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Therapeutic Advances

Paliperidone palmitate in schizophrenia

Introduction

econd-generation antipsychotic

drugs are the mainstay of the
treatment of schizophrenia in
the UK. Until recently, only one
second-generation antipsychotic,
risperidone, was available as a
long-acting injection (LAI).

Non-adherence with medication
remains a significant problem
in schizophrenia and LAIs can
reduce relapse rates.! LAIs have
proved beneficial in patients with
poor compliance with medication,
as they can reduce relapse rates by
eliminating covert non-adherence.
The National Institute for H ealth

and Clinical Excellence (NICE)
recommends LAIs for people
who would prefer such treatment
or where avoiding covert non-
adherence to antipsychotic medica-
tion is aclinical priority.? Other
interventionsto improve adherence
in schizophreniahave proved disap-
pointing,® and are not recom-
mended in everyday use.
Relapse has a severe psycho-
logical and functional impacton
patients, and also is asignificant
cost for healthcare providers,
especiallyifitleads to admission
to hospital. The use of LAIs

compared to oral medication
can significantly lower the risk of
hospitalisation.*

This Progress in Neurology and
Psychiatry Therapeutic Advances
supplement focuseson paliperi-
done palmitate, asecond-genera-
tion LAL Thisisaprefilled syringe
that can be administered via
deltoid or gluteal injectionsonce
amonth, without requiring oral
supplementation, and doesnot
need refrigeration. The authors
review the drug’s efficacy and
safety, and discuss its potential
place in therapy.
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The burden of schizophrenia and
the need for new treatment options

Ward Lawrence

irst-generation antipsychotic

long-acting injections (LAIs) are
widely used in everyday clinical
practice, despite a number of
disadvantages. Theycan take up to
three monthsto reach steady state,
requiring lengthyoral supplemen-
tation. The pharm acokinetics of
these drugsispoorlyunderstood
and choosing the rightdose for a
patient thatis both effective and
well tolerated is an art, with little sci-
ence to help the clinician.

There are now three second-
generation LAIs available (Table
1). Risperidone hasanumber of
disadvantagesin everydayclinical
practice. For example, the injec-
tion takes four to six weeks to
reach therapeutic levels post-
injection and oral supplementa-
tion isrequired for atleast the first
three weeks after the initial injec-
tion. Persuading poorlycompliant
patients that they should have an
injection and also take tablets for
at least three weeks is often
achallenge.

In addition, injections are every
two weeks. The drug also requires
refrigeration, often leading to apro-
portion being discarded if the cold
chain breaksdown. Some clinicians
find the maximum dose 0f50mg
every two weeks insufficient to
maintain some patients, and on
occasion have to supplementinjec-
tions with oral risperidone.

Olanzapine LAI has the dis-
advantage thatpatientsneed to be

Paliperidone

palmitate

Risperidone
long-acting injection

Olanzapine
pamoate

eight; no oral
supplementation
required

overlap required at
initiation and each
dose increase

Formulation Aqueous-based Aqueous-based micro- | Aqueous-based
suspension sphere suspension suspension

Treatment Initiation injections Three-week oral Various starting

initiation on day one and day antipsychotic dose strategies

Maintenance
dosing

Once-monthly
injection

Every two weeks

Every two or four
weeks

Administration

Deltoid and gluteal
intramuscular injection

Deltoid and gluteal
intramuscular injection

Gluteal intramuscular
injection

Dosage range

50, 75, 100 and 150mg
equivalent (mg eq)

25, 37.5 and 50mg

210, 300 and 405mg

on patient weight
and injection site)

needle (depending
on injection site)

How supplied No reconstitution Reconstitution Reconstitution
required; pre-filled required; all dosage required
syringes with low strengths are 2ml Range 1.0-2.7ml
volumes of injections
(0.5, 0.75, 1 and 1.5ml)
Storage No refrigeration Refrigeration required No refrigeration
required required
Needle 1 inch (25mm) 23G or 1 inch (25mm) 21G 1%z inch (38mm) or
supplied or 1%inch (38mm) 22G ultra thin wall or 2 inch 2 inch (50mm) 19G
recommended needle (depending (50mm) 20G thin walled

Post-injection
monitoring

No

No

Yes (three hours)

Table 1. Second-generation long-acting injections

observed in ahealthcare facility by
appropriately qualified personnel
for at least three hours after each
dose to check for ‘post-injection

syndrome’, which has signs and
symptomsconsistent with olan zap-
ine overdose. For many services
these restrictions have significantly

impacted on its practicality in
clinical practice.

A third, second-generation
LAI paliperidone palmitate, is
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now available for the treatment
of schizophrenia in adults.
Paliperidone is an active metabo-
lite of risperidone. Paliperidone
is an ester of paliperidone and
palmitic acid in an aqueous-based
suspension that utilises Nano
Crystal® technology for intra-
muscular administration. After
injection, paliperidone palmitate
slowly dissolves atthe injection site
and is enzymatically hydrolysed
to paliperidone.

Data from a randomised,
placebo-controlled study showed
paliperidone palmitate is effective as
earlyasdayeight. Italso showed itis
significantly effective with similar
rates 0f extrapyramidal sym ptom s to
placebo and no clinically relevant
changesin glucose and serum lipid
levels.® In this study only three of
488 patients had potentially pro-
lactin-related treatment-emergent
adverse events. Weightgain of 7% or
higher was dose related, with arange
between 6% and 13% com pared to
5% on placebo.

D ata from along-term trial of
52 weeks showed significantly
reduced time to relapse (p<0.0001)
compared with placebo, allowing
forthe trial to be terminated early.
Mean weight from transition base-
line to the double-blind endpoint
increased by1.9kg. Potentially pro-
lactin-related adverse events were
reported in 3% (n=28) of patients
in the transition and maintenance
phases, and in 2% (n=5) ofpatients
on paliperidone palmitate.

Anon-inferiority clinical trial
compared paliperidone palmitate
to risperidone LAL’ The trial isof
interest asitcompared the stan-
dard initiation regimen of risperi-
done with paliperidone palmitate
utilising a 150mg injection on day
one and asecond 100mg injection
on day eightbut without oral sup-
plementation. Paliperidone palmi-
tate was then administered
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e Patients should require a
long-acting injectable

¢ Patients should have previously
responded to oral risperidone or
paliperidone

e Patients must not require
immediate symptom control for
acute agitation and psychotic
symptoms

e Symptoms should be mild to
moderate

Box 1: Considerations for using the long-
acting injection paliperidone palmitate

monthly. Paliperidone palmitate
without oral supplementation was
non-inferior to risperidone plus
oral supplementation. This regi-
men isnow the licensed initiation
dosing regimen of paliperidone
palmitate, which doesnotrequire
oral supplementation.

Use in everyday clinical
practice
Paliperidone palmitate isinitiated
with two deltoid doses, 150mg
initially and a 100mg dose one
week later. Subsequentinjections
are monthly, with achoice of del-
toid or gluteal injectionsin adose
range of 50-150mg. For those
patients who need ahigher dose,
there is a 150mg option, which
risperidone LAT doesnothave.
There isno need for any addi-
tional monitoring postinjection.
Paliperidone palmitate can be
used in stabilised as well asnon-
stabilised patientson paliperidone
orrisperidone. Box 1 outlines fac-
tors that should be taken into
accountwhen considering the use
of paliperidone palmitate. Non-
stabilised patients with previous
responsiveness to oral risperidone
or paliperidone can be started
immediately on paliperidone
palmitate, provided theyonlyhave
mild to moderate symptoms and
provided they do notneed imme-

diate symptom control for acute
agitation or severe psychotic symp-
toms. ‘Mild to moderate symptom s’
are notdefined in the Summary
of Product Characteristics, and clin-
ical discretion istherefore allowed,
butclearlymostoutpatients would
qualify, and a proportion of in-
patients who are admitted to an
open psychiatric ward.

When switching from other
LAIs, there isno specific guidance
and no system atic switching studies
have been performed to date.
H owever, pharm acokinetic sim ula-
tions suggest that paliperidone
palmitate LATLis used in the same
way as switching to other LAIs, by
starting on the dayofthe nextinjec-
tion of previous LAL Theinitiation
regimen isnotrequired.

When switching from oral
antipsychotics, the initiation regi-
men isrequired. Itisimportant to
bearin mind the propertiesof the
previous antipsychotic as patients
can mistake any discontinuation
symptoms as side-effects from the
new drug, particularly the anti-
cholinergic discontinuation effects
when stopping olanzapine.

Summary

In summary, paliperidone palmi-
tate LAI is a potentially useful
addition to the psychiatric arm a-
mentarium for the treatmentof
schizophrenia. It appears well
tolerated, is effective and can be
administered with an initiation
regimen of two deltoid injections
which are aseffective asrisperidone
LAT supplemented with oral
medication. The monthlyinjec-
tions will be popular with patients
and save staff resources. While
furtherstudiesneed to bedoneon
itscosteffectiveness, its advantages
overrisperidone LALin everyday
use mean itlookslikely to be used
widelyin patients who require LAIs
for schizophrenia.
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Benefits of paliperidone palmitate
from a pharmacist’s perspective

Azizah Attard and David Taylor

Paliperidone is the major active
metabolite of risperidone and
its esterified form is now available
asalong-acting injection (LAI).
Unlike risperidone, paliperidone
palmitate doesnotrequire cold
storage. The need forcold storage
along with the potential to break
the cold storage chain, has for
many trusts and hospitals meant
significantrisperidone LAI wastage.
Reduction in this wastage has been
made atargetorakeyperformance
indicator for many psychiatric
hospitals. Ithasalso led to the devel-
opmentofcold storage packs with
freezer blocks, which undoubtedly
complicate and lengthen the
dispensing process.

Risperidone use ismade difficult
byalackofcomplete clarity overits
dose-response relationship.® The
SummaryofProduct Characteristics
for paliperidone palmitate LAI
clearlygivesadvice on dosing equiv-
alence between risperidone LAI
and paliperidone palmitate LAI°
and its dose-response relationship
hasbeen clearly characterised.

Initiation of paliperidone
palmitate
Initiation of paliperidone palmitate
involves the administration of two
doses, which are essentiallyloading
doses. The firstofthese dosesgives
rise to therapeutic plasma levels
within a few days. This facility for
acute treatment with paliperidone
palmitate isadistinct advantage for
the new formulation over risperi-
done and typical depots.

When adecision ismade to use
LAIs, the prim ary reason ispoor

compliance with oral therapy. For
those patients who absolutely
refuse oral tablets (dispersible or
otherwise), the ability to adminis-
ter loading dosesis welcome. The
regimen of loading doses at day
one (150mgintramusculardeltoid
injection) and day eight (100mg
intram uscular deltoid injection),
followed by the maintenance dose
later (in deltoid or gluteal), is
unusual for adrug formulation
used in psychiatry.

However,ithasto be recognised
thatnewdrug regimensand lack of
experience in prescribing should
always be viewed as a short-term
problem. For example, the initia-
tion of clozapine iscomplicated
butisnowacommon psychiatric
prescription.

Combining antipsychotics
The usual pharmacodynamic inter-
actions occur with paliperidone
palmitate thatone would expect
when combining antipsychotics with
othercentrallyacting agentssuch as
anxiolytics, other antipsychotics, or
hypnotics.

In comparison with risperidone,
paliperidone doesnot have clini-
callyimportant pharmacokinetic
interactions with drugsm etabolised
by the CYP450 enzyme system.
However, caution is still advised
when combining paliperidone with
carbam azepine as a decrease of
approximately 37% in the mean
steady-state C,, and areaunder
the curve of paliperidone is caused
byan increase in renal clearance.’

The clinical benefits of this
reduced potential of paliperidone

palmitate to interact with medici-
nal products, although appreci-
ated, remainsto be seen, especially
with prescribersmonitoring closely
forrisperidone interactions.

The key to successful introduc-
tion of anewdrug or formulation
isto use itin the right patient.
Risperidone hasbeen shown to be
clinically effective in schizophre-
nial® and clinically ineffective in
treatment resistant schizophre-
nia.ll paliperidone palmitate has
been shown to bhe efficaciousin
patients with schizophreniain com-
parison with placebo.12.13

Until longer real-life clinical
effectiveness studies include
paliperidone palmitate, thereisno
reason to helieve that thisformula-
tion will lead to reduced hospitali-
sation or hospital stay in
comparison with prior treatm ents,
although data does dem onstrate
reduced relapses versus placebo.
Similarly, there isno evidence at
thispointto recommend itsuse in
patients with treatment-resistant
schizophrenia (although new for-
mulations are frequently used in
these populations).

Summary

Paliperidone palmitate does not
require cold storage, can be
administered in the deltoid or
gluteal muscle, isacutely effective
when given in the standard initia-
tion doses, and isinvolved in fewer
pharmacokinetic interactions
than risperidone. Its dose-
response relationship is probably
better defined than that for
risperidone.
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How paliperidone palmitate might
help to individualise patient care

Susan Stocks

here are anumber of waysin

which paliperidone palmitate
LAImayimpactuponimproving a
patient’s treatment experience, as
well as safety. It can also have an
effecton the efficiency of care.

In choosing this treatment, the
patient will feel more in control of
which site theirinjection isadmin-
istered, and therefore more pre-
pared to acceptthe preparation. In
myclinical experience, patients
tend to prefer the deltoid muscle
asopposed to the gluteal as the
injection site:itdoesnotinvolve
removing clothes and generally
resultsin the patientretaining their
dignity through lessexposure.

A deltoid injection also means
that the clinician spendslesstime
administering the medication than
theywould with agluteal injection.
As aresult, they can spend more
time talking to the patient. The
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more time the clinician can devote
to discussing the patient’s overall
physical and psychological well-
being, as well as their response to
the medication, the betterengaged
the patientis with their treatment.
Thisincreased patientengagement
often has a strong impactupon
adherence and can also strengthen
the therapeutic relationship.

A paliperidone palmitate
prefilled syringe means the risk
of wrong dose administration
isminimised through predeter-
mined calculation. In addition,
prefilled syringes can reduce the
risk of harm to patients through
infection, as this eliminates the
steps during the preparation
phase where bacteriamightbe
introduced. The fact that there is
no reconstitution is a big advan-
tage, notonly from the pointof
view of time saving, but also

because it has the potential to
minimise medical errors.

A regular calendar monthly
appointmentfortheinjection pro-
vides benefit to both the patient
and healthcare professional. A
once-monthlyprescription enables
the patient to plan more logically
overthe yearand m akesiteasier to
remember to schedule appoint-
ments, which mayhelp to improve
adherence. From an efficiency
perspective, continuity of care m ay
be improved through calendar
month planning for the commu-
nitymental health team orpractice.

Supplyofprefilled syringesthat
do notrequire refrigeration mean
preparationscan be collected from
the pharmacybypractitioners with
potentially increased efficiency. It
also meansless wastage of product
and no requirement for cold
storage during transportation.
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PRESCRIBING INFORMATION

Risperdal® Consta™V Injection PRESCRIBING INFORMATION

ACTIVE INGREDIENT(S): Risperidone.

Please refer to Summary of Product Characteristics (SmPC) before prescribing.
INDICATION(S): Maintenance treatment of schizophrenia in patients currently
stabilised with oral antipsychotics.

DOSAGE & ADMINISTRATION: Intramuscular injection into the deltoid muscle
(using the 21G UTW 1-inch [0.8mm x 25mm] safety needle) or gluteal muscle (using
the 20G TW 2-inch [0.9mm x 50mm)] safety needle). Adults: 25mg every two weeks
(alternate buttocks/alternate arms); consider 37.5mg if stabilised on higher doses of
the oral antipsychotic used (e.g., more than 4mg/day oral risperidone). Consider
12.5mg increase after four week interval. Maximum; 50mg every two weeks. Ensure
prior tolerability with oral risperidone. Supplement with oral risperidone or the
previous antipsychotic for first three weeks. Children: Not recommended. Elderly:
Caution. 25mg every two weeks, plus oral cover as above. Renal and Hepatic
impairment: Caution. 25mg every two weeks if minimum 2mg oral tolerated follow-
ing titration.

CONTRAINDICATIONS: Hypersensitivity to risperidone or any of the excipients.
SPECIAL WARNINGS & PRECAUTIONS: Not licensed for treatment of dementia-
related behavioural disturbances due to three-fold increased risk of cerebrovascular
adverse events. If history of CVA/TIA, consider risk carefully. Care with other risk
factors for cerebrovascular disease. Use with caution in patients with risk factors for
VTE. Orthostatic hypotension. Cardiovascular disease. Drugs prolonging QT interval.
Reduce dose if hypotension. If tardive dyskinesia consider stopping all antipsychotic
drugs. Parkinson’s disease. Epilepsy. If Neuroleptic Malignant Syndrome, stop all
antipsychotics. Monitoring in diabetics and those with risk factors for diabetes advis-
able. Advise of potential for weight gain. Advise not to drive or operate machinery if
alertness affected. Acute withdrawal symptoms, recurrence of psychoses.
Recommend gradual withdrawal. Care when using Risperdal and furosemide in elder-
ly patients with dementia. Avoid inadvertent injection into a blood vessel (potential for
microsphere embolisation in the presence of right to left cardiac shunts).

SIDE EFFECTS: The most frequently reported adverse drug reactions (incidence 3
1/10) are: insomnia, anxiety, headache, upper respiratory tract infection, parkinson-
ism, depression, and akathisia.

Common: weight gain or decrease, tachycardia, atrioventricular block, dizziness,
sedation, tardive dyskinesia, agitation, sleep disorder, blurred vision, dyspnoea,
cough, vomiting, diarrhoea, nausea, hypotension, rash, eczema, peripheral
oedema, fatigue, injection site pain, amenorrhoea, erectile dysfunction, galactor-
rhoea. Anaemia, abnormal ECG, increases in blood prolactin, glucose and hepatic
enzymes.

Refer to SmPC for other side effects.

PREGNANCY: If benefits outweigh risks.

LACTATION: Avoid.

INTERACTIONS: Centrally acting drugs, levodopa and other dopamine agonists,
hepatic enzyme-inducing drugs, antihypertensives. Drugs that prolong QT interval.
Fluoxetine, paroxetine or haloperidol.

LEGAL CATEGORY: POM.

PRESENTATIONS, PACK SIZES, PRODUCT LICENCE NUMBERS & BASIC NHS

COSTS

Presentation Pack Size Product Basic NHS
Licence Cost
Number

25mg prolonged-release injection 1 dose PL 0242/0375 £79.69

37.5mg prolonged-release injection 1 dose PL 0242/0376  £111.32

50mg prolonged-release injection 1 dose PL 0242/0377 £142.76

FURTHER INFORMATION IS AVAILABLE FROM: Janssen-Cilag Ltd, 50-100
Holmers Farm Way, High Wycombe, Buckinghamshire HP12 4EG UK.

© Janssen-Cilag Ltd 2009

Prescribing information last revised: June 2010

PIVER30.06.10

Adverse events should be reported. Reporting forms and information can
be found at www.yellowcard.gov.uk. Adverse events should also be
reported to Janssen-Cilag Ltd on 01494 567447.
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PRESCRIBING INFORMATION

XEPLION®VY50mg, 75mg, 100mg & 150mg prolonged release suspension for
injection

ACTIVE INGREDIENT(S): 50mg, 75mg, 100mg or 150mg paliperidone.

Please refer to Summary of Product Characteristics (SmPC) before prescribing.
INDICATION(S): XEPLION is indicated for maintenance treatment of schizophrenia in
adult patients stabilised with paliperidone or risperidone. In selected adult patients
with schizophrenia and previous responsiveness to oral paliperidone or risperidone,
XEPLION may be used without prior stabilisation with oral treatment if psychotic
symptoms are mild to moderate and a long-acting injectable treatment is needed.
DOSAGE & ADMINISTRATION: Intramuscular injection. Initiation doses (days 1 and 8)
must be administered in the deltoid muscle for therapeutic concentrations to be
rapidly attained.

Adults: 150mg on treatment day 1 and 100mg one week later (day 8 + 2), both doses
administered in deltoid muscle, using the 12 inch, 22 gauge needle (38.1mm x
0.72mm) for patients > 90kg, or the 1-inch, 23 gauge needle (25.4mm x 0.64mm) for
those <90kg.

Recommended monthly maintenance dose is 75mg (range 50mg-150mg) in either the
deltoid or gluteal muscle. The recommended needle size for maintenance administra-
tion of XEPLION into the deltoid muscle is as for initiation doses, and for the gluteal
muscle is the 1%2-inch, 22 gauge needle (38.1mm x 0.72mm). To avoid a missed
monthly dose patients may be given the injection up to 7 days before or after the
monthly time point.

Consider maintenance doses in upper range for overweight/obese patients. Adjust
maintenance dose at monthly intervals as necessary. Injections should be alternated
between left and right sides. Discontinue previous oral paliperidone or risperidone at
time of initiation of XEPLION treatment. When switching patients from RISPERDAL®
CONSTATM, initiate XEPLION in place of the next scheduled injection and then con-
tinue at monthly intervals. Children: No safety or efficacy data are available. Elderly:
No safety or efficacy data available for patients >65 years.

Renal impairment: Mild (creatinine clearance >50 to <80 mi/min): Initiate with 100mg
on treatment day 1 and 75mg one week later (day 8). Recommended monthly
maintenance dose 50mg. Moderate or severe (creatinine clearance <50ml/min): Not
recommended. Hepatic impairment: Caution in severe hepatic impairment.
CONTRAINDICATIONS: Hypersensitivity to paliperidone, risperidone or any of the
excipients.

SPECIAL WARNINGS & PRECAUTIONS: Do not use in acutely agitated or severely
psychotic patients. Use with caution in elderly dementia patients with risk factors for
stroke. Caution in cardiovascular disease (including family history of QT prolongation),
cerebrovascular disease, hypotension, prolactin-dependent tumours, seizures,
Parkinson’s disease and in conjunction with medicines that prolong QT interval. May
induce orthostatic hypotension. If tardive dyskinesia occurs consider discontinuation
of all antipsychotics. If Neuroleptic Malignant Syndrome (NMS) occurs discontinue all
antipsychotics. Monitoring in diabetics and those with risk factors for diabetes advis-
able. Advise of potential for weight gain. Priapism reported during postmarketing
surveillance of oral paliperidone. Caution in patients experiencing conditions which
may contribute to core body temperature elevation. Identify all possible risk factors
for venous thromboembolism (VTE) before and during treatment and take preventive
measures. Antiemetic effect (observed in paliperidone preclinical studies) may mask
overdosage with certain medicines, intestinal obstruction, Reye’s syndrome, brain
tumour etc. Avoid inadvertent injection into a blood vessel.

SIDE EFFECTS: The most frequently reported adverse drug reactions (ADRs)
reported in clinical trials were insomnia, headache, weight increased, injection site
reactions, agitation, somnolence, akathisia (dose-related), extrapyramidal disorder,
nausea, constipation, dizziness, tremor, vomiting, upper respiratory tract infection,

diarrhoea, and tachycardia. Injection site reactions: mild to moderate pain was the
most commonly reported (tended to lessen in frequency and intensity over time).
Weight gain: 12% of XEPLION-treated subjects experienced weight gain of >7%
(from double-blind phase to endpoint) during 33-week open-label phase of long-term
recurrence prevention study. Laboratory tests: Serum prolactin: median increases in
serum prolactin were observed in clinical trial subjects (both genders) who received
XEPLION. Adverse reactions that may suggest increase in prolactin levels were
reported overall in <1% of subjects. Class effects: QT prolongation, ventricular
arrhythmias, sudden unexplained death, cardiac arrest, and Torsade de pointes may
occur with antipsychotics. Cases of venous thromboembolism, including pulmonary
embolism and deep vein thrombosis, have also been reported. Drug withdrawal
syndrome in neonates has been observed with antipsychotics. Frequency unknown.
Refer to SmPC for other side effects.

PREGNANCY: Should not be used during pregnancy unless clearly necessary.
LACTATION: Should not be used while breastfeeding.

INTERACTIONS: Caution prescribing with medicines that prolong QT interval e.g.,
class IA and class Il antiarrhythmics, some antihistaminics, some other anti-
psychotics, some antimalarials. Potential for XEPLION to affect other medicines: Not
expected to cause clinically important pharmacokinetic interactions with medicines
metabolised by cytochrome P-450 isozymes. Caution in conjunction with: other
centrally acting medicines e.g., anxiolytics, antipsychotics, hypnotics, opiates,
alcohol; medicines known to lower seizure threshold i.e., phenothiazines, butyrophe-
nones, clozapine, tricyclics, SSRI’s, tramadol, mefloquine etc; medicines capable of
inducing orthostatic hypotension (an additive effect may be observed when XEPLION
is co-administered); levodopa and other dopamine agonists (paliperidone may antag-
onize their effect- use the lowest effective dose of each treatment if this combination
must be prescribed e.g., end-stage Parkinson’s disease). Interaction of XEPLION with
lithium unlikely. Potential for other medicines to affect XEPLION: No indications from
in vitro and in vivo studies that isozymes CYP2D6 and CYP3A4 are significant in the
metabolism of paliperidone. Concomitant administration of oral paliperidone and
paroxetine (a potent CYP2D6 inhibitor) showed no clinically significant effect on
paliperidone pharmacokinetics. Coadministration of oral paliperidone once daily with
carbamazepine 200 mg twice daily decreases plasma concentration of paliperidone
by 37% (induction of renal P-gp by carbamazepine increases renal clearance).
Re-evaluate/increase XEPLION dose at carbemazepine initiation. No clinically signifi-
cant interaction expected between valproate and XEPLION. Risperidone is part
metabolised to paliperidone so consideration should be given if risperidone or oral
paliperidone is co-administered with XEPLION.

LEGAL CATEGORY: Prescription Only Medicine.

PRESENTATIONS, PACK SIZES, PRODUCT LICENCE NUMBERS & BASIC NHS
COSTS: Prefiled syringe containing 50mg, 75mg, 100mg or 150mg paliperidone.
EU/1/11/672/002, EU/1/11/672/003, EU/1/11/672/004, EU/1/11/672/005. £183.92
(1 x 50 mg), £244.90 (1x 75 mg), £314.07 (1 x100 mg), £392.59 (1 x 150 mg).
MARKETING AUTHORISATION HOLDER: Janssen-Cilag International NV,
Turnhoutseweg 30, B-2340 Beerse, Belgium.

FURTHER INFORMATION IS AVAILABLE FROM: Janssen-Cilag Ltd, 50-100
Holmers Farm Way, High Wycombe, Buckinghamshire HP12 4EG UK.
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Adverse events should be reported. Reporting forms and information can
be found at http://yellowcard.gov.uk. Adverse events should also be
reported to Janssen-Cilag Ltd on 01494 567447.

Janssen was involved in the outline development and medico-legal approval of this supplement and provided financial support for its publica-
tion. The supplement is peer reviewed and the author and publisher retained final editorial control of the content. The views expressed in this

publication are not necessarily those of the publisher or Janssen.
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