
Tamdive dyskinesia may emit, partialbeor completely it antipsychotic teatment i discontinued,
Antipsychotic teatment, tsalf, however, may suppress (or partially suppress) the signs and
sy plomsotthe syndrome possibly masking the undeiving pmoass, The etfoct thatzy mptomatic
supprszion has upon the kng-Em course of the syndmme i unknown,

Gien these considemtions, UZEDY should be prescribed in a manner that is most likel o
mrinim e the accu menc: oftand ive dyskinesia Chonic antipsychotic treatment should gene mlly
be mzerwed Br patients: (1) who sutfer fom a chonic illness that & known to mspond o
antipswehotic drugs, and (2) orwhom alemative, equally etiective, but potentially kss hamiful
treatments am notavailable orappropriste, In patients whaodo equiechonic teatment, use te
lowest dose and the shorest dumtion of teatment pmducing a satiskcion clinical msponse
Perodically eassess the need frcontinued tratmant,

If zigns and symploms of tamdie dyskinesia appaar in a patient freated with UZEDY, drug
discontinuation should be considermd, Howewer, zome patients may maquie featment with
UZEDY despite the prsenceof the sy ndrome

hh Metabolic Changes

Iypical anfipeswchotic drugs hawe bean associaled with metabolic changes that may increass
cardivasularicembmwascular sk Thess mefabolic changes include  hwpemlwemia,
dyslipidemia, and body weight gain, While all of the drugs in the claz hawe been shown o
pmduce some metabolic changes, sach drig has its own = pecific sk pmfike,

Hupembscenia and Diabatas Mellitus

Hypam kcemia and disbetes mellitus, in some cams exteme and associated with ketacdosior
hype memokrcoma or death, hawe been mported in patients teated with atypical antipswchotics
including rspandone Lssessment of the migtionship bedween atypical anfipsychotic usz and
glicose abnommalities & complicated by the possibility of an inceased background rsk of
diabetes mellituz in patients withschizophmenia and the incmasing incidence ofdiabates mellitus
in the gener | po pulation, G e nthesa confunde s, the miationship betwee n aty pical antipewc hotic
uze and hypamlwemia-related adwerse events i not completely understood, Howewer,
epidemiobgical studies suggest an increased rsk of treatment-emergent hypemhce mia-
related advwe e ntzin patients teated with the aty pical antipewc hotics, Prcie nskestinates
for hypemhcemia-melated adwers events in patients teated with atypical antipsychotics ae
nat awailabla

Patients with an established diagnosis of diabetes mellitus who am shred on atypical
antipswchotics, including LEEDY should be monitored mgulary for warsening ofglcose contml
Patients with risk actrs ordisbetes mellitus (eg., obesity, family hisoryof diabeles) who ae
shrting teatmentwith atypical anfipewchatics, including LEEDY, should undemo fsting blood
glucose testing at the beginning of treatment and periodically durng teatment By patient
teated with atypical anfipewchotics, including LEEDY, should be monitord for sympboms of
hypemhecamia including pohkdipsia, pokuna, polphagia, and weakness, Patients who develop
symptons of hypemhcemia durng teatment with atypical antipewe hotics, including IEEDY
shouk undemo fasting biood glucose testing, Insome cams, hwpembcemia has msolved whan
the atypical antipswchatic, including rsperdone, was discontinued; howewer some patients
mequired continuation of antidia batic teatme nt despite discontinuation of isparidane,

Pooled data fiom three double-blind, placebo-controlled schimphrenia stidies and four double-
blind, placeba-contmlled studies in another indication with ol fsperdone am presented in
Talde 2,

Table2:  Change in Random Glucos fram Seven Placebo-Controlled, 3-to 8-Week, Fixed-
of Flexibke-Dose Studies in Adults with Schizophrenia or Anather Indication
with Oral Risperidone

Oral Risparidone
Placebo  Tmgtfmgperday =% mg tolbmg perday
Meanchange from bagline (mgfdL)

H=E55 H=rd8 H=164

Serum Glucose 14 0.8 0.6
Proportion of Patients with Shitts

Serum Glucose 0.6% (L% 0%
12140 mgdd Lo 2200 mgddly  EAR2R) 1302 158

In lange rde m, contm lied and unconimlled shidies in adubs, om| isparidone was s iatad with
a mean change in glcoszof+28 mgidLaties k240 N=15)and +41 mgid Latieek 48 (R=50)
Duslipidamia

Undesimble akemtions in lipids hawe boen obsersed in patients teated with atypical
antipswchotics, Befomar soon afierinitiation of antipeychotic medications, obtain a fasting lipid
pmfik atbaszaline and monitor periodicalduring treatment,

Pookeddatafom 7 placebo contmiled, 3- to 8- week, fised - orflexible dos2 studies inadu btz with
schizophmenia oranotherindication with 0@l speidone ae preserbed in Taie 2

Table?:  Change in Random Lipids from Seven Placebo-Contralled, 2- to 8 -Week, Fized-
of Flexibke-Dose Studies in Adults with Schizophrenia or Anather Indication
with Oral Risperidone

Oral Risperidone
Placebo  Tmg to & mgperday =% mgtol6mg parday
Mean change from bagline (masdL)

Chokstenl H=E59 H=rd2 H=156

Change fom basline 0.6 6.4 18

Trighycerides H=142 N=307 H=122

Change fom basline 174 43 Bk

Proportion of Patientswith Shifts
Chokstenl 27% 4.3% 6.2

(200 mafdLto 2240 mgddl) (100268 [22r156) (96

Trighycerides 11% 27% 2.5

(=500 masdLto =600 mgrdl)  (2080) 8 (2121

In kngertem, cantmlied and uncontmlled studies, oml Aspandone was associated with a
mean change in ta)non-fasting cholkstoral of +4.4 mgfdLat Wee k 24 (N=2211and + 5.5 mgsdL
atWeak 480 N=£86); and (b) non-fasting trighcaides of +19.9 mosfdLat Wea k240 N=R2)
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Weight5ain

Weight gain has boen obse rved with aty pical antipsychotic use, Clinical monitoring of weight
i monmmendad,

Data an mean changes in body weightand the pmpartion of subjects meeting a weight gain
criterion of 7% or greatarof bady weight fmom ¥ plcebocontmlied, 3- to 8- week, fixed- or
flesible-dose studies in adutts with schizophmenia aranotherindication with 0@l fspandone am
presanted in Taie d

Tabk 4:  Mean Change in Body Weight (kg) and the Proportion of Subjects with 27%
Gain in Body Weight From Sewen Placebo -Controlled, 3- to #-Week, Fized-or
Flxzible-Dose Studies in Adults With Schizophrenia or &nother Indication with
Oral Risparidone

0ral Risperidone
Placebo  Tmgto ® mg perday =% mg to16mq per day
n=h971 =3} n=15%1

Weight (kq)

Change fmm basaling 0.2 0.7 22

Weight Gain 200, L 209%,

=% inceaze fmm basaline

In konge e, contmlied and uncontmlled studies, ol ispe idonewas ssociated with amean
change in weight of +4.2 kg atWeek 24 (n=295)and +5.2 kg atWee k48 (n=203)

bk Hyperprolactinemia

Bzwith other drugs that antagoniz dopamine Dk eceptors, fspaidone elkvates pmiactin kvelks
and the ekwation parsistsduring chronic administration, Risperidone 5 associated with higher
kwalsof prolactin elewation than other antipswchotic agents,

Hy pe rpmilacting mia may 50 ppress hypothalamic GnRH, msulting in educed pituitary gonadotm pin
sacmdon, This in tum may inhibit e poductie fupction by impairing gonadal stemidogenesis in
bath ®mak and mak patients Galactorrhea,a me nomhea,gynece mastia,and impote ncs have baon
mported in patients mceiing polctin-ekwating compounds Long-standing hyperpmlactine mia
may kad 1 dec mased bone density in bath femalke and make patients

Tizsue culture experiments indicale that appmxinatel one-thidd of human beast cancars am
pmlactin de pandentin we, 2 aciorof potential imporance ifthe prescrption of these dnigs i
contemnplaied in a patientwith pevioush detected breast cancer Ln increasa in pituitary gland,
mammarygland, and pancmeatic klet cell neaplasia (mammary adenocaminomas, pitiitry and
panceatic adenamas) was obezred in the risperidone caminogenicity studies conducted in
mice and @t sz Manelindes! Briealogw (W00 Neitherclinical shidies norepidemiologic studies
conducied o date hawe shown an association batwaen chronic adminktation of this class
ofdrigs and fumonigenests in humans; the awailable evidence & considemd too limited 1 be
conc lushie at this time,

L Orthostatic Hypotension and Syncope

UZEDY may induca orthostatic hypatension associated with diziness, tachw:amia, and in s0me
patients, syncope, pmbabhe eflecting its alpha-admnemic antagonistic poperties Syno powas
meported in 0.2% (Br2607) of patients treated with oml risparidone in Phase 2 and 2 studies in
adultzwith =chizophmenia,

UZEDY should be used with particular caution in (1) patients with known camdiovasculardisease
(hisory of myocamial infamtion or ichemia, heart filur, or conduction abnormalities),
cembmuazcular disease, and conditions which would pedispose patients © hypolension,
g4, dehwd@tion and hypowokemia and (2 in the eldery and patients with mnal or hepatic
impaiment Monitoring of orthostatic wital signs should be considerd in all such patients, and
adosze mduction shoukd b2 considemd if hypolension occurs, Clinically significant by potension
has besn o b raed with concomtant us2 ofaal s peridone and antihype fens e medication
b Falls

Antipewchotics, including L EDY maw causa somno ke nce, postirl by pobension, motorand sansony
instability which may kad to &l and, consaquenthy, factues or other fll-elated injunes
Samnalence, pasturl by potension, motrand 2oy instability hawe been mpored with the use
ofizperdone For patients, particulary the eldery, with diseases, conditions, or medications that
ool esacerbake thes offects, assess the riskofflls when initating antipew: hotic teatmantand
mcymently forpatients on kg - mant pewchotic them py

k4 Leukopenia, Heutopenia, and 8 granubcytosis

In clinizal trial andfor postmaneting expenence, events of kukopenia’ neutmpenia hawe baon
rported Bnporlly elted to anfipswchotic agents, including fspendona Sg@nulbcviosis has
akn been e ported,

Possible risk factors for kuko penial neutmpenia include pre-axisting bow whit blood cell count
(WEC) and & history of drug-induced keukopeniafneutmpenia, In patients with a pre-existing
history of a clinically significant low WEC or ANC ora history of drug-induced leukopania or
neutmpania, periom a complete biood count (CEC) frequanthy during the first £w months
ofthermpy. In such patients, consider discontinuation of UZEDY at the first sign of a clinically
sianifcantdeching in WEC in the abea nea ofather causative factors

Manitor patients with clinically significant neutmpania ©revwerorather symptoms or signsof
infection and treated pmomptly if such swmploms or sians occur Discontinue UZEDY in patients
with abeo e neutmphil count <10007 mré and B low thei rWEC 0 llowed unfil ooy

510 Potentialfor Cognitive and Mator Impairment

LEEDY like other antipswchotics, may causa somnokence and has the podentialHo impair judgement,
thinking,and matorskilks, Somnakence was a common by epo ted adve se eaction asoc isted with
orl fependone eatment, espacially when ascertained by diect questioning of patients This
adverse maction i doss-related, and in a study utilzng a checklist o detect adwersa mactions,
48 of the high-dose patients oml spandane 16 mafday) mpored somnokence compared to
16% of pace bo patients, Diectquestioning is mome sensithe for detecting adverse mactions than
spontaneous mporting, by which 8% of orl isperidone 16 mgfday patients and 1% of placebo
patie nts @ pored somnokence a3 an adwerss maction,

Patients shoukd be cautioned about opermting hazamous machinery, including motar wehicks,
untiltheyam mazonablycariain thattmatment with IEEDY does not atfectthe madwe rs2 by,
50 Seizures
During premarketing studies of orl ispardone in adult patients with schizphmenia, sezums
occumed in 0,3%of patients (3 out of2 607 patients), two in asociation with by ponatmmia, s
UZEDY cautiously in patients with a history of smimesarotherconditions that poentiall ower
the mmm threshald,
k12 Dvysphag ia
Ezophageal dysmotility and aspimtion have been asociated with antipsychotic drug use
Bzpiban preumania i a common cause of morbidity and morality in patients with adwancad
Alzheimers dementa, Lntipswchotic drugs, including UZEDY, should be used cautioush in
patients at iz kforaspimtion,
k12 Priapism
Priapizm has been mparted during postmarketing surseillance orother isperidone poducts
B caszaof priapism was mportad in pemarket stidies of IWEDY Savam priapism may requie
sumical interwention,
b4 Body Temperature Requlation
Disruption of the body's ability © mduce com body fempemtue has been attributed o
antipsychotic agents Both hyperthe mia and hypothe mia have bean eporbed in association with
ol rispenidone us S0 w0 s esem s, expos ue toexte me heat,de kydation,and antic haline mic
medications maycontribuie to anekwation incom body Bnpertime; we IEEDY with caution in
patients who may esperien thess conditions
] ADVERSE REACTIONS
The following ame discussad in mome detail in othersections ofthe labaling:

= Inceazad mortality in eldedy patients with dementia-mlated peychosis fsee Bored

Wiz rnineg &l Wisrning's o P ecattions (510

= Combrovascular adwerse events, including stmke, in eldery patients with dementia-
mlated pewchosis fses Warnings and Precautions (520
Neumleptic malignant syndmme fsee Werninas e Precations (B30
Tadive dyskinesia See Warnings e Precautions (B4
Metabolic changes Gee Warnings and Precaubions (S0
Hy porpm lactine mia fses Werfmgs s Precaations (560
Orthostatic hypotension and syncopa Gee Wemings s Precaations (570
Falks [see Wirninegs &l Precations (REN
Leubopania, meytmpenia and agmnulocytosis Gee Wernings e Preceutions (5,907
PFotential forcognitiee and motorim paimrent fee Wernings snd Precections (& K507
Saimums e Wernings s Precaations (& 0
Mhsphagia [see Wernings am Precautions (B EN
Priapisin [5ee Warnings and Precautions (S50
By e mpe mtune regulation e Wernings ana Precauions (LM
61 Clinical Trials Experience
Because clinical tiaks am conducted under wideh warying conditions, adwerse maction mbes
ob=arved in theclinicaltrialks of a drig cannot bediectly compamed to =hes in the clinical friaks
of anothardrug and may not eflect the rates obsarved in clinical prctice,
The sakty of IEEDY fr the teatment of schizoph eaia in adults i basad on adequatke and
well-contmlied studies of ol isperidone in studies of patients with schizophmenia and other
indications The resylts of those adequake and wellcontrolled studies am presnied balbow
The data deszribed in thissection am derved from a clinicaltrial datbasa consisting of 9,802
patients exposed to one ar mom doses ofoml dspandone ©rthe eatmentof schimphmenia
and other peychiatnc disomders Of thesa 9,802 patients, 2687 wem patients who moeied
ol rispandane whik partticipating in double-blind, placebo-contmlled frials The conditions
and duration of teatment with oml fsparidane waried greatly and included (in owerapping
calegones) double-blind, fised- and flexible-dose, phoebd- or active-contmlled studies and
opan-lbal phases of studies, inpatients and outpatiants, and short-em (up o 12 waaksJand
longerte o p o3 wears) expasy res, Safaty was assessed by collecting adverse mactions and
perioming physicalesaminations, wital signs, bodyweights, labomtory anakeses, and LGEs
Injection site mactionsfor IEEDY presantad in this section (see "injection Site Reactions with
UZEDY badow) ame based on a madomized withd mwal study in patients with schimphmenia
consiting ofa 12aweek opan-kbe | oml risperdone (2 mg 1o b ma)stabilzation phass, Dllowed
by a ploabocontmiled phase in which patientswer mrdomizd © EEDY (once manthl or
onceewery 2 monthshorplacebofora wanablke ime untilimpanding elaps: orstidycompletion
Taee Clinde ol Shodbes (B
The sakty of UZEDY was evaluated in a btal of 740 adult patients with schizophmenia who
meceived 4t kastl doseof LIEEDVduring the clinicaldeve b prrent pmgrm, & totalof 251 patients
wemrexposad o IEEDY for at lkastE months, of which 221 patients wem exposad to UZEDY ©r
at keast & months, which included 12 patients expozd o once manthh and 109 patients
once ewery 2 months dosing mgimens In addition, 2 patients wem exposad to UZEDY for at
leazt 24 months,
Ddverse Reactions in Stidies with Ol Rispeidane
The mest common adwerse mactions in clinical naks of ol fspendone (5% and twice placeba)
wem parkinsanizm, akathisia, desonia, tremor, sadation, d Eziness, anxiety, blumed vision, naus2a,
wimiting, upperabdominal pain, stomach disco mfort,dyspe peis, diamrbea, salvang hypersacmetion,
constipation, dry mouth, increasad appetite, increazed weight, ftique, msh nazal congestion,
U ppar espirtory ot inlection, nazopharyngitisand pharenge laryngeal pa
Carrn oo n b0 besarved Adversa Baactions in Doubla-Blind, Pla:et-:uEnntrnIiedElmt:alTnats Bl
Patients with Schimophrenia Treated with O ral Rispo idane
Tafle & lists the adwemsa reactions mpared in 2% or mom of orl dspendone teated adult
patientswith schizophmenia in three 4- 10 Saweak, doubke-blind, place bocontmiled frials
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Tableh:  Adwerse Reactions in =2 of Oral Risparidone Treated Adult Patients (and q reater

than placebo) with Schimophrenia in Doublke-Blind, Placeba-Controlled Trials

Percentage of Patients Reportin g Beaction
Oral Risperdone
SystemdOrgan Chss 2mgto ¥ myg perday|=%mgt 16 mg perday| Plcebo
Dverze Feaction (H=2EE6) H=194) H=225)
Cardiac Disorders
Tachwamia 1 2 1]
Eve Disarders
Vision blured 2 1 1
Gastrointestinal Disarders
Nauzza 9 4 4
Consfipation 2 g9 [
Diyspe peia 4 [ 5
Ory mouth 4 1] 1
B bdominal discombrt 2 1 1
Salvary hypesecetion 2 1 K
Diarmhea 2 1 1
General Disorders
Fatigue 3 1 ]
Chest pain 2 2 1
Dsthenia 2 1 <1
Infections and Infestations
Nazopharyngitis 2 4 2
lppear rspimtory ot 2 2 1
inkection
Sinus tis 1 2 1
Urinary fmctinection 1 2 1]
Inuestig ations
EBlood ceatine phosphokinass 1 2 =1
inceazd
Heart mte inceazad K 2 0
Muscubsteletaland
Connective Tissue Disonders
Backpain 4 1 1
Lrthrlgia 2 3 <1
Pain in eximemity 1 1
Heruous System Disarders
Parkinzanism® 14 17 2
Dlcathizia* 1 1 2
Sadation 1 5 2
Diziness 7 4 2
Dysionia* 3 4 2
Temor 2 2 1
Dizziness postural 2 1] 1]
Psychiatric Disorders
Inzamnia a2 25 27
Lnziety 16 1l 1l
Respiratory, Thoracic and
Mediastinal Disorders
Nazalcongestion 4 [ 2
Dyspnea 1 2 ]
Epistaziz <1 2 ]
Zkinand Subcutaneons Tissue
Disarders
Rash 1 4 1
Dryskin 1 2 1]
Vagzular Disarders
Orthostatic hypoknsion 2 1 1]

“Parkinzonizm inclides extrpyrmnidal disoder, musculbskeletal stifness, parkdnsonism,
coguheel rigidity, akinesia, brdykinesia, hypokinesia, masked fcies, musck rgidity, and
Parkinzon'sdismase, Lkathisia includes akathizia and matkessness Dystonia inc lides dystonia,
mustk spasms, muscle contrctions invalunGry, musske contretym, oculbgy@tion, tongue
parhsiz Temoring udes temar and parkinsonian esttemor

Other 8dwers: Reactions Observed During the Clin ical Trial Evaluations of Oral Risperidone

The D liowing & a list of addifional adversa drug eactions that have been reparted during the
clinicaltrialevaluation of ol fsparidone:

Blood g Lpmphatk: Spgam Disordsrs: anemia, gmnubeytopenia, neutmpenia

Cerake Weorders) sinus badweardia, sings tachvcamdia, atnowentricular biock fist degmes,
bundle banch biock left, indle brnch bock ight, afrioventicular block

Ezrand Labpdinth Disordars iear pain, tinnits

Endocane Dsordzrs: by prpmactine mia

Epe Digowd s ocular hypammia, eve dischame, conjunctivitiz, eve miling, eweld edema, eve
swelling, evelid mamin crsting, dry eve, lermation increasad, photophobia, glaucma, visual
acuity mducad

Gerolmesing! Disorders) dysphagia, ®cakima, fecal incontinence, gastritis, lip swelling,
¢ heilitis, aptwalism

Gensre! Disowders: edema peripharal, thirst, gait disturbance, chest dizcomfort, chast pain,
influe nza-like illness, pitting ede ma, ede ma,chilks, sligg shness, malais, oo edema, disomi,
generlizd edema, d g withd mwalsynd mme, p2iphers lcodness, ®eling abnomal

Irmone dprgar Dsondere dmig hyparsans ity

Iimfectbons e Ifestations pneumonia, influenza, ear inkction, viml infection, pharengitis,
tomsillitis, bmonch itis,eve inection, bealizd inkction, cystitis,cellulitis, otits med ia,o mchomwosts,
acamde matites, bioncho pre ma nia, espistory act ifection, techeobmnch itis, otz mediachmonic
Inwegtigations: body empertie inceased, blood pmodactin incmased, alanine amintrRnse R
increazed, elctmcadiogr@m abnramal, eosinophil count increased, whit blood call count
decmazad, blood glicose increased, hemoghbin decmaszed, hematocrit decreased, body
temperature decmasaed, blood pressume decreased  transamin ases inc masad

Mtz balon 2nd Nutition Disand e decmasad appetite, palwdipsia, ano mxia

Moscoksketatzl, Connective Thas &nd Lonz Disovdars pint swelling, joint stitfness,
mustybskeletalchest pain, pastime abnamal, mealgia, neckpain, muscolar weakness, mustke
rigidity, rhabdomyolysis

Nerwous Spstem Disarders balance disomer, disturbance in atention,dysarthnia, unmsponsie
to stimuli, deprssed kewel of constiousness, movement disomer tmnsient kschemic attack,
coominationabnammal.cemr brmwascy laracs ident,speec hd o mderzyncope, bss ofconsciousness,
hypoesthesia, Bmdive dyskinesia, cambal ichemia, cembrovascular disomer newmilepltic
malignant zynd mme, diabetic coma, head titybation

Pepeiztric Dsordersagitation, blunted atiect,confusional state, midd le insomnia, ne o usness,
sloepdiEomer listkssness, libido decmasad, anomasmia

Benzl e UhnerpDisordars enums s, dwsuria, polakiuria, urinary inconting pos

Beprodictive Spstemand Brezg Disord as menstration imegularn amena mhea, qeneca mastia,
galactomhea, waginal dischame, menstrualdisorder, erectike dysfinction, mtmg ede ejaculation,
ejaculation disomer, sxual dysfunction, breast enlamge ment

Becpirstory Thosck, and Madizing! Dicoxdzrs: wheazing, preumania aspimtion, sinus
congestion, dysphonia, pmductive cowgh, pulmonary congestion, mspiriory tret congestion,
R ks, mapirirydizoder hyperventilation, nazaledema

Sk end Sobcotznacos Tesae Dicowdars enthema, skin dismob@tion, skin kesion, pruntus,
skin dizomer, msh erythematous, msh papularn azne, hwpe fe ribsis, sbomheic de matitis, Rsh
genemlizmd, msh macu ko papular

l-’as-:u.farﬂmdm hyp:utensnn.flushlng

LI ) R |1
.ﬂ.ppmxlmately T iiﬂ.l’EEllJ u:uf nml nspe n:Iu:une treateu:l patents in double-blind, plceb-
contmlied triaks discontinued teatment due to an adwerss maction, comparad with #% (107225)
who weme moaiving placebo, The adwerse mactions azsociaed with discontinuation in 2ar man
ol nzpendone freaed patients weme;
Table £ Adwerse Reactions Associated with Discontinuation in =2%of Oral Risperidone-
Treated Adult Patients in Sch mophreniaTrials

Oral Risparidone

2mgto 2 mg perday | =% mg w16 mgperday [ Plcebo
Adwerse Reaction [H=266) H=194) H=225]
Dizziness 4% 53 %
Naisa 4% (% (%
Wamiting 0.8% (% %
Farkinsanism 0.8% 113 0%
Samnoknce 0.8% 113 0%
hsionia 0.5% % 0%
Dgitation 0.5%. 123 0%
Abdominal pain 0.5% 14 0%
Orthostatic hypotension 01.3% 01.5% %
Llathisia 0.3% ) 0%

Diszontinuation ©or extrpyrmnidal symptors Gncluding Parkinsonism, akathisia, dystonia,
and e dywsknesia) was 1% in placebotmated patients, and 2.48% in actie contml-eaked
patients in a double-blind, place bo-and actie contmlied trial

Dz Doponde ney of Adwe rse RBeactions in Clinical Triaks of Om | Ris peridane

Extrapyramidal Symptoms

Data fmm two fised dose frials in adults with schizophmenia pmvided evidence of dosa-
mhtedness Bor extrpyrMidal symptons asociated with ol Asperdone teatment, Two
methods weme yzd © measune extrpy @midal sympoms (EPS) in an &week frial comparing
4 fized doses oforl isperdone (2, 6,10, and 16 mgsday), including (1) a Parkinsonism scom
{mean change fmm basaling) fom the Extrapy mmnidal Symptom Rating Scale, and (2 incidencs
of spontaneaus complaints of EFS:

Table 7. Estrapyramidal Symptoms Associated with Oral RisperidoneTreated Adult
Patients inan &-Week Fized Dose Schizophrenia Trial
ral ral (ral (ral
Risperidane | Risperidone | Risperidone | Risperidone
Doge Groups Place b 2my b my 10my 16 mg
Parkinzonism 12 04 14 24 25
EFS Incidanca 13% 1% A% W 5%

Similar methods weme ys2d 0 messue extrpyamidal sympoms (EFS) in an Sameek thal
comparing b fised doss oforl nsperdone (1,4, 812, and 16 mg/day):
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Table ®:  Extrapyramidal Symptoms Sssciated with Oral Risperidone Treated Adult
Patients inan % -Week Fized Dose Schizoph e nia Trial
Dose Graups Oral Oral Oral Oral Oral
Risperidone | Risperidone | Risparidone | Risperidone | Risperidone
1myg 4myg 4 myg 12 Mg 16 my
Parkirsonizmn (.5 17 24 24 41
EPS Incidence T 15 7% o A%

Changesin Body Weight

Iz ight gain was obearved in short-em, contmlled trhalks and longe r-term uncontmlled studiesin
adutts e Wernings andPreceotions (B8 amfAdberse Bezotions (51

[stania

S}E?npmrrs of dystonia, pmionged abnomal contrctions of musck gmups, may oosurin
susceptible individuals during the first w davs ofteatment, Dysionic sympho ms inc lude: spasm
of the neck musclks, sometimes pmgrssing to tightness of the throat, swallwing dific oty
ditficutty breathing, andfor pmtrusion of the tongue Whik these swnptoms can occur at low
dogaes, they occur mome frequenth and with greater severty with high potency and at higher
dozas of first gene mtion ant pewchatic drugs, An elevated risk of acute dystonia s obsareed in
malkes and wiungerage gmups,

Other Adverse Reactions

Idverse maction data elicited by a checkist forside effects from a lame sidy comparing 5 fised
doses of ol isperdone 0,4, 812, and 16 mgiday) we e explomd for doss -eledness of adve s
events L Cochran-Bmitage Test Drimnd in thess data mvealked a positve end {p=005) Br the
W llwing adwerse mactio ns: somnolence,wisionabnormal, dizzness, palpitations, weightincmas,
emctie dysfunction,ejacylation disomer, sxcual function abnormal, 3 ue, and skin discolortion,
Changesin ECG

Batweengmup compansons ©r pookd ploeboconimlied ak of orl depandome in aduls
mveakd no statitically sianificant diteences betwean oml fspandone and placebo in mean
changes fmm baseline in 5 pammeters, including OTOF:,and PR inkersak.and heart gha When
alloral ispe idone dosss wen paokd fmm @ndomizd contmiled fiaks insewe s lindications, thee
Wz A mean incmasain heart mheofl beat par mingte compaed fo nochange frplcebo patients
In short-term schizophmenia thals, highe rdoses of oml fspeidone weme assaciaed with a highar
mean incmeas in heart e compamd to placebo (4o 6 beats parminote)

Injection Site Reactionswith UZEDY

Loc:al tolera bility assessme nts wem administe ed o patients who repobed injection site adwe =2
mactions in a radomized withdrwal study with IEEDY in adult patients with schimphrenia,
The injection site was assessed by appmprakly fmined parsonnel fhroughout the clinical
development pmg @,

Allinjectionsite reactions (nodule, prurites,e rethema, mass.and swe lling) were mild to mode Ete
in sverity with the exception of 1 casa of sovere prurtuswhich msobed ater6 days Injection
sile mactionswemr mported in 22 patients(13%) in the ploabo gmup, 26 patients (20%) in the
IEEDY once monthly amoup, and 37 patients(21%) in the LEEDY once every 2 manthsgmup The
ozt comman injection sie mactions were: noduke (™ ineach UZEDV-tmated gmupand 2% in
the placebo qmupland prurtys (5% and 2% in the UZEDY-teated once manthh and onceewery
2 months gmoups, espactively, and 2% in the placebo gmup)

62 Postmarketing Experience

The ©llawing adwerse mactions have been dentified during post-appmval vz of 0@l Aspandane,
Becayze thes: mactions ar mpored wlunia ke fom a population ofuncerins @2, i & not awas
presible to mliably estimate theirfequency orestablish a causal elstionship to d g esposume,
Thesa advwers: mactons include: alopacia, anaphylactic maction, angoedema, atral fibrllation,
cadiopulmonary amest, cataionia, diabetic kebacidosis in patients with impaied glucoss
metabolism, dysgeusia, by poghcemia, hwpothermia, ik s, inappmpriste anfidivetic hamane
secmtion, intestinal abstruction, jaundice, mania, pancreatitis, pituitary adenama, peocions
pubarty, pulmonary e mbalism, OT pmongation,slee p apnea sy ed rome, 50 mna mb lism, Sevens -
Johnzon syndrome and tozic epidemal necm b iz (SESTEN), sudden death, thmombocyto penia,
thmmbotic thmmbocytopanic prrpur, urnary ehention, and waterintosication,

Postmarketing cases ofextmpyra midal swnpto s idvstonia and dyskinesia) hawe baen epored
in patients concomitantly wking methylphenidate and risperidone when them was an incmass
ordecmass in dosage, initiation, ordicontinuation ofeither or bath medications

7 DRUG INTERACTIONS

The intermctions of IEEDYwith co-administation of othe rdrugs have not been shidied, The drug
interaction data provided in thissaction s based on studies with ol fspendone

7l Drugs Having Clinically Important Inte ractions with UZEDY

E iz Jincludes clinically significant drug intemctions with L2 EDY

Tabke9:  Clinically Impartant Drug Interaction s with UZEDY

Strang CYF2D06 Inhibitors

Clinde s tmpect: | Concomitant vz of IEEDY with stmng CYP206 inhibitors may incmasa the
plsma exposume of Asperidone and lowerthe plasma exposume of 4 major
active metabol e, 9 -hwd meyns pandone fsee Oindea! Pharmeeokor (E.200
WWhen inifistion of stmpg CYPZ06 inhibibrs is consdemd, patients may
be placed an the bwestdose (60 mg ance monthly ar 00 mg once every 2
manths)of EEDY priorto the planned strt of stmag CYF2D6 inhibitors o
adjust ©or the expecied incmase in plhsma concentmtions of risperidane,
I hen stmng CYP2 06 inhibito rs am initiated in patients moaiving UZEDY 50 mg
once monthk ori0) mg once every 2 months, #is eoammendad o continge
treatme ntwith the same dosa unkess clinical judg ment necessitales inle miption
of IEEDY featment, The etiects of discontinuation of stmng CYF2DE inhibitors
onthe phamaco kinetics of isperidane and 9-hwd msyrispandane have not been
studied fzze Cindea! Bamrecolay (B35

trder werdion

corgined

Stran g CYP20.4 Ind ucers

Clindesd mpect: [Concomiant us2 of EEDY and a stmong CYF04 inducer may cause decmases
in thecombined plasma concentations of nspendone and 9-hwdmeyispandane
whichcoul kead to decmasad efficacy of IFEDY [aze O & Bermecolodr (€30

trderwertion: [Changes in efficacy and safety should be camfully monitored with any dosa
adjustrent of UZEDY Btthe initiation of the @ pe with astmng CYF04 inducer,
patients shoul b2 chse by monitomed during the first 4 o & waeks In patients
mcefving LEEDY ata specific dose, consider increasing the dose to the next
highestdose In patients meetving LEEDY125 mgonce monthkor2580 mg once
evary 2 months, additionalo = ispeido ne the @ py may need to b cons idemed,
On discantinuation of a stmong CYF04 inducer, the dosage of UZEDY oramy
additional ol risparidone thempy should be mevaluated and, if necessany,
deceazad o adjust for the expocied incmasa in plsma concani@tion of
rizparidone and 9-hydmeyrisperdone For patients teated with UZEDY 50
mg ance manthly or WEDY 100 mg ance every 2 months discontinuing fmom
a strong CYP304 inducer, it i mcommended o continue teatment with
the zame dose unkss clinical judgment necass tates intemupton of UZEDY
teatment [see osage snd ddminidration (2.0

Centralh-8cting Drugsand Akeahol

Clindest tmpect: | Dueto additive phamacobgic etfects, the concomitant vz ofcentmlly -acting
dmgs, including akeohal, may increas nerwus systen disomders

Caution should be uwsd when UZEDY i adminkterd in combination with
other cantrall -acting dnigsorakohol

Hypotens e Agents

Clindeal mpect; | Because of s polential for inducing hypoension, UZEDY may enhance the
hypotens e effocts ofotherthe mpeutic agents with this polential,

Caution should be used when WEEDY i administerad with other them peutic
effects of otherthera pautic agents with this potential

Dopamine Agon ists

Clindes mpect: | Bogntswith centralantido pamineny ic actieity such as UZEDY may antagon e
the phamacalogic effects ofdopamine agonists

Caution should be uwsd when UZEDY i adminktermd in combination with
lewadopa and dopamine ajonists,

Methyiphenidate
Clindest mpect: [Concomitant sz with methyiphenidate, when them i chamde in dogage of
aithar medication, may incease the iskofesta pyramida l s pho s (EPS) [ze
Adfierse Beacfors (520

trderwertion: | Monitor o rsympbons of EFS with conco mitant use of LIEEDY and methy Iphenidate

trerwe rtione

trerwe rtione

tre rwe rtione

T2 Drugs Having Mo Clinicalby Important Interactions with UZEDY

Bamad on phamacokinetic stidies with oml fspandane, no dosage adjustment of UZEDY &
mquired when admintterad concomitantly with amitriptyling, cimetidine, roitidine, clozaping,
topirmate, and moderta CYP204 inhibibo rs (e reth mmyeind, Sdditionally, no dosage adjustment
is necessany for lithivm, walpmate, ©pirmate, digoxin, and CYF206 substates idone paril and
galantmineiwhen co-administemd with UZEDY Gzze Ciindea! Pharmacodooy (E.200

4 USE IH SPECIFIC POPULATIONS

21 Pregnancy

Preqgnancy Exposum Bagistry

Them i a pegnancy expasum mgistry that moniors pegnancy autcomes inwomen exposad
atwpical anti pswchotics, including UZEDY, during pregnancy Heatthcam provide s am enpcoumged
o mgister patients by contacting the Mational Pregnancy Registry for Rhypical Sntipswchotics
at 18669612288 or online at Ao womensmnendziie sthosrie e dendressreh-rroosms’
T e

Risk3ummary

Neanates exposed 1 antipeychotic drigsduring the thind timesterof pregnancy am at iskor
extmpyrmnidal andfar withd Rwal spmptoms Bllowing delery (s Cinkes Considarations)
Owerall, awailable data fmm published epidemiobgic studies of pregnant women exposed
rizparidane have notestablished a drug-associated rsk of major birth defocts, miscamage, or
adwerss matemal or fetal outcomes (see Datz) Them am risks to the mother azsocialed with
untreated s:himophmenia and with expose e to antipews hotics, including UZEDV.during pregnancy
(s Clinfes! Conside rations),

Oral administmtion of risparidone to pregnant mic caused cleft palate at dosas 3- o d4-times the
ol mazimum recommnendad human dose{MRHD) of 16 mgsdaywith mate mal toxicity o bes red
at d4-4imes MRHD basad on madré body surface ama, Rispardone was not temtogenic in mts
or Abbitsat doss upto 6-times the ol MEHD based on mgfm2 body surace ama, [ncmasmd
stillbirths and decrasad birth weight occumed afteroml s pandone administmtion o pegnant
rats at1.54imes the ol MRHD based on mafm? body surface ama, Leaming was impaired in
offzpring of mts when the dams wemr dosad at0.6-times the ol MRHD and affspring morality
inceased atdosos0,1-10 2 4imes the o= | MRHD basad an g/ ré body surface ama,

The teckgmund risks of major birth defects and miscamiage for the indicated population
iz unknown, Al preqnancies hawe a backgmund risk of birh dekct, loss, or other adwess
outcormes In the L5 generml population, the estimated baclgmund nskof majorbirth defects
and miscamiage inclinically meognized prgnancies is2to $% and 16t 0%, e pactie b,

Clinica| Cons demtinng

Disez ez asociaded materna! andvor smibrvodiets sk

Them i anski the mother fom unteated schizophmenia, including incmased risk of mlapee,
hospitalzation, and suicide, Schiophenia & associated with incmasad adverse parinatal
outcomes, including prefemn birth, It i not known if this i a direct resyltofthe ilinessarother
camarbid o,
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FetaliNeorstal Adve rse Begotions

Extrapyramidal andforw ithd real zmptoms, including agittion, hy perionia, hwpotonia, emar,
somno ke nce, espitory distess, and ®eding disorder have boaen mpored in neanates who we e
expoed to antipswchotic drugs, including rspandone, during the thid trimester of pegnancy
Thesa swmphams have varied in sverity Monitor neonates forextaperamidal anddorwithd rwal
ymplomsand manage swnpho s appmpriate b Some neonates meoverd within hoursordays
withouts pecific treatment; others mquired pmlonged hospital zation,

Dty

Rumen etz

Published data fom obes rational sidies, birth mgisties, and casa mportson the v of aty pical
antipews botics during pregnancy do ot eport a clkar association with anfipsychotics and majpr
birth defects b prepactie obsersational stedy including 6 wamen teated with fspandaone
demonstrated ploental passage of dsperdone, & mimspective cohort stidy fom a Medicaid
database of L2658 women exposad © antipswchotics during pregrancy did not indicate an owe @l
increasad rskormajpr birth defects, There was a smallincmase in the riskof major birth defects
[RR=1.2,90%Cl = 102 to 1567 and of camdiac malibmations (RR=1.26,95%Cl = 08840 181)in a
subgmupoflsEs women exposad to isperidone durng the first fimester of pranancy; howewer,
them iz o mechanismofaction toexplain theditfermnce in makormation s

Arime! dats

Nodevel pmentalosicity studies we e cond ucted with subcutaneo s ispendone suspension
Ol adminiztation of isperdone to pregrant mice during omanoge nesis caused cheft palte at
10 mi bydday which is 2 4imes the ol MRHD of 16 moiday based on mafm? body surface aea;
matemal oxicity occumed At 4-times the oml MRHLL Rispandone was mt temibgenic when
adminkemrdorll b Etsat0s to10 mollgrday and rbbits at0,2 05 molfkasdaywhich am upto
6 -fimes the or | MRHD of 16 ma/day rspandona basad an mgf e body surface ama Leaming was
impaird in ottspring of Rts dosed 0@l hmoughout pegnancy at1 maskglday which is 06 fnes
the ol MRHD and neumnal cell death increasad in &tal brins of ofepring of mts dosed during
preanancy atland 2 mof knday which ame 05- and 1.2-times the o MRHD basad on mgfrd body
surface ama; postnataldewe bprentand gowthofthe atfspring we e a ko de lwed,

Rat offzpring mortality inceazed during the fist 4 days of hektion when pegnant mts wem
dozad thmughout gestation at 0,16 to & mgfkarday which am 0.1- to 24imes the ol MRHD of
16 ma/day basod on mas i body surface ama, It & not known whether thess deaths wem due
o a direct effect on the ®tuses orpupsor b etfects on the dams: a no-effect dose could not be
determined, The mte of stillbiths was inceased at 2.5 mgd kg or 15 dimes the ol MRHD basad
on mgs e body surface amea,

In a mt cmoss-foskeing study the nembe rof e offzpring was decreasad, the numbe rof stillbirths
incmeazad, and the bith weight was decmazad in offspring of drug-teated prgnant @iz In
addition, the numbarof deaths inceased by Dayv 1 among offspring of drugtmated pregnant
rats, mgand less of whetheror not the offspring wemn cmss-foskemd, Rispenidone ako appeamed
o impair matemal behaviar in thatottzpring body weight gain and survival {fom Day 1 to 4 of
lactationywe e reduced in otfzpring bom to control but mamed by drog-treated dams Allof thess
atfectsoccumed at & maf kg which i 2-times the ol MRHD based on mgd ré and the only dose
tested in the study

82 Lactation

Limited data from published lfertum mepors the pesanoe of nsperdone and its metabolie,
9-hwdmzyrzpandane,in human breastmilkat miatie infant dos2 maging batween 22 and 4.7%
ofthe matemalweight-adjusted dosage, Them am mpo s ofsadation, filume o thrive, jiteriness,
and extrapymmidal symptoms (e mors and abnomal musske nosenents) in breastied infants
expoed to fspe ndone (s CFmfes Conaide radions)

Them i no intomation on the etfects of fspendone on milk pmduction, The developmentaland
health banefits of brasteeding shoukd b2 considerd abong with the motherk clinical nesd for
UZEDY and any potential adve e effects an the breastied child fom WEEDY or fom the mother's
underving condition,

Infants exposad to IEEDY thmugh breastmilk shoul be manitomed forescess sadation, failie
o thrive, jithe iness, and exira peamidal symptoms (e mo s and abromal muss ke move ments)
23 Femalesand Maks of Reproductive Potential

Infartility

Femgles

Basad an the phammacokgic action of sperdone (0 mceplor antagonism), teatment with
UZEDY may mesult in an incmeass in semm pmlactin kvels, which may kad © a mwersibe
meduction in fertility in femaks of mpoductive pobential feee Wernings and Precaubions (.60
L4 Pediatric Lse

The sakty and effectieness of UZEDY have not been established in padiatnc patients

Juvenile fnia | Toxjcity Data

No jusenile animalstudies wee conducied with subcutaneous fsperidone suspansion,

Jiwenile dogs weme freated with oml rspaidone fom weels 10 to 50 of age fequivalkent to the
period of childhood thmough adokescance in humans), atdoses of0,21,1.25, ok moskgfday Bane
kngth and density weme decrmazad with a no-etfect doseof 021 mgs knfday; this dosa pmducad
plama BUC of rsperidone plus its active metabolite paliperidone (3-hwd mesrs perdone)
that wem similarto those in childen and adoksonts meeiving the oml MRHD of 6 mgsday
In addition, sesual matimtion was delaged atall doses in both males and £makes The abow
affects showed littk orno mwersibility in females aflera 12 waek dnig-free meowery peiod,
Juwenile @tz teated with ol s perdone fomdays 1210 50 of age equivalkent to the parod of
infancy thmugh adokescence in humans) showed impaied kaming and memary perfomancs
(meversiblke onky in females), with a no-effect dose of 163 mas kosday which is 0.5 times the ol
MRHOof 6 mgfday orchidren, based on mgd rf body surkce ama, Thisdose pmduced plsna
BIC of rsperdone plus paliperdone abaut half the exposum obserad in humans at te oml
MRHD Mo other consistent effects on neumbehavior| or repmductive devalopment wame sean
up o the highesttested dose of 1,26 maskgl/day which i1 time the o=l MRHD and pmducad
plama BT of rspandone plus palipandone thatwem abaut two thids of those obsareed in
humans atthe ol MRHD of6 mgfday orchidmen,

i Geriatric Use

Clinicalstidies of LEEDY in the teatmentof schizophreniadid not include patients olderthan 65
years to detemine whetherornot they respand ditfeently fom wunder patients,

In ganerl, dose salection for geratnc patients should be cautious, wsually starting at the low
end of the dosing rnge, mfiecting the greakerfmquency of decreased hepatic, mnalorcamiac
function, and of concom tant disease orother drig thempy

UZEDY zsubetantialb excreded bythe kidneys,and the riskof mactions may beqmaterin patients
with impaired mnal function, Becaus genatnc ptient am mome likel to hawe decmazed renal
function, cam should be taken in dosa salection, and it may be usaful o monitor renalfunction
Taze Wernings ana’ Prec attions (5.7 anal Clindea! Pharmeoataoy (T30,

Ederty patients with dementia-mlated pew:hosis teaked with LEEDY am atan increased riskof
death campamd o placebd, LEEDY i not appmoved or the teatment of patients with dementia-
mlated peychosts Gee Boved Warning ana Wirnings and Precattions (5.0 52010

26 Renallmpairment

In patients with maal inpaiment, ek with oml fspeidone (up to at kast 2 mg dail) belome
initiating treatme ntwith LEEDY [zze Dossge snafddmin deioniz 2) sndCindes! Blgmmeeologr (€25
UZEDY was not stidied in patients with menal inpaiment

T Hepatic Impairment

In patients with bepatic impaime n, titee with o@l dspandone (upto at kast2 mg dail) et e
initiating treatme ntwith LEEDY [zze Dossge snafddmin deioniz 2) sndCindes! Blgmmeeologr (€25
UZED'Y has not been studied in patients with hepatic inpaiment; however, such etiect has baen
investigated withorl fspeidona

LR Patients with Parkinson’s Disease or Dementia with Lewny Bod ies

Patientzwith Farkinson'sdisease orde mentiawith Lewy bodies canexperence incmased sansithity
to UZEDY Mani&stations can includa co nfusio n,o bbu ndation, postirl insta bility with frequant flks,
ext@py@midal sy mpioms, and clinical Batues consitent with neum keptic malignant synd mme
0 OVERDOSAGE

Human Ezpariance

No cases ofoverdose were reparted in premarketing studieswith LEEDY,

In premarteting experience with oml risperidone, them weme eight mports of acule fspandane
ovemozage with estimated dosas mnging fom 20 40 200 mg and no fatalities In geneml,
mported sians and symptoms were those msulfting fmm an exaggermtion of the drugs known
phamacmbgical effects, ie, dmowsiness and sadation, Bchycamia and hypotenszion, and
extr@pyr@midalsem ploms, One case, invobing an estinated owedose of 240 mg,was as=ciaed
with hyponatramia, hypakalemia, pmionged OT and widenad ORS. Bnother casa, imolving an
eztimated ovemoss of 26 Mg, was asocizted with 2 i,

Postmarketing experience with oml fsperdone inclided mports of acule owemdosage with
eztimated doses of upto 30 mg. In genaral, the most frequenthy epaed signs and symptoms
am tho= msulting fom an exagemtion of the drgs known phamacobgical effects,
i, dmwsiness, sedation, tachwardia, hypotension, and extmpymmidal sympoms, Other
postmarketing adwer= mactions mlated to orl isperidone ovwemoss include pmionged OT
inkerval and convuksions, Torsade de pointes has been mpored in association with combined
ovemos: of ol isperdoneand parosetine

Managementof Sverdnzage

Them is no specific antidote © rspandone, Pmwide suppartive cam including chose medical
suparvizion and monitoring, Teatment shoukdd consist of generml measums emploved in the
management ofovwe dosage with anydrug, Considerthe possibility of multiplke dig ovedosage
Ensum an adequate aingay.oxwaenation, and ventilation, Monitorcamiae rythm and wital signs
Consider contacting the Paizon Help Line {1-800-222 42220 ar medical bricologist fr additional
ovemozage management eoommendations

1 DESCRIPTION

UZEDY containg risperdone, an atypical antipswchotic, Rispendone belongs o the chemical
ches of benzizozamle derwatives The chemical designation 3-[2-[46 -flyom .2 -benzoxaml-
3yl) pipandin gl ety -2-methyl 6,78 3 tetra hyd opyndo[1 2-a] perimidin-d-one, s mokcular
formula i CaHgFNOeand its mokcularweight i 0.5 gfmal,

The structimlfomuk i

H-=g,

T _.-J“-\-..‘_/A =

8] | II'::'_ g ///;.___ <

L | |
- PN L

CrLC

o “CHa
Rizparidone i a white to offwhite powder It & prctically insaluble in wakr and solbk
in methanol and 01 N HCL K has the ollowing pka walues: 828 (piperidine mokety) and 212
{prarimidine moiety),

UZEDY b= a sterile, white o off white opaque visous estended-mieass injectable suspansion,
inkended fr subculneous administrtion in the %lowing strengths of rsperdone (and
delverabk wilumes from a singlke-dose prefillked syringel A0 mg (004 mLL 75 mg 021 mb,
100 g (0.2 mLY125 mg (0,25 mbL) 180 mg (0.4 mb, 200 mg (0.56 mL).and 280 mg (0.7 mL), The
inactive ingedients include dimethyl sutfoxide (% wiw), methos -pokiethylene gheollco-
poheOLL-lctide ) (15% wrhw), and paly DLL-lctide oo -pokwethylene gheal) o -poly D,.L-lctide)
C10%: whw )

12 CLUNICAL PHARMALOLOGY

121 Mechanism of fetion

The mechanism of action of fsperdone, in schizophmnia, & unckar The drgh thempeutic
activity in schimophrenia could b2 mediated through a combination of do pamine Tepa 2 i Dyand
semtonin Tepe 2 (5HT, moeptor antagonizm The clinical etfect fmm fisperidone msults fmm
the combined concentrtions of fisperidone and #s major metabalibe, 9-hwdmey dsparidone
{paliparidone) feze Clinfes! Phermeoalooy (2220 L ntaganizn at mece plors otherthan Dzand SHT:
may explain someof the othe retects of fspaidone
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122 Pharmacodynamics

Rizparidane i=a manoaminemic antagonistwith high atfinity{Kiof012 1073 nMiforthe semtonin
Tupa 2 (BHT:), dopamine Tepe 2 (D) o and e adrenemic, and Hy histaminemic moaphors
Riz paridone showed low o modermte affinity (Kiof 4710 252 nM) orthe serotonin SHRe SHTp.and
5 HT,, meeptors, weakatfinity (Kiof620to 200 nM ) forthe dopamine Oy and halk peridol -s2ns it
siyma sihe, and no atfinity (when tested at concentmtions =105 M) ©rcholinemic muscarinic or
Fyand feadmenemic meephors

122 Pharmacokinetics

The pharmacokineticsofthe rsperdone and 9-hwd meyrisparidone combined and the individual
components (rspandone and 9-hwdmsynspendone), Blowing subcutaneous injection of
UZEDY, wam evaluated in both healhy subjects (n = 52) and in patients with clinicall skbke
schizophmenia and schimatfective disomder ather single doses (125 to 226 md, n = 19k)and 2
mpaated monthly doses (75 mg and 150 mg, n=24),

For all doses, steady-state kewels of dsperidone and 9-hwdmeyrisperidone wem appmached
within 2 months of UZEDY initiation. Steady-state plasma esposum walues of risperdone,
9-hwdmezyrizpandane, and risperidone and 9-hwdmsyrspendone combined follwing once
manthly administmtion of IEEY ame appoximately 2- o 2500 higher than singlke doss
exposume, whik the walies Bor UZEDY adminktemd once ewery 2 months am about 1.5fakd
higharthan the respoctive singlke dose exposum, bferadminitaton of UZEDY, plema kw ks of
rispa nidane, 3 -hwd mxyrisperidone, and rispeidone and 9-hwd meyispaidane combined (UG, .,
and Crped incmase in a dose-pmpartonal mannet

The average expos e wa lues (C,, . Jowerthe dosing period amecomparm ble ©or EEDY ad minsterd
once manthh and onc2 ewery 2$rmnths at comesponding doses Follwing bath once manthhy
(80 g to £5 ma) and once every 2 months dosing (00 mg to 250 mg), the mean exposum of
rispandone and 9-hwdmeyrisperdone combined (AU, ) of IEEDY comesponds © that of ol
risparidane 2 mg o b mgfday) administered ove ran equiva ket dosing peiod (e Tabe 1
Absrption

UZEDY contains rspendone in a liquid delivery system, Following subcutaneous injection a
depot forms which pmvides a sustined plasma kevelsof isperdone and 9-hwdmeyisparidane
combined overome manth or twa months, 8 EEDY doses, adminkstemd once manthl oronce
every 2 months, showed wo absorption peaks orispardone in plsma Bfersubculneos
administation, median t forthe rspandone and 3-hwd msy fzpe idone combined @nges fram
& 10 14 days, Thempeutic concentrtions in plsma am within 6 to 24 haurs following the first
subcutaneous injection,

UZEDY administered in the abdomen and upperam msults in similar pharmaco knetic pofikes
frall IFEDYdoses, pernitting eitherinjction site o be usad interhangea by

Distribution

Once atenrbed, fsperidone & mpidl distibuted, The walume of distibution &1 10 2 Uikg
Rizparidone i bound to albumin and en-acid glycopmiein, The pksma poiein binding of
rispandaone isapposinate 90%, and that of s major meta bl ite, 3 -hwd meyrispe idone, is 7%,
Neithe risperidone nord-ked meyispe idone displce each other fmm plasma binding sites
Elimination

The combined clamnce ofthe izpandone and 9 -wdmeyizpandone following LEEDY adm instration
143 Lrh atsteady state The mean appa e ntha i (i) of L2 EDY mnges bebween 1440 2 days or
rizparidane, 3 -hwd meyrisperidone, and rispeidone and 9-hyd meyrispendo ne co mbined

itz bodis

Rizpardone i exensiely metabolzed in the lver The main metbolic pathway i thmugh
hwd meswlation of isperidone to 3-hydrosy ispendone by the enzyme cytochmme CYF206 with
minor contribution by CYF204 0 minor metabolic pathway i thmough N-dealkylation, The
main metabalite, 9-kydmewnispendone, has similar pharmacobgical activity as risparidone,
Conzaquenthy, the clinical etfect of the drug resuls fmm the combined concenimtions of
rispandane plus 3 -hwd mesyrispe idone),

CYF2DE i the enzyme msponsible for metabolizm of many neumbeptics, anfidepressants,
antiarhythmics, and ather drugs CYF2DE & subjpct b genetic palymarphism (about 6 to &%
of Cauwcasians, and a wery ow pamantage of Asians, have littke ar no activity and ame "poor
metabolizrs"y and to inhibition by a wariety of subetres and some non-substates, notably
quinidine, Estensive CYF206 metabo liz s convert risparidone @pidhe into 9-hoed mey rispe ido ne;
whemas, poorCYF206 metabo liz s convert & much moe sowly

Population PEanahsis de monstrates that plasmaexposu e to dspaidane and 9-bwdmeyispandane
combined was similarin CYF206 extonsive, irbermed iate, poorand non-poor metabolza s Blowing
subcutaneous injectionwith L EDY

Excrefion

Rizparidone and it metabolites am eliminated via the urine and, © a much lesser axant, via
the foces Bs illustrated by a mass balance study of a single 1 ma ol dose of"C-ns perida ne
adminkemd 45 a soltion tothee healthy male valuntears, total moovery of rdioactivity at
14meckwas 84, including 70% in the urineand 19% in the Boes,

Specific Papulatians

Bazadon population phamacokinetic anabsas.age, =y, meeand weight do nothavwe a clinically
meaningful etfect an the phamacokinetics of UZ EDY

Padiznds with Bene! tnairoerd

UZEDY was not studied in patients with mnal impaiment; however, such effect has bean
investigated with orl nspendone, In patients with modermte to swere mnal disease teated
with ol risparidone, the appaent cleamnce (CUF) of fsperdone and 9-hwdmeyns pandane
combined was decmasad by 60% in patients with modermte © sewere mnal disease compaed
with woung healhy subiects e Wasin Speeife Ponezdons (B8

Padiz nds with He petic forsirme nd

The etiectof hepatic impaimenton the phamacokinetics of UZEDY has not been shidied,

The effectofhepatic impaimentanthe phamacokinetics ofoml ispa idane has been evalyated
ina phasa | study Whilethe phamacokinetics of ispaidane in subjects with lverdiseass wem

comparble to those in woung healthy subjpcts, the mean fee frction of Aspendane in phsma
was inceazd by aboyt 38% bocauss of the diminished concentrtion of both albumin and
ol-acid ghcopmiein fsee Wae dn Speeific Poptations (8.7

Druq Interaction Studies

No specific drug inerction shidies hawe been parimed with WEEDY The dnig interaction data
pmwided in this section i based on stwdies with oml Aspandone Effects of ather drugs on the
exposums of rsperdone, 9-hwdmeyrispendone, and rsperdone and  9-hwd mey ispendone
cam bined asmlla@ﬂ]e eﬁe:tsnfmpen:ln nennthe Esp:usures nfnﬂ]erdrugs ﬂsummanzed I:-ehw.

Combined F'ha rrnau:nklnetu:s
Strorg CYEEOS Tnbiiitors (Rubmating and Beroxeting)
Fluosetine (20 mg once daibdand pamsetine (20 mg once daily), polent CYF206 inhibitors, hawe
bean shown 1o incmam the pkema concentrtion of Aspandone by 25-to 2.840ld and 23-
90, mspactive b, Fluosetine did not affect the plasma concentration of 3-hydrosy fspe idone
Pamxeting bwerd the concentmtion of 9-hwdmxwnisperidone by about 1%, The effect of
dizcontinuation of concomitant fluczetine or pamzetine thempy on the phamacokinetics of
rizparidane and 3-hydrosy fzpe idone have not baen shidied,
Macherate CHR2AG ndf Lilor (Erwtirom cin)
Them wem no significant intermctions between oml spandane and erthmmycing a modermie
CyP20dinhibitoc
Strorg CYEAS Inafcer (Carbamareming)
Carbamazepine co-administation with o=l fsperdone deceamd the seadvstate phsma
conceniations of ispa idone and 9-hwd meyrispa idone by about B0%, Plasmaconce pimtions of
carbamazepinedid notappearto be atfected Co-administrtion of other known CYP204 o nzyme
inducers (e, phenyiin, ftampin, and phenobarbital) with rsperdone may cause similar
decmazzs in the combined plasma concentrmtions of rsperdone and 9-hyd mey fspandone,
whichcould kad b decreased efficacy of UZEDY treatment,
Heeilri thling, Cime i dbre, Beniiaine, Clozanine
Clinically meaningful phamacokinetic inerction between UZEDY and other drugs, such as
amitriptyline, cimetiding, mnitiding, and clozaping, is not expactod,
= Amitriptyline did not atfect the phamacokinetics of dsperdone orof nspandone and
9-hwd misyrizpe ido ne co mbined following conco mitant admin stratio n with o @l dzpendone
= Cimetidine and rmnitidine incmased the bibavailability of oml risparidone by G4%
and 2%, mspectiely However, cimetidine did not atfect the BUC of fspendone and
9-edmeyrzpandane combined, whemas mnitidine increased the BUC of risperidone
and 9-hydrosy rispe idone combined by 2%,
= Chmnic administrtion of clhzapine with oml fsperidone hawe shown to atiect the
clearancz of fsperdone; howeweclinical rekwance is unknown,
= Them was no clinically mievant effect of ol nspendone (1 © 6 mgfday) on the
pharmacokinetics of topi mmate 900 ngfda
Effects of Om | Rispa idone on Phamacakinatics of ther Dnigs
Lithieen
Repaated dossof ol nsperdone (2 mg twice daik) did not atfect the exposum (BUCar peak
plazma concentrtions (Gl of ithivmin =121
Vel proate
Repaated dosas of o | ispe idone (4 mg once daily)did notatfect he predosearawemge plsma
conceniations andexposume (OUC) of walpmate (000 masday in thee divided dosas)com paed
to placabo (n= A% Howewer, them was a 0% incease in walpmate paak plasma concantration
(Crug Jafterconcomitnt administztion of ol fspendone
Tomirzinate
Ol fsperdone adminiztered at doses fmom 110 6 magfday concomitanth with fopirmak
400 mgiday msuled in oa 22% decease in nsperdone G and a 2% decrease in
risparidane BUC,, hourat seady state, Minimal eductions in the exposum to risparidone and
9-hwdmsyrizperidone combined, and no change for 9-hwdmeyispanidone wem abserved, This
iner=ction i unlikel © be of clinicalsignificanca, Them was no clinicall mlevant etfect oforml
rizparidane an the phamacokinetics oftopirmate,
Dicrein
D@l espandone (025 g Wice daily)did notshow aclinically elvantetioct on the phamao kinetics
ofdigasin,
CYF2 06 Subetrates
fn wio studies indicate that isperidone & a mbtiel weak inhibitor of CYP206, The mfom,
UZEDY i notexspecied to substantially inhibit the cleamnoe ofdrigs that am metebalzed bythis
enzymatic pathway In drig intermction studies, oml fzpandane did not significantly atfect the
phamnaco kinetics ofdone pazil and galantamine, which am metabolizd By CYF2 06,
I3 HOHCLINICALTORICOLOGY
121 Caminogenesis, Mutagenesis, Impairmentof Fertility
Caminogenasis
No caminogenic ity studies wem conducted with suboutaneous ispaidone suspension,
Caminogenicity studies wem conducted with orl ispandane in mic2 and rts Rispendone
was administered in the diet at doses of 0062, 25, and 10 maf kg for 18-months © mice and or
2h-months to @ts, Thess doses am equialkent to appmzimataly 0.2-, 0,75, and 3-times (mice)
and 0.4-,15-and 64imes i mEts) the o @l MRHDof16 mgsday, basad an a mgfm2 body suface ama
B mazimum tolemted dose was not achieved in mak mice Them weme statistically significant
inceazes in pitviry gland adenomas, endocrne pancess adenomas, and mammary gland
ademcamcinomas The table bolow summarizes the muokipks of te human dose on a mgsdré
(mgka) basis atwhich thes tumo s occumed
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Tabke10:  Summaryof Tumor Occurrence at the Multipks of the Human Oral Dose an a

mgdmE (g fka) Basis with dral Risperidone Dosing

. Multipkes of Maximum Human Doz in mgdm? imgf k)
TumorType: | Specks| Sex 1= L0 rfectimel | HighestNo-Efiect Level

Pituitary adenomas | mous | Famalk 0,75 (9.4) 02024
Endocrine panc mas
adenomas mt | Male 1534 0.4(2.4)
Mammary gland
adenocariomas | MU | Femak n2ra4) none

mt | Famak 04029 nonE

rat Male GO 3ER) 15 09.4)
Mammary gland
neoplasm, Bl mt | Male 1534 0.4(2.4)

Antipsychotic drugs have been shown o chmonicall elewate polactin kevels in mdents, Sanm
pmlactin kewels wem not measumd during the rsparidone caminogenicity stuidies; however,
measuements durng subchmnic bricity studies showed that risparidone elkwaled s2nim
pmlactin kewels 5- o B-fol in mice and @tz at the same doses used in the caminogenicity
studies Bn increase in mammary, pituitary, and endocriee panceas neoplasms has baen ound
in mdents afer chmonic administztion of other antipswehotic drugs and s consideed to be
pmlactin-mediated, The mekevance Borhuman riskofthe findings of pm lactin-mediated e ndoc rine
tumors in rodents & unclear fsee Weanings snd Precattions (5,60

Mutade nes s

No evidence of mutagenic or clasibgenic pokntial ©or isperdone was found in the in it
tests of Amesgene mutation, the mouse kmphoma ssay, @t hepatocyle DNL-eRair ssa, the
chmmazsomal abemation test in human kmnphosyies, Chinese hamskerovan celk, orin the in
W orl micmnuck s testin mic2 and the sxlinked meessive lethal testin Dmsaphila,

No evidence af mutagenic pobe ntial was ound in the in witre Lnes evese nuktion testorihe
copakmer miste of methosy-pokethylene ghco o -po ke 0 L-lctide) and pokdDL-kctide)-
co-pobethylene ghcoco-pok 0 L-lctide) dissobed in dimethy | sufoxide

No mating and rtility studies wem conducted with subcutanecus rsperdone suspension,
Ol rzpendone (016 t0 b mgfkg) impaimd mating, but not fertility, in @t epmductie studies
at doses 01- 10 2-times the oml MRHD, of 16 mgiday based on mgird body surace ama, Tha
offect appeamd © be in Bmaks, since inpaired mating behavior was not noted in the mak
R riilitystudy In a subchmnicstudy in Beagle dogs in which fsperidone was adminiseed omll
atdoses of 0231 © b maskg, sperm matility and concentrmtion wem decmasad at doses 0.6- to
104imes the aral MEHD basad on mgs mé body surfke ama, Dose-mlated decmasas wem ako
noted in serum testostemne at the same doses, Sanim testosterone and sperm pammeters
partially mcovwemd, but mmained deceasad afertmatment was discontinued, & no-etfect dose
could not be determined in aither mtordog,
14 CLIHICALETUDIES
The efficacy of UZEDY for the freatment of schizophmenia in adults is basad, in par, on the
eztablished etfectivenaess of ol isperidone a5 well &5 in a madomzed withd ewal study (Study
10 NCTOR02AL) with UZEDY in adultswho metthe [SM-6 critera forschimphrenia, The results
fmm Stody 1are presenied balow,
Study 1 was a mndomized withdrewal study in patients with schimophrenia consisting of a
12weakopen-label oml ispendane (2 mg o 5 mo) stabiliztion phase, follwed by a plao2bo-
contmlied phase in which patients wem mndomized o UZEDY fance monthly oronce every 2
manths)or placebo ©ora wanablke ime until impending e lpseorstdy completion,
IEEDY was administered once monthly or once every 2 months at dosss of 50 mg 0 250 mg
compared with monthly placebo injections in adult patients meeting [GM-5 criena for
schizophmenia, Patientswem mquird o havwe a Positive and Negative Syndmme Scake (PANSS)
totalscom lowerthan 100 at the = mening wisit Eligibke scmened patients wem enmilled into an
ol conversion and s&biliztion stege (12 weeks) Patients wer adminitesd ol fsperidone
(2 mg to b ma perday)to establish stability and lembility, Eligible patients weme @ndonzed
into the double-blind parod of the stidy if they met the fallwing madomization critera for at
bastd consecutive weels priort the baseline wisit: outpationt status, PONZS bial <80, Minimal
presance of spacific pewchotic symptoms an the PONSS, as measumd by a som of <4 oneach
of the fllowing e ms: conce plual disnmaniztion, suspiciousness, hallucinatory behavior, and
unusyal thought content (0515 score 24 imodeieh il 05155 scone 22 (mildk suicidall on
Part1and =5 {minimalky worsenedion Part 2],
In the double-blind stge (warable in durztion), patients wem mrdomizd to recaive placabo,
oncz manthh UZEDY, oronce every 2 months UZEDY in dos2s basad on the o=l dose anwhich
they wem previoush stabilized in the ol conversion and stabilization stage,
The primary efficacy endpaint was tine to impanding mlapse, Relapse was defined & one or
mame ofthe Bllowing e ms:
= Clinical@iobal I pression -inpose ment{Cal-Dof 25 (graterthan orequalio minimally
warse, e, minimalky worss, much worss orseny muchworsa ), GN0
o an incmaz ofany of the follwing individual Positiee and Negatie Swndmme
Scale (FONSS) iems: conceptual disomanization, hallucinatory behavior,
suspiciousness, and unusual thought content, 10 a score of =dwith an absalute
inceaze of 22 on that spacific ilemsince mndomzation, OR
o an incmase in any of the fallowing 4 individual PANSS iems conceptual
disamanization, hallucinatory bahavior, suspiciousness, and unusual thought
cantent, toa scom of= 4and an absnlie inceass of 24an the combined scom
of these 4 PONZS fens (conceptual disomanization, hallucinatory behavior,
SU=picious ness, and unusual thaught content) since mndomization
= tospitalizmtion due to worsning of pew: hotic symptoms (incleding partial hospialzation
pma rmshesciuding hospialzation o pewehosocil msons

= Clinical Global Impression-Severity of Suicidality (051-35) of 4 (sewemb syicidalior b
(attempted suicide) on Part1andfors (much worse) or 7(wery muchwarseon Part2
= wiolent behavior esulting in clinicallysignificant saf-injury injury © another parsan,or
pmperty damage
The mean bazaline PANSS total soom was similar acmss the gmups (appmximately 61 ineach
gmupl Mozt patients wem mak (61% par qmup) and the median age was &2 wears, Most
patients in this studywen black or Bfrican Lmencan (57 © 61% pargmupl Ofthe 54 patients
rndomizad o treatment, 542 were included in the intent-oteat (TT) population,
The study metits prespacified primary end pointfor both the WEDYance monthlyandonce every
2 months dosing mgimens, Time to mlapes was statistically significantly knger in the UZEDY-
teated gmups comparad to the placebo gmup The cumulative perantale of mlpss owr
time was cakeulated wing Kaplan-Meier pmduct limitestimateof the fime to mlapss during the
rndomized withdmwal trial a5 shown in g 1
Subgmupanakses by gender, age,and mee did notsuogest any clear evidence of ditfe ential
masponsieness to LEEDY
Figure1:  Kaplan-Meier Curve of Cumu lative Propartion of UZEDVTreated Patients with
Relapse ter Time
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16 HOW SUPPLIEDSSTORAGE AND HAHOLING
Howw Su pplied
UZEDY i rispe ridone) extended -mleas injectable suspension, for subcutaneaus use i a sterle,
white 1 off while opaque viscous suspension,
UZEDY k= supplied in single-dose kits a5 Dlows:

= B0 maf0.14 mL single dose prefilld syringe, packaged in acaron withone 21 gauge,
Bib-inc:h neadle (NOC A1759-306-10)
75 mgf0 2 mLsingle-dose prefilled syringe, packaged in a carton with one 21 gauge,
Bib-inc:h neadle (NOC 51759 -410-10)
100 mgd0,28 mL single -dose prefilled syringe, packaged in a carton with one 219auge,
Bib-inc:h neadle (NOC A1759-520-10)
125 mgi0,25 mL single dos2 prefilled syringe, packaged in a carton with one 219auge,
Bib-inch neadle (NOC A1TR9 62010
150 mgd0.42 mL single dosa prefilled syringe, packaged in a carton with one 219auge,
B8 -inc:h neadle (NOC K759 -840 10}
200 mgiL56 mL single-dosa prefilled syringe, paclkaged in a carton with one 219auge,
Bib-inc:h neadle (NOC A1TR9 45010
250 mgs0.7 mLsingle-dose prefilled syringe, packaged in a carton with one 21 gauge,
Bib-inch neadle (NOC A17H9 96010
The prefilled syringe cap is not made with natial nbber ks
Starage and Hand ling
Stom in mffigerbrat SC o ST (6°F o 46°F) in theoriginal carton o pmodect from light
UZEDY may b2 stomd in unopened arginal packaging at mom tem perture, 27T to 26°C (6L F
to FPFLfor upto 90 days, If unopenad, UZEDY may be mtumed © mfigemted stomie within
90 days Once the caron i opened, administer lEEYordiscand,

17 PATIENT COUMHSELING INFORMATION

Heurokeptic Malignant Syndrome (HMS)

Counsel patients about a potentially fatal adversa reaction, Neum ke ptic Malignant Syndmme
(NMZ) that has been mpored in association with admin Btrtion of antipswchatic drugs
Bdvise patients, famiky members, or camegivers to contact the healthcam pmwider or mport
to the emergency mom if they experience signs and symptoms of NM3S e Wemings and
Precations (53],

Tardive Dyskinesia

Counszel patients on the signs and symptoms of Bdive dyskinesia and o contact their
healthcam provider if thes abnormal movements oocur See Wernings am’ Precautions (54
Metabolic Changes

Educate patients about the risk of metabolic changes, how o recognize symptoms of
hyparghcemia and diabetes mallitus and the need fr specific monitoring, including blood
qlucose, lipids, and weight fee Wernings am’ Precautions (5410

Hyperprolactinemia

Counzel patients an sians and symphoms of hyperprolactine mia that may be asociated with
chmonic use of IEEDY Ddvise them to seck medical attention if they expanence any of the
follwing: amenorrea or gakaciomhes in femakes, emectike dysfunction, argenecomastia in
malkes e Wernings and Preceuions (B
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Orthostatic Hypotension and Syncope

Educate patients about the risk of orthostatic hwpotension and swncope, particulary at the
time of initiating teatment, m-initiating treatment or incmasing the dose fsee Warninos sod
Preceutions (5.7,

Leukopeniaf Heutropenia

IMdvise patients with a peexziting bw WEC ar a hisory of drug-induced kukopanial
neutmpania that they shoul have their CBC monitoed whik being treated with WEEDY [see
Wiz rrings @ Precactions (5,90,

Potentialfor Cogn itive and Mator Impairment

Infarm patients that UZEDY has the potential o impair judgement, thinking, and motor skills,
Caution patients about perioming actiities mquiring mental akrness, such a opemting
hazardous machinery, or oper@ting a motor wehicle, until they am masonably carain that
IIZEDY the mpy does not atfoct them adversa b e Wernings and Brec stions (5,10,

Priapism

.ﬂdvige patients of the possibility of painful or pmionged penile erections (priapism ) Instruct
the patient to seekimmediste medical atiention in the event of priapism [see Warnings sod
Precettions (5121

Heat Exzposureand Dehdration

Educate patients mgarding appmpriate cam in awoiding overheating and dehydmtion [see
Wiz rrings @ Precactions (5.5 0,

Cancamitant Medication

Dwiss patie nts i nformn their hea theame providers ifthevamdkingorplantotabke,any pescipion
oroverthe-counkerdngs, asthem ka potential forimermction Gee Oroetersotions (7))

Alcahal

Bdvwise patients to awid akohal during teatmentwith WEEDY [zze Oy inderzctions (TN
Preqnancy

IMdvwise patients to notify their healthcare professional i ey become preanant or intend
to become pregnant during teatment with UZEDY Bdwise patients that UZEDY may causs
extmpymmidal andfor withdmawal sympoms (agiftion, hypertonia, hypotonia, temar
somnokence, espirtony distess, and ®eding disomer) in a neonate Bdvis pationts that
them i a pegnancy mgistry that monitors pregnancy auteomes inwomen exposed to IEEDY
during prgnancy fsee e in Speoife Popletions (LI

Lactation

Bdvise breastieeding women using UZEDY to monitor infants forsomnokence, failume to thrive,
jitteriness, and extrpeanidalsymptomns (temors and abnomal muscle movements) and o
seakmedical cane if hey notice these sians [see lae inSpecifie Popddadions (B21]

Infertility

Dvize femnales of mpmductive potential that UZEDY may impair eility due © an increasa in
sanm pmlactin kwels Theetfects on g iility am mywarsibk e e in Soeife Papaaions (520
ZEO03
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