PARNIDO PROLONGED-RELEASE TABLETS
1. NAME OF THE MEDICINAL PRODUCT
Parnido 3 mg prolonged-release tablets
Parnido 6 mg prolonged-release tablets
Parnido 9 mg prolonged-release tablets
2. QUALITATIVE AND QUANTITATIVE COMPOSITION
3 mg: Each prolonged-release tablet contains 3 afiggridone.
6 mg: Each prolonged-release tablet contains 6 afiggridone.

9 mg: Each prolonged-release tablet contains 9 afiggridone.

Excipient with known effect
Each tablet contains 15.72 mg sodium.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Prolonged-release tablet

Parnido 3 mg prolonged-release tablets appear s tehgreyish white round biconvex film-coated
tablets with possible uneven surface and imprimtigl mark P3 on one side of the tablet.

Parnido 6 mg prolonged-release tablets appeamamizh yellow, round, biconvex, film-coated
tablets with possible uneven surface and imprimtigd mark P6 on one side of the tablet.

Parnido 9 mg prolonged-release tablets appearf-généf round, biconvex, film-coated tablets with
possible uneven surface and imprinted with mark®8ne side of the tablet.

4.  CLINICAL PARTICULARS

4.1 Therapeuticindications

Parnido is indicated for the treatment of schizepfa.

Parnido is indicated for the acute treatment ofzedifective disorder as monotherapy and as an
adjunct to antidepressants and/or mood stabilizers.

4.2  Posology and method of administration

Posology

Schizophrenia (adults)

The recommended dose of Parnido for the treatnfesghizophrenia in adults is 6 mg once daily,
administered in the morning. Initial dose titratismot required. Some patients may benefit from
lower or higher doses within the recommended rafigemgto 12 mg once daily. Dosage
adjustment, if indicated, should occur only aft@mical reassessment. When dose increases are
indicated, increments of 3 mg/day are recommendddyanerally should occur at intervals of more
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than 5 days.

Schizoaffective disorder (adults)

The recommended dose of Parnido for the treatnfesthizoaffective disorder in adults is 6 mg once
daily, administered in the morning. Initial dogediion is not required. Some patients may benefit
from lower or higher doses within the recommendedje of 3 mg to 12 mg once daily. A general
trend for greater effects was seen with higher sld$es trend must be weighed against dose-related
increase in adverse reactions. Dosage adjustmémdjgéated, should occur only after clinical
reassessment. When dose increases are indicateemints of 3 mg/day are recommended and
generally should occur at intervals of more thatays. The maximum recommended dose is

12 mg/day.

Switching to other antipsychotic medicinal products

There are no systematically collected data to §ipatty address switching patients from Parnido to
other antipsychotic medicinal products. Due toad#ht pharmacodynamic and pharmacokinetic
profiles among antipsychotic medicinal productgesuision by a clinician is needed when switching
to another antipsychotic product is considered o&lyi appropriate.

Elderly

Dosing recommendations for elderly patients withmal renal functionX 80 ml/min) are the same as
for adults with normal renal function. However, base elderly patients may have diminished renal
function, dose adjustments may be required accgritheir renal function status (see Renal
impairment below). Parnido should be used withicaun elderly patients with dementia with risk
factors for stroke (see section 4.4).

Hepatic impairment

No dose adjustment is required in patients witldrail moderate hepatic impairment. As paliperidone
has not been studied in patients with severe repagairment, caution is recommended in such
patients.

Renal impairment

For patients with mild renal impairment (creatingtearance: 50 to < 80 ml/min), the recommended
initial dose is 3 mg once daily. The dose may loediased to 6 mg once daily based on clinical
response and tolerability.

For patients with moderate to severe renal impaitr@eatinine clearancel0 to < 50 ml/min), the
recommended initial dose of paliperidone is 3 mgrgwther day, which may be increased to 3 mg
once daily after clinical reassessment. As paldmere has not been studied in patients with creegini
clearance below 10 ml/min, use is not recommendedich patients.

Paediatric population
Safety and effectiveness of Parnido in patient8 years of age have not been studied. There is no
experience in children.

Other special populations
No dose adjustment for Parnido is recommended basgeénder, race, or smoking status. (For
pregnant women and breast-feeding mothers, seiersdcb)

Method of administration

Parnido is for oral administration. It must be daakbd whole with liquid, and must not be chewed,
divided, or crushed. The active substance is coathwithin a non-absorbable shell designed to
release the active substance at a controlledTatetablet shell, along with insoluble core
components, is eliminated from the body; patiehtsil not be concerned if they occasionally notice
in their stool something that looks like a tablet.

The administration of Parnido should be standaddiseelation to food intake (see section 5.2). The
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patient should be instructed to always take Parnidthe fasting state or always take it togethigh w
breakfast and not to alternate between administrati the fasting state or in the fed state.

4.3 Contraindications
Hypersensitivity to the active substance, risper@r to any of the excipients listed in sectidh 6
4.4  Special warningsand precautionsfor use

Patients with schizoaffective disorder treated \pigtiperidone should be carefully monitored for a
potential switch from manic to depressive symptoms.

QT interval

Caution should be exercised when paliperidonedsqgribed in patients with known cardiovascular
disease or family history of QT prolongation, andconcomitant use with other medicines thought to
prolong the QT interval.

Neuroleptic malignant syndrome

Neuroleptic Malignant Syndrome (NMS), characteribgdyperthermia, muscle rigidity, autonomic
instability, altered consciousness, and elevataghsereatine phosphokinase levels has been reported
to occur with paliperidone. Additional clinical siggmay include myoglobinuria (rhabdomyolysis) and
acute renal failure. If a patient develops signsyonptoms indicative of NMS, all antipsychotics,
including Parnido, should be discontinued.

Tardive dyskinesi@xtrapyramidal symptoms

Medicines with dopamine receptor antagonistic prigehave been associated with the induction of
tardive dyskinesia characterised by rhythmicalplaxatary movements, predominantly of the tongue
and/or face. If signs and symptoms of tardive dysgia appear, the discontinuation of all
antipsychotics, including Parnido, should be cosisd.

Caution is warranted in patients receiving botlychsstimulants (e.g., methylphenidate) and
paliperidone concomitantly, as extrapyramidal syongs could emerge when adjusting one or both
medications. Gradual withdrawal of stimulant treatnis recommended (see section 4.5).

Leukopenia, neutropenia, and agranulocytosis

Events of leukopenia, neutropenia, and agranulstyttave been reported with antipsychotic agents,
including paliperidone. Possible risk factors feukopenia/neutropenia include pre-existing low @hit
blood cell count (WBC) and history of drug-indudedkopenia/neutropenia.Patients with a history of
a clinically significant low white blood cell coutMVBC) or a drug-induced leukopenia/neutropenia
should be monitored during the first few monthshefrapy and discontinuation of paliperidone should
be considered at the first sign of a clinicallyrsfigant decline in WBC in the absence of other
causative factors. Patients with clinically sigefint neutropenia should be carefully monitored for
fever or other symptoms or signs of infection ameated promptly if such symptoms or signs occur.
Patients with severe neutropenia (absolute neutroptint < 1 X 16/L) should discontinue
paliperidone and have their WBC followed until reeny.

Hyperglycemia and diabetes mellitus

Hyperglycaemia, diabetes mellitus, and exacerbatigme-existing diabetes have been reported
during treatment with paliperidone. Assessmenhefrelationship between atypical antipsychotic use
and glucose abnormalities is complicated by theipdgy of an increased background risk of
diabetes mellitus in patients with schizophrenid tre increasing incidence of diabetes mellituhen
general population. Given these confounders, tla¢ioaship between atypical antipsychotic use and
hyperglycemia-related adverse events is not colyglenderstood.Patients treated with any atypical
antipsychotic, including paliperidone, should benitmred for symptoms of hyperglycaemia (such as
polydipsia, polyuria, polyphagia, and weakness) gattients with diabetes mellitus should be
monitored regularly for worsening of glucose cohtro
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Weight gain
Weight gain has been observed with atypical antipstic use.Weight should be monitored regularly.

Orthostatic hypotension
Paliperidone may induce orthostatic hypotensiosomme patients based on its alpha-blocking activity.

Based on pooled data from the three, placebo-dtedr®-week, fixed-dose trials with paliperidone
(3, 6, 9, and 12 mg), orthostatic hypotension veaerted by 2.5% of subjects treated with
paliperidone compared with 0.8% of subjects treatild placebo. Paliperidone should be used with
caution in patients with known cardiovascular digege.g., heart failure, myocardial infarction or
ischaemia, conduction abnormalities), cerebrovasalisease, or conditions that predispose the
patient to hypotension (e.g., dehydration and hyppouia).

Seizures
Paliperidone should be used cautiously in patiesitts a history of seizures or other conditions that
potentially lower the seizure threshold.

Potential for gastrointestinal obstruction

Because the Parnido tablet is non-deformable ard dot appreciably change shape in the
gastrointestinal tract, Parnido should not ordipdre administered to patients with preexistingese
gastrointestinal narrowing (pathologic or iatroggrmr in patients with dysphagia or significant
difficulty in swallowing tablets. There have beanea reports of obstructive symptoms in patients wit
known strictures in association with the ingestdmedicines in non-deformable controlled-release
formulations. Due to the controlled-release desifgine dosage form, Parnido should only be used in
patients who are able to swallow the tablet whole.

Conditions with decreased gastro-intestinal trairsié
Conditions leading to shorter gastrointestinal ¢ratime, e.g., diseases associated with chromerse
diarrhoea, may result in a reduced absorption lyjgrdone.

Renal impairment

The plasma concentrations of paliperidone are &s@é in patients with renal impairment and,
therefore, dosage adjustment may be required ire g@tients (see sections 4.2 and 5.2). No data are
available in patients with a creatinine clearanglew 10 ml/min. Paliperidone should not be used in
patients with creatinine clearance below 10 ml/min.

Hepatic impairment
No data are available in patients with severe hepapairment (Child-Pugh class C). Caution is
recommended if paliperidone is used in such patient

Elderly patients with dementia
Paliperidone has not been studied in elderly ptigtith dementia.

Overall mortality

Elderly patients with dementia-related psychosated with atypical antipsychotic drugs are at
increased risk of death compared to placebo. Aralg$ 17 placebo-controlled trials (modal duration
of 10 weeks) in these subjects revealed a risleattdin the drug-treated subjects of between 1.6 to
1.7 times that seen in placebo-treated subjectsr the course of a typical 10-week controlled trial
the rate of death in drug-treated subjects wastah&&6, compared to a rate of about 2.6% in the
placebo group. Although the causes of death weniedjamost of the deaths appeared to be either
cardiovascular (e.g., heart failure, sudden deatimfectious (e.g., pneumonia) in nature. Parigdo
not approved for the treatment of patients with eetia-related psychosis.

Cerebrovascular adverse reactions
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In placebo-controlled trials in elderly with demiartreated with some atypical antipsychotic drugs,
including risperidone, there was a higher incigeatcerebrovascular adverse events
(cerebrovascular accidents and transient ischettaicks) including fatalities, compared to placebo.

In placebo-controlled trials in elderly patientdwilementia there was a significantly higher inomke
of cerebrovascular adverse events, such as straleding fatalities) and transient ischemic at&ck
in patients (mean age 85 years, range 73-97) tredth risperidone compared to patients treatet wit
placebo. The pooled data from six placebo-contdiials in mainly elderly patients (>65 years of
age) with dementia showed that cerebrovascularrseavents (serious and non-serious combined)
occurred in 3.3% (33/989) of patients treated wigperidone and 1.2% (8/693) of patients treated
with placebo. The Odds Ratio (95% exact confidentval) was 2.96 (1.33, 7.45).

Parkinson's disease and dementia with Lewy bodies

Physicians should weigh the risks versus the bsnsfien prescribing paliperidone to patients with
Parkinson's Disease or Dementia with Lewy BodidsBDsince both groups may be at increased risk
of Neuroleptic Malignant Syndrome as well as hawangncreased sensitivity to antipsychotics.
Manifestation of this increased sensitivity carlude confusion, obtundation, postural instabilityhwv
frequent falls, in addition to extrapyramidal syonps.

Priapism

Antipsychotic medicinal products (including risgkme) witha-adrenergic blocking effects have
been reported to induce priapism. During postmargeturveillance priapism has also been reported
with paliperidone, which is the active metabolifeisperidone. Patients should be informed to seek
urgent medical care in case that priapism has @en lbesolved within 3-4 hours.

Body temperature regulation

Disruption of the body's ability to reduce core poeimperature has been attributed to antipsychotic
medicinal products. Appropriate care is advisedmrescribing paliperidone to patients who will be
experiencing conditions which may contribute tcedvation in core body temperature, e.g.,
exercising strenuously, exposure to extreme heegjving concomitant medication with
anticholinergic activity, or being subject to dergtibn.

Venous thromboembolism

Cases of venous thromboembolism (VTE) have beesrtegh with antipsychotic medicinal products.
Since patients treated with antipsychotics ofteasent with acquired risk factors for VTE, all pbdesi
risk factors for VTE should be identified beforedaduring treatment with paliperidone and preventive
measures undertaken.

Antiemetic effect

An antiemetic effect was observed in preclinicasts with paliperidone. This effect, if it occuns
humans, may mask the signs and symptoms of ovegedasith certain medicines or of conditions
such as intestinal obstruction, Reye's syndrong pbaain tumour.

Intraoperative Floppy Iris Syndrome

Intraoperative floppy iris syndrome (IFIS) has bebserved during cataract surgery in patients
treated with medicines with alphala-adrenergicgmisst effect, such as paliperidone (see section
4.8).

IFIS may increase the risk of eye complicationsripand after the operation. Current or past use of
medicines with alphala-adrenergic antagonist effieatild be made known to the ophthalmic surgeon
in advance of surgery. The potential benefit opping alphala-blocking therapy prior to cataract
surgery has not been established and must be veeagienst the risk of stopping the antipsychotic
therapy.

Sodium
This medicine contains less than 1 mmol sodiumn(@3 per tablet (i.e. 15.72 mg sodium/ tablet), that
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is to say essentially ‘sodium-free’.
2 tablets contain 31,44 mg sodium, which is eqeinato 1,6 % of the WHO recommended maximum
daily dietary intake of sodium for an adult.

45 Interaction with other medicinal products and other forms of interaction

Caution is advised when prescribing paliperidoni wiedicines known to prolong the QT interval,
e.g., class IA antiarrhythmics (e.g., quinidinesagiyramide) and class Il antiarrhythmics (e.g.,
amiodarone, sotalol), some antihistaminics, sorherantipsychotics and some antimalarials (e.g.,
mefloquine).

Potential for paliperidone to affect other medisine

Paliperidone is not expected to cause clinicallgantant pharmacokinetic interactions with medicines
that are metabolised by cytochrome P-450 isozyimestro studies in human liver microsomes
showed that paliperidone does not substantialljpinthe metabolism of drugs metabolized by
cytochrome P450 isozymes, including CYP1A2, CYP2B8P2C8/9/10, CYP2D6, CYP2EL,
CYP3A4, and CYP3AS5. Therefore, paliperidone isexgiected to inhibit clearance of drugs that are
metabolized by these metabolic pathways in a @llyicelevant mannein vitro studies indicate that
paliperidone is not an inducer of CYP1A2, CYP2CLZ¥P3A4 activity.

Paliperidone is a weak inhibitor of P-glycoprotéigp) at high concentrations. Wovivo data are
available and the clinical relevance is unknown.

Given the primary CNS effects of paliperidone (seetion 4.8), it should be used with caution in
combination with other centrally acting medicinesy., anxiolytics, most antipsychotics, hypnotics,
opiates, etc. or alcohol.

Paliperidone may antagonise the effect of levodomhother dopamine agonists. If this combination
is deemed necessary, particularly in end-stagerizank's disease, the lowest effective dose of each
treatment should be prescribed.

Because of its potential for inducing orthostagipdiension (see section 4.4), an additive effegt ma
be observed when paliperidone is administered @ttibr therapeutic agents that have this potential,
e.g., other antipsychotics, tricyclics.

Caution is advised if paliperidone is combined vather medicines known to lower the seizure
threshold (i.e., phenothiazines or butyrophenocdegzapine, tricyclics or SSRIs, tramadol,
mefloquine, etc.).

Pharmacokinetic interaction between paliperidoreélghium is unlikely to occur.

Co-administration of paliperidone 12 mg once daiith divalproex sodium prolonged-release tablets
(500 mg to 2000 mg once daily) did not affect tteady-state pharmacokinetics of valproate. Co-
administration of paliperidone with divalproex sami prolonged-release tablets increased the
exposure to paliperidone (see below).

Potential for other medicines to affect paliperidon

Paliperidone is not a substrate of CYP1A2, CYP228P2C9, CYP2C19 and CYP3AS5. This
suggests that an interaction with inhibitors ornicers of these isozymes is unlikdly.vitro studies
indicate that CYP2D6 and CYP3A4 may be minimallydived in paliperidone metabolism, but there
are no indicationg vitro norin vivo that these isozymes play a significant role inrttegabolism of
paliperidone.

Paliperidone is metabolized to a limited extendXP2D6 (see section 5.2). In an interaction study
in healthy subjects concomitant administration afgeridone with paroxetine, a potent CYP2D6
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inhibitor, showed no clinically significant effech the pharmacokinetics of paliperidone.

Co-administration of paliperidone once daily witdirlzamazepine 200 mg twice daily caused a
decrease of approximately 37% in the mean steadg-6hax and AUC of paliperidone. This decrease
is caused, to a substantial degree, by a 35% iserieaenal clearance of paliperidone likely as a
result of induction of renal P-gp by carbamazepieinor decrease in the amount of active
substance excreted unchanged in the urine sugpesthere was little effect on the CYP metabolism
or bioavailability of paliperidone during carbampize co-administration. Larger decreases in plasma
concentrations of paliperidone could occur withhieigdoses of carbamazepine. On initiation of
carbamazepine, the dose of paliperidone shoulé{esaluated and increased if necessary.
Conversely, on discontinuation of carbamazepireeditse of paliperidone should be re-evaluated and
decreased if necessary.

Medicinal products affecting gastrointestinal tititime may affect the absorption of paliperidone,
e.g., metoclopramide.

Paliperidone, a cation under physiological pH,risnprily excreted unchanged by the kidneys,
approximately half via filtration and half via agti secretion. Concomitant administration of
trimethoprim, a drug known to inhibit active reration drug transport, did not influence the
pharmacokinetics of paliperidone.

Co-administration of a single dose of paliperidé@emg with divalproex sodium prolonged-release
tablets (two 500 mg tablets once daily) resultedrinncrease of approximately 50% in they@nd
AUC of paliperidone. Dosage reduction for paliperid should be considered when paliperidone is
co-administered with valproate after clinical assesnt.

Concomitant use of paliperidone with risperidone

Concomitant use of paliperidone with oral rispenéds not recommended as paliperidone is the
active metabolite of risperidone and the combimatibthe two may lead to additive paliperidone
exposure.

Concomitant use of paliperidone with psychostimtdan
The combined use of psychostimulants (e.g., metigylwlate) with paliperidone can lead to
extrapyramidal symptoms upon change of either thr reatments (see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no adequate data from the use of palgegiduring pregnancy.

A retrospective observational cohort study based bi$ claims database compared the risk of
congenital malformations for live births among wanwéth and without antipsychotic use during the
first trimester of pregnancy. Paliperidone, thevactmetabolite of risperidone, was not specifically
evaluated in this study. The risk of congenitalforahations with risperidone, after adjusting for
confounder variables available in the database eleasmted compared to no antipsychotic exposure
(relative risk=1.26, 95% CI: 1.02-1.56). No biolcgi mechanism has been identified to explain these
findings and teratogenic effects have not beenrgbden non-clinical studies. Based on the findings
of this single observational study, a causal retedip betweeim uteroexposure to risperidone and
congenital malformations has not been established.

Paliperidone was not teratogenic in animal studiaspther types of reproductive toxicity were
observed (see section 5.3). Neonates exposedipsytiotics (including paliperidone) during the
third trimester of pregnancy are at risk of adveesections including extrapyramidal and/or
withdrawal symptoms that may vary in severity andation following delivery. There have been
reports of agitation, hypertonia, hypotonia, trepnsmmnolence, respiratory distress, or feeding
disorder. These complications have varied in senexihile in some cases symptoms have been self-
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limited, in other cases neonates have requiredsnie care unit support and prolonged
hospitalisation. Paliperidone should not be usethdypregnancy only if the potential benefit juistf
the potential risk to the foetus. The effect ofipaiidone on labor and delivery in humans is unkmow
If discontinuation during pregnancy is necessdrghould not be done abruptly.

Breast-feeding

Paliperidone is excreted in the breast milk to sarclextent that effects on the breast-fed infamt ar
likely if therapeutic doses are administered tabtdeeding women. Paliperidone should not be used
while breast feeding.

4.7 Effectson ability to drive and use machines

Paliperidone can have minor or moderate influencthe ability to drive and use machines due to
potential nervous system and visual effects (setose4.8). Therefore, patients should be advis#d n
to drive or operate machines until their individaasceptibility to paliperidone is known.

4.8 Undesrable effects

Paliperidone is the major active metabolite ofersgione. Adverse reactions reported with rispergdon
can be found in the ADVERSE REACTIONS section @& tisperidone package insert.

Throughout this section, adverse reactions areepted. Adverse reactions are adverse events that
were considered to be reasonably associated véthgl of paliperidone based on the comprehensive
assessment of the available adverse event infasmaii causal relationship with paliperidone cannot
be reliably established in individual cases. Futthecause clinical trials are conducted under hyide
varying conditions, adverse reaction rates obseirvéfte clinical trials of a drug cannot be dirgctl
compared to rates in the clinical trials of anottherg and may not reflect the rates observed mioall
practice.

Clinical Trial Data

The safety of paliperidone in the treatment of aophrenia was evaluated in 1205 adult subjects with
schizophrenia who participated in 3 double-blindcpbo-controlled 6-week trials, of whom 850
subjects received paliperidone at fixed doses renfyjom 3 mg to 12 mg once daily.

The safety of paliperidone was also evaluated ihdijects with schizoaffective disorder who
participated in two double-blind, placebo-contrd|lé-week trials. In one of these trials, 206 scisje
were assigned to one of two dose levels of patipee 6 mg with the option to reduce to 3 mg
(n=108) or 12 mg with the option to reduce to 9(mg98) once daily. In the other study, 214 subjects
received flexible doses of paliperidone (3-12 mgeodaily). Both studies included subjects who
received paliperidone either as monotherapy oomhination with antidepressants and/or mood
stabilizers.

The information in this section was derived fronoleadl data.
The majority of adverse reactions were mild to nmatiein severity.
Double-Blind, Placebo-Controlled Data — Schizoplieen

Adverse drug reactions (ADRs) reported2% of paliperidone-treated subjects in the three6k
double-blind, placebo-controlled, fixed-dose schiz@nia trials are shown in Table 1.

Table 1: Adverse reactions reportedt2¥6 of paliperidone-treated subjects with schizepla in
three 6-week double-blind placebo-controlled, fixkxbe clinical trials
Per centage of Patients
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Paliperido Paliprido Paliperido Paliperido

ne ne ne ne Placebo

3mg once 6mg 9mg once 12 mgonce

daily once daily daily

daily

System/Organ Class (N=127) (N=235) (N=246) (N=242) (N=355)
Adverse Reacti % % % % %
Nervous System Disorders
Headach 11 12 14 14 12
Dizzines 6 5 4 5 4
Extrapyramidal disorde 5 2 7 7 2
Somnolenc 5 3 7 5 3
Akathisie 4 3 8 1C 4
Tremol 3 3 4 3 3
Hypertonie 2 1 4 3 1
Dystonit 1 1 4 4 1
Sedatiol 1 5 3 6 4
Parkinsonism 0 <1 2 1 0
Eye Disorder
Oculogyric crisi: 0 0 2 0 0
Cardiac Disorders
Sinus tachycard 9 4 4 7 4
Tachycardii 2 7 7 7 3
Bunde branch bloc 3 1 3 <1 2
Sinus arrhythmi 2 1 1 <1 0
Atrioventricular block first 2 0 2 1 1
degret
Vascular Disorders
Orthostatic hypotensic 2 1 2 4 1
Gastrointestinal Disorders
Vomiting 2 3 4 5 5
Dry moutt 2 3 1 3 1
Abdominal pain upgr 1 3 2 2 1
Salivary hypersecretic 0 <1 1 4 <1
General disorders
Asthenia 2 <1 2 2 1
Fatigue 2 1 2 2 1

Double-Blind, Placebo-Controlled Data — Schizodfifex Disorder
Adverse reactions reported by2% of paliperidone-treated subjects in the twalm-controlled
schizoaffective disorder trials are shown in Table

Table 2: Adverse reactions reported=b% of paliperidone-treated subjects with schizeetife
disorder in two double-blind, placebo-controllethidal trials
Per centage of Patients

Paliperidone
3-12mg Placebo

oncedaily

(N=420)* (N=202)
System/Organ Class
Adverse Reactic % %
Infections and I nfestations
Nasopharyngitis 3 1
M etabolism and Nutrition
Disorders
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Increased appetite 2 <1
Nervous System Disorders

Tremor 8 3
Akathisia 5 4
Sedation 5 3
Somnolence 5 2
Hypertonia 5 2
Drooling 2 0
Dysarthria 2 0
Gastrointestinal Disorders

Nausea 6 6
Dyspepsia 5 2
Constipatiol 4 2
Musculoskeletal and Connective Tissue Disorders

Myalgia 2 <1
Investigations

Weight increase 4 1

*Among the 420 subjects treated with paliperidd@®4) (55%) received paliperidone as monotherapyl&0d(45%)
received paliperidone in combination with antidegents and/or mood stabilizers.

Monotherapy versus Combination Therapy

The designs of the two placebo-controlled, 6-weekible-blind trials in subjects with schizoaffeetiv
disorder included the option for subjects to reeentidepressants (except monoamine oxidase
inhibitors) and/or mood stabilizers (lithium, vadate, or lamotrigine). In the subject population
evaluated for safety, 230 (55%) subjects receiaigpg@ridone as monotherapy and 190 (45%)
subjects received paliperidone in combination aittidepressants and/or mood stabilizers. When
comparing these 2 subpopulations, only nausea iztat a greater frequency3% difference) in
subjects receiving paliperidone as monotherapy.

Dose-Related Adverse Reactions

Schizophrenia Trials

Based on the pooled data from the three placehtralled, 6-week, fixed-dose studies in subjects
with schizophrenia, among the adverse reactionott@irred with a greater than 2% incidence in the
subjects treated with paliperidone, the inciderafeale following adverse reactions increased with
dose: somnolence, orthostatic hypotension, akathdsistonia, extrapyramidal disorder, hypertonia,
parkinsonism, and salivary hypersecretion. For mb#iese, the increased incidence was seen
primarily at the 12 mg dose, and, in some cases9 ting dose.

Schizoaffective Disorder Trials

In the placebo-controlled, 6-week high- and lowealstidy in subjects with schizoaffective disorder,
dystonia, dysarthria, and nasopharyngitis occumecke frequently (i.e., a difference of at least 3f0)
subjects who received higher doses of paliperidmmapared with subjects who received lower doses.
Hypertonia occurred more frequently in subjects wdaeived lower doses of paliperidone compared
with subjects who received higher doses.

Other Clinical Trials Data

Paliperidone is the active metabolite of risperiglaherefore the adverse reaction profiles of these
compounds (including both the oral and injectablenulations) are relevant to one another. Hence, a
comprehensive listing of adverse reactions acrabggridone and risperidone products provides
relevant safety information for these related potsluAdverse reactions detected for one formulation
of risperidone or paliperidone were considerecetesvant safety information for the other formulatio
of the same compound unless the adverse reactiemesumique to either the formulation or the route
of administration. Adverse reactions for one conmbthat were not listed for the other compound
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were also added to the label for the other compaunhelss no meaningful new safety information
could be derived from the additional adverse reast(i.e., the term was vague or the medical cdncep
was already found in the current label). All adeemsactions and their frequencies of occurrence in
patients on paliperidone are reflected in the Asleeeaction tables below.

Adverse reactions reported with paliperidone andéperidone by 2% of paliperidone-treated
subjects in a pooled dataset of the 9 double-bptatebo-controlled schizophrenia, bipolar disorder
and schizoaffective disorder trials (8 in adultd arin adolescent subjects) are shown in Table 3.

Table 3. Additional adverse reactions reported wihperidone and/or risperidone 2% of
paliperidone-treated subjedtgThe terms within each System Organ Class atedaiphabetically)
System/Organ Class
Adverse Reaction
Infectionsand I nfestations
Upper respiratory tract infection

Psychiatric Disorders

Insomnia*

Nervous System Disorders

Akathisia*, Dystonia*, Parkinsonism*
Gastrointestinal Disorders

Abdominal discomfort, Diarrhea

Musculoskeletal and Connective Tissue Disorders

Musculosleletal pail

* Insomnia includes: initial insomnia, middle insomniaikathisia includes: hyperkinesia, restless legs syndrome,
restlessnes®ystonia includes: blepharospasm, cervical spasm, emprosthotoncig) fpasm, hypertonia, laryngospasm,
muscle contractions involuntary, myotonia, ocul@gym, opisthotonus, oropharyngeal spasm, pleutottus, risus
sardonicus, tetany, tongue paralysis, tongue sp@stitollis, trismusParkinsonism includes: akinesia, bradykinesia,
cogwheel rigidity, drooling, extrapyramidal symptgnglabellar reflex abnormal, muscle rigidity, mestightness,
musculoskeletal stiffness.

1 Frequencies calculated based on a pooled datiathet ® double- blind, placebo-controlled schizagptia, bipolar disorder,
and schizoaffective disorder trials (8 in adultd &nn adolescent subjects).

Adverse reactions reported with paliperidone andéperidone by <2% of paliperidone-treated
subjects in a pooled dataset of the 9 double-bptatebo-controlled schizophrenia, bipolar disorder
and schizoaffective disorder trials (8 in adultd &rin adolescent subjects) are shown in Table 4.

Table 4: Additional adverse reactions reported wahperidone and/or risperidone by <2% of
paliperidone-treated subjet{§ he terms within each System Organ Class aredatphabetically)
System/Organ Class
Adverse Reactic
Infections and Infestations
Acarodermatitis, Bronchitis, Cellulitis, CystitiBar infection, Influenza, Onychomycosis,
Pneumonia, Respiratory tract infection, Sinusit@psillitis, Urinary tract infection

Blood and Lymphatic System Disorders

Anemia, Hematocrit decreased, Neutropenia, Whiedkell count decreased
Immune System Disorders

Anaphylactic reaction, Hypersensitivity

Endocrine Disorders

Hyperprolactinemia
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M etabolism and Nutritional Disorders

Anorexia, Blood cholesterol increased, Blood traglsides increased, Decreased appetite,
Hyperglycemia, Weight decreased

Psychiatric Disorders
Anorgasmia, Depression, Libido decreased, Nightifleep disorder
Nervous System Disorders

Cerebrovascular accident, Convulsion*, Disturbancatention, Dizziness postural,
Dyskinesia*, Hypoesthesia, Loss of consciousnesgdthesia, Psychomotor hyperactivity,
Syncope, Tardive dyskinesia

Eye Disorders

Conjunctivitis, Dry eye, Lacrimation increased, Riphobia
Ear and Labyrinth Disorders

Ear pain, Tinnitus, Vertigo

Cardiac Disorders

Atrioventricular block, Bradycardia, Conductionalider, Electrocardiogram abnormal,
Electrocardiogram QT prolond, Paljitations

Vascular Disorders
Flushing, Hypertension, Hypotension, Ischemia

Respiratory, Thoracic and Mediastinal Disorders
Cough, Dyspnea, Hyperventilation, Nasal congesttraryngolaryngeal pain, Wheezing

Gastrointestinal Disorders

Cheilitis, Dysphagia, Fecal incontinence, Flatuker@astroenteritis, Intestinal obstruction,
Swollen tongue, Toothache

Hepatobiliary Disorders
Gamma-glutamyltransferase increased, Hepatic enaytneased, Transaminases increased

Skin and Subcutaneous Tissue Disorder
Acne, Dry skin, Eczema, Erythema, Pruritus, Rasho&heic dermatitis, Skin discoloration

Musculoskeletal and Connective Tissue Disorders
Arthralgia, Back pain, Blood creatine phosphokinaseeased, Joint stiffness, Joint swelling,
Muscle spasms, Muscular weakness, Neck pain

Renal and Urinary Disorders
Dysuria, Pollakiuria, Urinary incontinence

Reproductive System and Breast Disorders

Breast discharge, Breast discomfort, Breast engoegé Ejaculation disorder, Erectile
dysfunction, Gynecomastia, Menstrual disorder*,uBxlysfunction, Vaginal discharge

General Disorders
Body temperature increased, Chest discomfort, &Hithce edema, Gait abnormal,
Edema*, Pyrexia, Thirst

Injury, Poisoning and Procedural Complications
Fall
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*Convulsion includes: grand mal convulsiomDyskinesia includes: athetosis, chorea, choreoathetosis, movement
disorder, muscle twitching, myoclonudienstrual disorder includes: menstruation irregular, oligomenorrhoea
Edemaincludes: generalised edema, edema peripheral, pitting edema.

1 Frequencies calculated based on a pooled datiathet 8 double- blind, placebo-controlled schizapgtia,

bipolar disorder, and schizoaffective disordersr{@& in adults and 1 in adolescent subjects).

Adverse reactions reported with paliperidone andéperidone in other clinical trials but not refsat
by paliperidone (3-12 mg)-treated subjects in dgubdataset of the 9 double-blind, placebo-
controlled schizophrenia, bipolar disorder, andzmffective disorder trials (8 in adults and 1 in
adolescent subjects) are shown in Table 5.

Table 5: Additional adverse reactions reported wéliperidone and/or risperidone in other clinical
trials but not reported by paliperidone (3-12 ngated subjects in trials listed in Tables 3 afd 4.
(The terms within each System Organ Class aredsaffhabetically)

System/Organ Class

Adverse Reaction

Infections and I nfestations
Eye infection

Blood and Lymphatic System Disorders
Eosinophil count increased

Endocrine Disorders

Glucose urine present

M etabolism and Nutritional Disorders
Hyperinsulinemia, Polydipsia
Psychiatric Disorders

Blunted affect, Confusional state
Nervous System Disorders

Balance disorder, Cerebrovascular disorder, Coatidin abnormal, Depressed level of
consciousness, Diabetic coma, Head titubation, deptic malignant syndrome, Unresponsive
to stimuli

Eye Disorders

Eye movement disorder, Eye rolling, Glaucoma, Qchygeremia
Cardiac Disorders

Postural orthostatic tachycardia syndrome

Respiratory, Thoracic and Mediastinal Disorders

Dysphonia, Pneumonia aspiration, Pulmonary conggsiRales, Respiratory tract congestion
Gastrointestinal Disorders

Fecaloma

Skin and Subcutaneous Tissue Disorders

Drug eruption, Hyperkeratosis, Urticaria

Musculoskeletal and Connective Tissue Disorders

Posture abnormal, Rhabdomyolysis
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Reproductive System and Breast Disorders

Breast enlargement, Menstruation delayed
General Disorders

Body temperature decreased, Drug withdrawal syndrénaurationMalaise
1 Frequencies of ADRs listed in Tables 3 and 4 wateulated from 9 double-blind, placebo-controlketiizophrenia,
bipolar disorder, and schizoaffective disordersr{@ in adults and 1 in adolescent subjects). AD&s listed in the table
above were not observed in these studies, but @Eerved in other, nonpivotal clinical trials wihliperidone or in clinical
studies with another risperidone- or paliperidacgtaining product.

Elderly

In a study conducted in elderly subjects with sopirenia, the safety profile was similar to thatrse

in non-elderly subjects. Paliperidone has not lsedied in elderly patients with dementia. In dadi
trials with some other atypical antipsychotics r@ased risks of death and cerebrovascular accidents
have been reported (see section on Special waraimjspecial precautions for use).

Events of Particular interest to the class

Extrapyramidal Symptoms (EPS).

In clinical trials, there was no difference obserbetween placebo and the 3 and 6 mg doses of
paliperidone. Dose-relatedness for EPS was seértlvdttwo higher doses of paliperidone (9 and 12
mg). EPS included a pooled analysis of the follgnierms: dyskinesia, dystonia, hyperkinesia,
Parkinsonism, and tremor.

For subjects with schizoaffective disorder, theeswo dose-related increase in EPS observed for
parkinsonism with the Simpson-Angus scale or ak&with the Barnes Akathisia Rating Scale.
There was a dose-related increase observed witltapeous EPS reports of hyperkinesia and
dystonia and in the use of anticholinergic medioai

Weight Gain.

In clinical trials, the proportions of subjects rieg a weight gain criterion af 7% of body weight
were compared, revealing a similar incidence ofyivegain for paliperidone 3 mg and 6 mg
compared with placebo, and a higher incidence aghteain for paliperidone 9 mg and 12 mg.

In the pooled data from the two placebo-controleeek studies in subjects with schizoaffective
disorder, a higher percentage of paliperidone-ckatibjects (5%) had an increase in body weight of
>7% compared with placebo-treated subjects (1%hdrstudy that examined high- and low-dose
groups, the increase in body weight-@#6 was 3% in the low-dose group, 7% in the highedgr®up,
and 1% in the placebo group.

Laboratory Tests: Serum Prolactin.

In clinical trials, median increases in serum pbfawere observed with paliperidone in 67% of
subjects, however, potentially prolactin-relatedeade events (e.g., amenorrhea, galactorrhoea,
gynaecomastia) were reported overall in 2% of stibjéMaximum mean increases of serum prolactin
concentrations were generally observed on Day 1feafment, but remained above baseline levels at
study endpoint.

In the pooled data from the three placebo-contlpeweek, fixed-dose studies in subjects with
schizophrenia and from the two placebo-controledieek studies in subjects with schizoaffective
disorder, between-group comparisons revealed nécalgdimportant differences between
paliperidone and placebo in the proportions of sciisjexperiencing potentially clinically signifidan
changes in routine serum chemistry, hematologyrioglysis parameters. Similarly, there were no
differences between paliperidone and placebo imnttidence of discontinuations due to changes in
hematology, urinalysis, or serum chemistry, inahgdinean changes from baseline in fasting glucose,
insulin, c- peptide, triglyceride, HDL, LDL, andt#&b cholesterol measurements.
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Class effects
QT prolongation, ventricular arrhythmias (ventranutibrillation, ventricular tachycardia), sudden
unexplained death, cardiac arrest and Torsadeidéepanay occur with antipsychotics.

Postmarketing Data

In addition to the adverse reactions reported ducimical trials and listed above, the following
adverse reactions have been reported during pdsthirag experience with paliperidone and/or
risperidone (Table 6). The frequencies are provatmbrding to the following convention:
Very common >1/10

Common >1/100 to <1/10

Uncommon  >/1000 to <1/100

Rare >1/10000 to <1/1000

Very rare <1/10000, including isolated reports

Not known Cannot be estimated from the availabta da

In Table 6, adverse reactions are presented bydrery category based on spontaneous reporting
rates.

Table 6: Adverse reactions identified during posttating experience with paliperidone and/or
risperidone. (The frequency is based on spontan@masting rates with paliperidor

Blood and Lymphatic System Disorders

Very rare Agranulocytosis, Thrombocytopel
Endocrine Disorders

Not knowi Inappropriate antidiuretic hormone secre
M etabolism and Nutrition Disorders

Very rare Diabetes mellitus, Diabetic ketoacidosis, Hypogiy@
Not know! Water intoxicatio

Psychiatric Disorders

Very rare Catatonia, Mania, Somnambulism

Not knowi Sleef-related eating disord

Nervous System

Disorders

Very rare Dysgeusia

Eye Disorders

Not knowr Floppy iris syndrome (intraoperati
Cardiac Disorders

Very rare Atrial fibrillation

Vascular Disorder

Very rare Deep vein thrombosis, Pulmonary embo
Respiratory, Thoracic and Mediastinal Disorders

Very rare Sleep apnea syndrol

Gastrointestinal Disorders

Very rare Pancreatitis

Very rare lleus

Hepatobiliary Disorders

Not known Jaundice

Skin and Subcutaneous Tissue Disorders

Rare Angioedema

Very rare Alopecia

Not known Stevens-Johnson syndrome/Toxic epidermal necrolysis
Renal and Urinary Disorder

Very rare Urinary retention

Pregnancy, Puerperium and Perinatal Conditions

Very rare Drug withdrawal syndrome neonatal
Reproductive System and Breast Disorders
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Very rare Priapism
General Disorders
Very rare Hypothermii

Reporting suspected adverse reactions after asadtiom of the medicinal product is important. It
allows continued monitoring of the benefit/risk érate of the medicinal product.

49 Overdose

In general, expected signs and symptoms are tlesséiing from an exaggeration of paliperidone's
known pharmacological effects, i.e., drowsinessseahtion, tachycardia and hypotension, QT
prolongation, and extrapyramidal symptomsrsade de pointesnd ventricular fibrillation have been
reported in association with overdose. In the cdiseute overdosage, the possibility of multiple
medicinal product involvement should be considered.

Consideration should be given to the prolongedasdenature of the product when assessing treatment
needs and recovery. There is no specific antidopaliperidone. General supportive measures should
be employed. Establish and maintain a clear aitavalyensure adequate oxygenation and ventilation.
Cardiovascular monitoring should commence immebljiated should include continuous
electrocardiographic monitoring for possible artmgtas. Hypotension and circulatory collapse should
be treated with appropriate measures such as értoas fluid and/or sympathomimetic agents.
Administration of activated charcoal together vatlaxative should be considered. In case of severe
extrapyramidal symptoms, anticholinergic agentsikhbe administered. Close supervision and
monitoring should continue until the patient reasve

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Psycholeptics, Antipstychy, ATC code: NO5AX13.
Parnido contains a racemic mixture of (+)- ando@hperidone.

Mechanism of action

Paliperidone is a selective blocking agent of mamoa effects, whose pharmacological properties
are different from that of traditional neurolepti®aliperidone binds strongly to serotonergic 5-HT
and dopaminergic Breceptors. Paliperidone also blocks aldrenergic receptors and blocks, to a
lesser extent, Hhistaminergic and alfeadrenergic receptors. The pharmacological activfitthe (+)-
and (-)-paliperidone enantiomers are qualitatialy quantitatively similar.

Paliperidone is not bound to cholinergic receptBrgen though paliperidone is a strongdhtagonist,
which is believed to relieve the positive symptashschizophrenia, it causes less catalepsy and
decreases motor functions to a lesser extent thditibnal neuroleptics. Dominating central seraton
antagonism may reduce the tendency of paliperittmoause extrapyramidal side effects.

Clinical efficacy

Schizophrenia

The efficacy of paliperidone in the treatment dfigophrenia was established in three multi-centre,
placebo-controlled, double-blind, 6-week trialsubjects who met DSM-IV criteria for

schizophrenia. Paliperidone doses, which variedsscthe three studies, ranged from 3 to 15 mg once
daily. The primary efficacy endpoint was definechagecrease in total Positive and Negative
Syndrome Scale (PANSS) scores as shown in thaniolfptable. All tested doses of paliperidone
separated from placebo on day 4 (p<0.05). Predefreondary endpoints included the Personal and
Social Performance (PSP) scale and the Clinicab&lmpression — Severity (CGI-S) scale. In all
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three studies, paliperidone was superior to placgbBSP and CGI-S.

Schizophrenia Studies: Positive and Negative SyndrScale for Schizophrenia (PANSS) Total Score -

Change From Baseline to End Point- LOCF for StuBieg6477-SCH-303, R076477-SCH-304, and R0764

SCH-305: Inten-to-Treat Analysis Si

\77-

Placebo Paliperidong Paliperidone | Paliperidone | Paliperidone
3mc 6 mc 9 m¢ 12 mc

R076477-SCH-303 (N=126) (N=123) (N=122) (N=129)
Mean baseline (SD) 94.1 (10.74) 94.3(10.48) | 93.2(11.90) | 94.6 (10.98)
Mean change (SD) -4.1 (23.16) -17.9 (22.23) | -17.2 (20.23) | -23.3(20.12)
P-value (vs,Placebo) <0.001 <0.001 <0.001
Diff. of LS Means (SE -13.7 (2.63 -13.5 (2.63 -18.9 (2.6C
R076477-SCH-304 (N=105) (N=111) (N=111)
Mean baseline (SD) 93.6 (11.71) 92.3 (11.96) 94.1 (11.42)
Mean change (SD) -8.0 (21.48) -15.7 (18.89) -17.5 (19.83)
P-value (vs, Placebo) 0.006 <0.001
Diff. of LS Means (SE -7.0 (2.36 -8.5 (2.35
R076477-SCH-305 (N=120) (N=123) (N=123)
Mean baseline (SD) 93.9 (12.66) | 91.6 (12.19) 93.9 (13.20)
Mean change (SD) -2.8 (20.89) | -15.0 (19.61) -16.3 (21.81)
P-value (vs, Placebo) <0.001 <0.001
Diff. of LS Means (S -11.6 (2.35 -12.9 (2.34

Note: Negative change in score indicates improventer all 3 studies, an active control (olanzagha dose of 10 mg)
was included. LOCF = last observation carried fadvahe 1-7 version of the PANSS was used. A 15ogg was also
included in Study R076477-SCH-305, but resultsnatepresented since this is above the maximum rewnded daily dose

of 12 mg.

In a long-term trial designed to assess the magmies of effect, paliperidone was significantly more
effective than placebo in maintaining symptom colréind delaying relapse of schizophrenia. After
having been treated for an acute episode for 6 svap#t stabilised for an additional 8 weeks with

paliperidone (doses ranging from 3 to 15 mg ondlg)daatients were then randomised in a

double-blind manner to either continue on palipamig or on placebo until they experienced a relapse
in schizophrenia symptoms. The trial was stoppely &éar efficacy reasons by showing a

significantly longer time to relapse in patientesatied with paliperidone compared to placebo

(p=0.0053).

Schizoaffective disorder

The acute efficacy of paliperidon (3 mg to 12 mgedaily) in the treatment of schizoaffective
disorder was established in two placebo-controedgeek trials in non-elderly adult subjects.

Enrolled subjects

1) met DSM-IV criteria for schizoaffective disordes confirmed by the Structured Clinical Interview

for DSM-IV Disorders,

2) had a Positive and Negative Syndrome Scale (FAN&al score of at least 60, and 3) had
prominent mood symptoms as confirmed by a scogd lgfast 16 on the Young Mania Rating Scale
and/or Hamilton Rating Scale for Depression.
The population included subjects with schizoaffecbipolar and depressive types. In one of these
trials, efficacy was assessed in 211 subjects wbeived flexible doses of paliperidone (3-12 mgeonc
daily). In the other study, efficacy was assesae2D3 subjects who were assigned to one of two dose
levels of paliperidone: 6 mg with the option towed to 3 mg (n=105) or 12 mg with the option to
reduce to 9 mg (n=98) once daily. Both studiesuidetl subjects who received paliperidone either as
monotherapy [no mood stabilizers and/or antidepiresg55%)] or as an adjunct to mood stabilizers
and/or antidepressants (45%). The most commonly useod stabilizers were valproate and lithium.
The most commonly used antidepressants were SSR&NRIs. Paliperidone was dosed in the
morning without regard to meals. Studies were edraut in the United States, Eastern Europe,

Russia, and Asia.
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Efficacy was evaluated using the PANSS, a validatatli-item inventory composed of five factors to
evaluate positive symptoms, negative symptomsygigized thoughts, uncontrolled
hostility/excitement, and anxiety/depression. Asoselary outcomes, mood symptoms were evaluated
using the Hamilton Depression Rating Scale (HAM-D-&nd the Young Mania Rating Scale

(YMRS).

The paliperidone group in the flexible-dose studiysed between 3 and 12 mg/day, mean modal dose
of 8.6 mg/day) and the higher dose group of paliose in the 2 dose-level study (12 mg/day with
option to reduce to 9 mg/day) were each superipidoebo in the PANSS. Numerical improvements
in mood symptoms were also observed, as measuréByAM-D-21 and YMRS. In the lower dose
group of the 2 dose-level study (6 mg/day with @ptio reduce to 3 mg/day), paliperidone was not
significantly different from placebo as measuredhsyPANSS.

Taking the results of both studies together, palijpme improved the symptoms of schizoaffective
disorder at endpoint relative to placebo when adstared either as monotherapy or as an adjunct to
mood stabilizers and/or antidepressants. An exaimamaf population subgroups did not reveal any
evidence of differential responsiveness on theshafsjender, age, or geographic region. There were
insufficient data to explore differential effectsded on race.

5.2 Pharmacokinetic properties

The pharmacokinetics of paliperidone following palidone administration are dose proportional
within the available dose range (3 to 12 mg).

Absorption
Following a single dose, paliperidone exhibits adgral ascending release rate, allowing the plasma

concentrations of paliperidone to steadily risestach peak plasma concentratiog{L
approximately 24 hours after dosing. With onceydddsing of paliperidone, steady-state
concentrations of paliperidone are attained withih days of dosing in most subjects.

Paliperidone is the active metabolite of risperelofhe release characteristics of paliperidone
prolonged-release tablets result in minimal pealgh fluctuations as compared to those observed
with immediate-release risperidone (fluctuationein®8% versus 125%).

The absolute oral bioavailability of paliperidormdidwing administration is 28% (90% CI of
23%-33%).

Administration of paliperidone prolonged-releadaléss with a standard high-fat/high-caloric meal
increases fkaxand AUC of paliperidone by up to 50-60% compardti edministration in the fasting
state.

Distribution
Paliperidone is rapidly distributed. The apparesitimne of distribution is 487 |. The plasma protein
binding of paliperidone is 74%. It binds primarityas-acid glycoprotein and albumin.

Biotransformation and elimination

One week following administration of a single alake of 1 mg immediate-reled$€-paliperidone,
59% of the dose was excreted unchanged into undigating that paliperidone is not extensively
metabolised by the liver. Approximately 80% of taministered radioactivity was recovered in urine
and 11% in the faeces. Four metabolic pathways baga identified in vivo, none of which
accounted for more than 6.5% of the dose: dealkylahydroxylation, dehydrogenation, and
benzisoxazole scission. Althoughvitro studies suggested a role for CYP2D6 and CYP3AHén
metabolism of paliperidone, there is no evideimcévothat these isozymes play a significant role in
the metabolism of paliperidone. Population pharrkeics analyses indicated no discernible
difference on the apparent clearance of palipegddter administration between extensive
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metabolisers and poor metabolisers of CYP2D6 safestfn vitro studies in human liver microsomes
showed that paliperidone does not substantiallpinthe metabolism of medicines metabolised by
cytochrome P450 isozymes, including CYP1A2, CYP2B8P2C8/9/10, CYP2D6, CYP2EL,
CYP3A4, and CYP3AS5. The terminal elimination halélof paliperidone is about 23 hours.

In vitro studies have shown that paliperidone Bs@p substrate and a weak inhibitor of P-gp at high
concentrations. Non vivodata are available and the clinical relevancenisrhawn.

Special populations

Hepatic impairment

Paliperidone is not extensively metabolised inliver. In a study in subjects with moderate hepatic
impairment (Child-Pugh class B), the plasma conetions of free paliperidone were similar to those
of healthy subjects. No data are available in ptigith severe hepatic impairment (Child-Pugh<las
C).

Renal impairment

Elimination of paliperidone decreased with decmgsenal function. Total clearance of paliperidone
was reduced in subjects with impaired renal fumchyg 32% in mild (Creatinine Clearance [Cr CI] =
50 to < 80 ml/min), 64% in moderate (CrCl = 30 t86&ml/min), and 71% in severe (CrCl =<

30 ml/min) renal impairment. The mean terminal atation half-life of paliperidone was 24, 40, and
51 hours in subjects with mild, moderate, and sevenal impairment, respectively, compared with
23 hours in subjects with normal renal function@GCr 80 ml/min).

Elderly
Data from a pharmacokinetic study in elderly sutsi¢e 65 years of age, n = 26) indicated that the

apparent steady-state clearance of paliperidot@finlg administration was 20% lower compared to
that of adult subjects (18-45 years of age, n = B8ever, there was no discernable effect of age i
the population pharmacokinetic analysis involviohigophrenia subjects after correction of
age-related decreases in CrCl.

Race

No dose adjustment is recommended based on ragelafion pharmacokinetics analysis revealed no
evidence of race-related differences in the phaokiaetics of paliperidone following administration.
No differences in pharmacokinetics were observelpharmacokinetics study conducted in Japanese
and Caucasian subjects.

Gender

The apparent clearance of paliperidone followinguadstration is approximately 19% lower in
women than men. This difference is largely expldihg differences in lean body mass and creatinine
clearance between men and women.

Smoking status
Based orin vitro studies utilising human liver enzymes, paliperielisnot a substrate for CYP1A2;

smoking should, therefore, not have an effect emptiarmacokinetics of paliperidone. A population
pharmacokinetic analysis showed a slightly lowgrasxire to paliperidone in smokers compared with
non-smokers. The difference is unlikely to be afichl relevance, though.

5.3 Preclinical safety data

Repeat-dose toxicity studies of paliperidone irarad dog showed mainly pharmacological effects,
such as sedation and prolactin-mediated effectaanmary glands and genitals. Paliperidone was
not teratogenic in rat and rabbit. In rat reprotucstudies using risperidone, which is extensively
converted to paliperidone in rats and humans, aatezh was observed in the birth weight and
survival of the offspring. Other dopamine antagtmiwhen administered to pregnant animals, have
caused negative effects on learning and motor dpwetnt in the offspring. Paliperidone was not
genotoxic in a battery of tests. In oral carcinagiénstudies of risperidone in rats and mice, @ases
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in pituitary gland adenomas (mouse), endocrine qga@scadenomas (rat), and mammary gland
adenomas (both species) were seen. These tumaubg calated to prolonged dopaming D
antagonism and hyperprolactinemia. The relevantleasie tumour findings in rodents in terms of
human risk is unknown.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Macrogol
Butylhydroxytoluene
Povidone

Sodium chloride
Cellulose, microcrystalline
Magnesium stearate

Iron oxide red (E172)
Hydroxypropylcellulose
Cellulose acetate

Coating

Hypromellose

Titanium dioxide (E171)
Talc

Propylene glycol

Iron oxide yellow (E172) -enly for 6 mg tablets
Iron oxide red (E172) enly for 9 mg tablets

Printing ink

Shellac

Iron oxide black (E172)
Propylene glycol

6.2 Incompatibilities
Not applicable.

6.3 Shelf life

3 years

6.4 Special precautionsfor storage

Do not store above 30°C.
Store in the original package in order to proteairf moisture.

6.5 Natureand contents of container

Blister: 28 prolonged-release tablets, in a box.

6.6 Special precautionsfor disposal and other handling
No special requirements for disposal.

Any unused medicinal product or waste material ghba disposed of in accordance with local
requirements.
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7. MANUFACTURER

KRKA, d.d., Novo mesto, émarjeéka cesta 6, 8501d\lmesto, Slovenia
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[To be completed nationally]
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