[RISPERIDONIE|
RENUVIE'

1 mg /2 mg /4 mg FILM-COATED TABLETS
ANTIPSYCHOTIC

FORMULATION
Each fim-coated tablet contains:
Risperidone. ... v, 2004mg
PRODUCT DESCRIPTIONS
Risperidone 1 mgis apink, fim-coated, and round biconvex ablet.

film-coated, capsule-shapedtablet,

film-coated, biconvex,

PHARMACOLOGY
Risperidone is a of acton is unclear but it has been proposed that the drug's therapeutic activity in schizophrenia is mediated through a

combination of dopamine Type 2 (D, and serotonin Type 2 (SHT, receptor antagonisi.
Risperdone, a3  potent D, atagonis, improves the ositve syt of cizohveia but causeslssdepresson ofmolr acity and nducon of cetalepsy hantypcl ansychot dmgs

may 0 pt

igh afinity for SHT,, D,, @, and a, adrenergic, and receptors, but with
lower potency. Risperidone has low to moderate affntyfor the serotonin SHT.., 5HT,, and SHT.,, receptors, weak affinityfor the D, and haloperidol-sensitive sigma site, and no affiity for cholinergic:
muscarinicor B, and B adrenergicreceptors.

PHARMACOKINETICS
Risperidone is completely absorbed after oral administration, reaching peak plasma concentrations wihin 1 to 2 hours. The absolute oral bioavailbilty is 70%. The relatve oral bioavailabilty of
the rateor
metaboite, 1to 16 mg perday (05t08mg
twice a day). Ater tablet, mean peak t Peak i
three hours in extensive metabolizers and 17 hours in poor metabolizers y uld be expected to reach

Risperdone is rapidy distibuted. The volume of distibulon s 1 to 2 Lkg. In plasma, rsperidone is bound to abumin and ct-acid glycoproten. Th plasma protein binding ofrisperdone ando-
77%, respectively 100

mog/mL), warfrin (10 megimL) (10megimL) y risperidone at 10 ng/mLand

clinical significance.

Risperidone is extensively metabolized in te liver by C' which has a similar CYP2D6is
f It orno act “poormetabolzers”) and o nhiiion b a varly fsubtates and

some non-substrates, notably quinidine. Extensive CYP2D6 metabolizers convert risperidone rapidly into - whereas poor CYP: convert it much more siowy.

Although extensive metabolizers have lower risperidone and higher 9-hydroxyrisperidone concentations than poor metabolizers, the pharmamkmeﬂns o nspendone and S-hydroxyrisperidone

ined, aresimilar metabolizer
Another metabolic pathway of rsperidone is N-dealkylation. I vtro studies in human iver microsomes showed that rsperidone at clinically relevant concentration does not substantially inhibt the
including CYP1A2, CYP2A8, CYP2C8/9/10, CYP2D6, CYP2E1, CYP3A4,and CYP3AS,
extent, mhmr 1 14C-1
14%inthe

,including
The apparent hale ofrisperidone was three hours in extensive metablzers and 20 hours in poor metabolizers. The apparent hafIfe of -hycdroxyrisperidone was about 21 hours i extensive
metabolizer

Special Population:

of the sum ofisperi g Risperidone

doses should be reducedin hese patents.

ic Impair \ihough th i idone i fiver in young healthy subjects, the mean fraction of risperidone i was

359% b "
30
Children: rectingfor
INDICATIONS
+Schizopheria
. Treatmemvischlzuphrema inadolescents 1310 17 years old
+BipolarMan
Idisorder 10t017 years old

. Ipr I Disorderin adults
+ Conductand Other Disruptive Behavior Disorders

5 dolescents functioning or
raverage|Q, (e.9. aggression
« Irtability Associated with Autistic Disorders
. 16yrsold tantrums,
and quickly changing moods
DOSAGE ANDADMINISTRATION

General Dosing Recommendations:
* Risperidone may be givenwith or withoutmeals.
+ Gradual withdrawal is advised upon discontinuation of therapy. Acute withdrawal symptoms, including nausea, voiting, sweating, and insomnia have very rarely been described after abrupt
akathisia,dystonia,

¥
has been reported.
smcmng from, otherantpsychotcs
at gradual ofthe reatment should be done when risperidone therapy is initiated. The period of overlapping antipsychotic administration should be
minimized. If ne ary,
should be reevaluated periodically.

SCHIZOPHRENIA
INITIAL TREATMENT
MAINTENANCE TREATMENT
ADULTS ADOLESCENTS 13 to 17 YEARS OLD

Risperidone may be given once or twice  day. Initial Dose: 0.5 mg given as a single-daiy dose in the | Adults: While it is unknown how long a patient with

‘morming or evening. fndicated, dosage adjustments should | schizophrenia should remain on risperidone, the effectiveness
Initial Dose: 2mgperday; occur at ntervals o not ess than 24 hours, n increments of | of isperidone 2108 percay at doajing lapsovas shown
Dose increases should then occur at inervals not less than 24| 0.50r1mg perday,as tolerated tialin
hours, in increments of 1 to 2 mg per day, as tolerated, to a | 3mgperday. o asfou oo aers en lonea o periodof 1102
recommended dose of 4 o 8 g per day. In some patients, years. Patients should be periodically reassessed to determine

slower titraion may be appropriate. Efficacy has been shown | Although efficacy has been shown in studies of adolescent | the needor
vilhdose range of 410 16 g percay. Doses above 10 mgper | palienl i schzoptenia atdosesbetween 1 and Gmg per
day

day have not shown superior efficacy to lower doses and may | day. day, and term use of
cause increased incidence of extrapyramidal symptoms (EPS). | higher doses were associated with more adverse events. | risperidone beyond  eight wesks i adolescents wun
Safety of doses above 16 mg per day has not been evaluated | Doses higher than 6 g per day have not been studied ‘The physician who ele

and are therefore not recommended. A benzodiazepine may be | Patients experiencing persistent somnolence may benefit | extended periods should periodically meva\uals the long-t i

Reinitiation of treatment in patients previously i hat after an interval of risperidone, the inaltiration schedule should be folowed.
Ov as prescribed by a physician.

BIPOLAR MANIA
INITIAL TREATMENT
TREATMENT
ADULTS CHILDREN AND ADOLESCENTS 10 to 17 YEARS OLD
Initial Dose: 2to3mgoncea day; it ing o evening There are no data from controlled studies to support use of
Ifindicated, 4 | risperidone in long-term treatment (i.e., beyond three weeks).
If indicated, dosage adjusiments should occur at | hours, in increments of 0.5 or 1 mg per day, as tolerated, to | The physician who elects to use fisperidone for extended
intervals of not less than 24 hours and in dosage | recommended dose of2.5mg perday periods should periodically reevaluate the long-term risks and
increments/decrements of 1 mg per day. benefits of the drug for the individual patient

Although efficacy has been shown in studies of peditric patients with
Risperidone can be administered in flexible doses | bipolar

over a range of 1 to 6 mg per day to optimize each | was seen above 2.5 mg per day, and higher doses were associated with
patients level of eficacy and tolerabilty. Daiy doses | more adverse events. Doses higher than 6 mg per day have not been
over 6 mg have not been investigated in patients with | studied Patients experiencing persistent somnolence may benefit from
manic episodes. administering halfthe daily dose twice aday.

r,as prescribed by a physician

CONDUCT AND OTHER DISRUPTIVE BEHAVIOR DISORDERS IN CHILDREN AND ADOLESCENTS 5 to 18 YEARS OLD

For Starting Dose: 0.5 mg once a day
Fotonts Dosage can b ndvidualy adusted by increments of 0.5 g once a daynot mare roquntly than everyather day, fnceded.
S5 Optimum Dose: 1 mg once a day for most patents
9 Hovever, some patients may benefi from 0.5 mg once a day while others may require 1.5 mg once a day
For Starting Dose: 0.25 mg onc a day
Feotonts Dosage can be indvidualy adjusted by increments of 0.25 mg once a day not more frequenly than every ofher day,f needed
Optimum Dose: 0.5 mg once a day for most pafents
<50kg However,some patients may beneft from 0.25 mg once  day whileothers may require 0.75 mg once a day.
Aswih weatments, the continued use o Fisperid be evaluated and justied on an ongoing basis
O, as prescribed by a physician
Stot6yearsold:
IniialDose:
Patient Weight
+ <20kg:0.25mgperday
+ >20kg: 0.5mgperday
5 maper day forpatents <20kg and 1 mg per day forpatents > 20kg. Thisdose should
be maintained foraminimum of T4 days,
2! p g or 0.5 mg per day for patients > 20 kg.
maller 15kg :
o
Dosage in Special Population ( patients with ! o pat oredisposed t hypotension or for whom hypotensi
wouldposearisk):
InitalDose: 0.5mgtwiceaday;
1
for2to3 daysat Subsequent
O, asprescribed bya physician
CONTRAINDICATION
y v
Elderly patents vith c Jated psychosistreated it airrase e of e, Al f 7 pacsboconole s (ot st f 0 ves) o 1
10
ool 1, o e f G - veted pains wae bt 5 compare o a et ofabot 26 i e pacebo group Alhough e casses of decth wero vared, mostof he deaths
appearedtobe ether g. heartfalure treatment

The extent

Dementia-Related Psychosis
Cerebrovascular adverse events (e.q., sroke, transient ischemia attack), including fetaites, were reported in isperidone tials involving elderly patients (mean age 85 years; range 73 to 97) with

placebo.
Neuroleptic Malignant Syndrome (NMS)

There have been reports of NMS, a potentially fatal symp plex, in association with . Clinical incudehyprpyreia, musce gy alered meial s, and
evidence of autonomic instabilty (iegular pulse or biood pressure, tachycardia, diaphoresis, and cardiac dysthythmia). Additional signs may
(thabdomyolyss) and aute renalfalure, Wi thre is o general agrement about specic phamacologicl veatment of NV, fs marnagement shod pi m immediate discontinuation of
antipsychotic drugs and other drugs not essenial o concurrent therapy: (2) problems for
which specifc treatments are available. If a patient requires antipsychotic drug treatment ater recovery from NMS, the potential rem(rodualon of drug therapy should be carefully considered. Careful

Tardive Dyskinesia

likelihood that
alsodevelop,

However,  be p:
treatment, ppress or partially suppre the synd y may possibly mask the

Th

outpolntly e hamf et ao ot vaal o approprie. Use te smalestdos and e shoest possioe duraton ofeament npatets o e chonic e Perodically
If: appearin a patient treated with risperidone, However,

Seizures
Potential for Cognitive and Motor Impairment
kills. Ce
Suicide
o mania, Prescribe

Orthostatic Hypotension
Rapordne mey duca tbodals Inpoosicn s wih e, ey, and nsome ol yopo. prkualy dngte il dotlon priod, i 8 odrron

Clinically has use of risy drugs. be used with caution in patients ith

heartfailure, dehydration, hypovolemia, or
Venous Thromboembolism (VTE)
TE
Hyperglycemia and Diabetes Melltus
ir ma, or deatt i i
Palients with pre-existing diabetes mellius who are started on atypical including risperidone, should be montored regularly for worsening u{q\uwse contol;thosowith ek fctors for
diabetes (e.g., besity, glucose testing upon therapy periodically thoughout
hyperglycemia (e.g. polydipsia, polyuria, polyphagia, ar reatment with an atypical underg esing blood coss tesng Insome cases,yprghyoemia hs
Weight Gain
g
gain
Hyperprolactinemia
D, R d )

breasttumors. Althoughno h
far been shown in clncal and epidemiologial studies, caution is recommended in patints with relevant micalnikr. Rspardons shou be used wihcauon in et wih pa-exstng

Priapism

Leukopenia, Neutropenia and Agranulocytosis

Events of Ieukopema/neulrnpema have been reported temporauy related to antipsychotic agents, including risperidone. Agranulocytosis has also been reported. Possible risk factors for

1 (WEC)and sor of g nduced eukcpeia/ eutscperia. Patens i a ity of a iricl sigfant ow WBC or -

frequently during the firstfew months of

first feverorother symptoms or sign
igns occur. <1,000/mm?

‘Thrombotic Thrombocytopenic Purpura (TTP)
j " !

Dysphagia

dementia. L
Antiemetic Effect

Body Temperature Regulation

totemperature extremes.
Usein Patients with Concomitant lliness

, obtundation,

y

postural instabilty with requent alls, EPS, and cifical features condions that could

hemodynani esponses, Rsperion has ol been evalualed o usd 0 any appraciabe extnt n patents wilh ecen sty of myocarda o o uniale heartdisezse A wih alrer
ndr

known to prolong the QT interval such s class | (., quinidine, d d class Il (eg. ammdamne sma\n\) tricyclic antidepressant (TCA)
(amitriptyline), (maprotiline) other ., chinice and mefloquine), and with medicines causing electrolyte imbalance
hypokalemia, bradycardia,or risperidone. Alower (CLe<30

mLimin/1.73m)

INTERACTION WITH OTHER MEDICAMENTS
« Paliperidone: Concomitant use of risperidone and paliperidone s not recommended as paliperidone s the active metabolte of rsperidone and the combination of the two may lead to additive
antipsychotic fraction exposure,

« Furosemide:

o patiens reated it rispridone or fuoseide aone Concomitant use of nspendone it othr dureics meiny thiazide durcics used in low dose) was not associated with simiar findings. No
toexplain cause of

. lly-acti 4., opiat y
duetoincreased isk o sedation.

+ Levodopa i ize the effect o levodopa and P gonists. I ination is deemed necessary, paricularly in end-stage Parkinson's
disea:

« Cimetidi itidine: Increased i tisperidone by 64% and 26%, respectively. However, cimetidine did not affect the AUC of risperidone and &-hydroxyrisperidone combined,

CYP2DG inhibitors (e.g., luoxetine, paroxetine, quinid
respectively

Fluoxeine and paroxetine have been shown to increase the plasma concentration of risperidone 2.5 to 2.8 fold and 3 to 9 fold,
i 10%.

of with risperidone decreased the steady-state plasma of isperidone and by about 50%. The dose of

 Phenytoin, rifampicin and phenobarbital: Coadministration of these drugs with risperidone may cause similar decreases in the combined plasma concentrations of risperidone and 9 -
particulart

o . The dose of for

« Clozapine: C

. Therefore,
* Valproate: Repeated oral doses of risp affect the pre-dose or averag d of valproate compared to placebo. However, there was 2 20% increase in

+ Amitriptyline, digoxin, donepezil, in, galantamine, lithi

STATEMENT ON USAGE FORHIGH RISK GROUPS
PREGNANCY AND LACTATION
Pregnancy

However,

utero. i i
Neona (including rsperidone) during the third trimester of pregnancy are atrisk for extrapyramidal andlor withdrawal symptoms afer delivery. There have been
reports of agllauun‘ ypertni, ypoloria, emor,samnolnce,rospiaor isiess,and foeing isorder inthoso neonales. These compicatins e varied i sverty; wie in some cases

Laborand Delivery

Lactation

Therefore,

CHILDRENANDADOLESCENTS
Before risperidone is prescribed to a child or adolescent with conduct disorder, they should be fully assessed for physical and social causes of aggression behavior (e.g., pain or inappropriate
environmental demands). Close monitoring of the sedative effects of risperidone in this population is recommended because of possible consequences on leaming abilty. A change in time of
administration ofrisperidone could improve the impact of sedation o attention facultes of chidren and adolescents. Regular evaluation of endocrinological status, including measurements of height,
weight,sexual maturation, montoring of and other

andsexualmaturationin chidren and adolescents.

ADVERSE EFFECTS/UNDESIRABLE EFFECTS

, asthenia, pyrexia pain, infection, fall, , influenza, viralnfection, malaise, face edema, iscomyor, chils, peripheral coldness
Cardiovascular System: Tachycarma chest pain, ncope. hypotension, palpitations, hypertension, ransient ischernic attack, peripheral edema, pitting
edema, chest discomfort, sinus bradycardia, sinus tachycardia, atrioventricular block first degree, Bundle branch block leftright, flushing, ECG abnormal, QT prolongation, ventricular arthythmias
(ventricularfibilation, ventricular tachycardia), cardiac arrest, Torsade de Pointes, atrialbrillation

Digestive System: Vomiting, nausea, constipation, drooling, dry mouth, upper dyspepsia, diarthea,
dysphagia, fecaloma, gastrts, lp swelling, cheilts, aptyalism, thist pancreati

HemicandL i decreased hematocrit, neutropenia,

thrombocytopenia

Hepatic:

Disorders e, polycipsia, anorexia, diabetic coma, hyperglyceia, glucose urine present, diabefic ketoacidosis, diabetes melitus,
hypoglycemia, water intoxication; increases i we-gm blood glucose, bood :rea(me phosphokinase, blood prolactin; ejaculation faiure, ejaculation disorder, ejaculation delayed, decreased lido,

Musculoskeletal System: Back pain, arthalgia, pain n extremity, joint s, buock pain, abnormal posture, joint swelling, myalgia, neck pain. pain, joint tifness, muscular
weakness, thabdomyolysis

Nervous System: Somnolence, insomnia, sedation, parkinsonism, akathisia, dizziness, postural dizziness, dyskinesia, anxiety, headache, tremor, dystonia, nervousness, lethargy, convuision,
paresthesia, depression, confusional state, depressed level consciousness, cerebrovascular accident, gait disturbance,listless, dysarthia, disturbance in attention, balance disorder, hypersomia,
luggishness, agitation, blunted affect, hypoesthesia,

tardive dyskinesia, cerebralischemia, NMS, vertigo, mania

Respiratory Syslem Cough,praducive cough,nasapraryngis,hinothes,naslcangeston, i, upperfowerrespiratn acnfecton,snsts, dyspnea epvstaxvs pharyngolaryngeal pain,

neumonia,  pharyngitis, tonsilts, bronchit
ral nasal edema
Kir Rash papular, generalized, dry skin, dandruff, 3 is, acne, bs , eczema,
celluls, erythema, pru iin esion, skin disorder, angioedema, aopecia
Special Senses: Earpam arifecon o med, conc s meda, s, yaiici,bured v ocularhyperemia, . eye roling,eyelid edema, eye swellng,

glaucom: junchivi
Urogenital and Reploductlve Systams Urary e mle:(mn urinary incontinence, urnary Teenion, galac(nnhea enuresis, pollakiura, cystiis, dysuria, irregular menstruation, menstrual disorder,

OVERDOSAGE & MANAGEMENT
Signs and symptoms of risperidone overdosage include drowsiness and sedation, tachycardia and hypotension, and EPS. Some cases have been associated with hyponatremia, hypokalemia,
prolonged QT, widened QRS, and seizur

2010300 lat f rd Consider the patientis
together with laxative. There may
Iph

of risperidone which may resultin problematic hypotension. There is no specifc antidote to rdose. Intiul e . Consider the possibilty of mulple drug
invvement Treat hypoension and icuatory colapse wih ppropriale mezsures such as e fs. Do not fhrine and dopamine since p-stimulation may
worsenhypotension p duced a-blockade. Administer c untithe patient

STORAGE CONDITION

Keep the product out of reach and sight of children. Store at temperatures not exceeding 30°C.
e HAND Ui C CAUTION
www.fda. ph. By reporting Foods, Drugs, Devices, and Cosmetics Act prohibits dispensing without prescription.

Manufactured by AMHERST LABORATORIES, INC. IN 11012 MED

AVAILABILITY UNILAB Pharma Campus, Barangay Mamplasan ) P?googuhmssq
Risperidone 1 mg film-coated tablet, in Box of 30's (in Blister Foil) - DR-XY35118 @ Bifian, Laguna, Philippines ate °N rst. ;‘ %ZSZ‘S’U':}
Risperidone 2 mg film-coated tablet, in Box of 30's (in Blister Foil) - DR-XY35116 for UNILAB, Inc. Dateof R tovernt ;’ o016
Risperidone 4 mg film-coated tablet, in Box of 30's (in Blister Foil) - DR-XY35119 No. 66 United Street, Mandaluyong City ate of Revision: “9“5
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