ZOXADON
SCHEDULING STATUS

1. NAME OF THE MEDICINE
ZOXADON 0,5 mg tablets
ZOXADON 1 mg tablets
ZOXADON 2 mg tablets
ZOXADON 3 mg tablets
ZOXADON 4 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

ZOXADON 0,5 mg tablets: Each tablet contains 0,5 mg risperidone.
ZOXADON 1 mg tablets: Each tablet contains 1 mg risperidone.
ZOXADON 2 mg tablets: Each tablet contains 2 mg risperidone.
ZOXADON 3 mg tablets: Each tablet contains 3 mg risperidone.
ZOXADON 4 mg tablets: Each tablet contains 4 mg risperidone.

Each 0,5 mg tablet contains sugar (lactose anhydrous 61,70 mg).
Each 1 mg tablet contains sugar (lactose anhydrous 61,25 mg).
Each 2 mg tablet contains sugar (lactose anhydrous122,50 mg).
Each 3 mg tablet contains sugar (lactose anhydrous 183,75 mg).
Each 4 mg tablet contains sugar (lactose anhydrous 245,00 mg).

For the full list of excipients, see section 6.1

3. PHARMACEUTICAL FORM

Tablets.

ZOXADON 0,5 mg: Light yellow, oval, biconvex, scored, film coated tablets, marked T. Size 8 x 5 mm
ZOXADON 1 mg: White, oval, biconvex, scored, film coated tablets, marked T1. Size 8 x 5 mm
ZOXADON 2 mg: White, oval, biconvex, scored, film coated tablets, marked T2. Size 10 x 5 mm
ZOXADON 3 mg: White, oval, biconvex, scored, film coated tablets, marked T3. Size 11 x 6,5 mm
ZOXADON 4 mg: White, oval, biconvex, scored, film coated tablets, marked T4. Size 14 x 7,5 mm

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

ZOXADON tablets are indicated for the treatment of:

* acute and chronic schizophrenic psychoses and related psychosis in which positive symptoms

(such as hallucinations, delusions, thought disturbances, hostility, and suspicion) and/or the negative
symptoms (such as blunted affect, emotional and social withdrawal, poverty of speech) are prominent.
ZOXADON tablets also alleviate affective symptoms (such as depression, guilt feelings, anxiety)
associated with schizophrenia. In patients who have shown an initial treatment response, ZOXADON
tablets are also effective in maintaining the clinical improvement

mania in bipolar disorder. These episodes are characterised by symptoms such as elevated, expansive,
or irritable mood, inflated self-esteem, decreased need for sleep, pressured speech, racing thoughts,
distractibility, or poor judgment including disruptive or aggressive behaviours

conduct and other disruptive behaviour disorders in children (aged 5 - 12 years), with sub-average
intellectual functioning or mental retardation in whom destructive behaviours (e.g. aggression,
impulsivity, and self-injurious behaviours) are prominent.

4.2 Posology and method of administration

Posology

Schizophrenia

ZOXADON may be given once or twice daily.

Patients should start with ZOXADON 2 mg/day. The dosage may be increased on the second day to

4 mg/day. From then on, the dosage can be maintained unchanged, or further individualised, if needed.
Most patients will benefit from daily doses of between 4 mg/day and 8 mg/day. Doses above 6 mg/day
(when administered twice daily) were associated with more extrapyramidal symptoms and other adverse
effects and are not generally recommended. In some patients, particularly with first episode acute
psychosis, a slower titration phase and a lower starting and maintenance dose may be appropriate.

Doses above 10 mg/day have not been shown to be superior in efficacy to lower doses and may cause
an increased incidence of side effects such as extrapyramidal symptoms.

Dosages above 10 mg/day should only be considered if the benefits outweigh the risk. The maximum
totallda(iily dose is 16 mg/day. A benzodiazepine may be added to ZOXADON if additional sedation is
required.

Elderly patients and patients with renal and hepatic impairment
A starting dose of 0,5 mg twice daily is recommended. This dosage can be individually adjusted with
0,5 mg twice daily increments to 1 - 2 mg twice daily.

Paediatric population
Schizophrenia: Not for children under 15 years as efficacy and safety in children under the age of 15
years have not been demonstrated in schizophrenia.

Mania in bipolar disorders

ZOXADON should be administered on a once daily schedule, starting with 2 mg or 3 mg. Dosage
adjustments, if indicated, should occur at intervals of not less than 24 hours and in dosage increments
of 1 mg per day. Efficacy was demonstrated in flexible doses over a range of 1 - 6 mg per day. The
continued use of ZOXADON must be evaluated and justified on an ongoing basis.

Experience is lacking in bipolar mania in children and adolescents younger than 18 years of age.

Conduct and other disruptive behaviour disorders in 5 - 12 years of age

Patients < 50 kg

A starting dose of 0,01 mg/kg once daily is recommended. This dosage can be individually adjusted
by increments of 0,01 mg/kg once daily not more frequently than every other day, if needed. The
recommended maintenance dose is 0,02 - 0,04 mg/kg once daily.

The mean dose is 0,03 mg/kg once daily.

The continued use of ZOXADON must be evaluated and justified on an ongoing basis. Experience is
lacking in children aged less than 5 years (see section 4.3).

Special populations

Renal and liver impairment

Patients with renal impairment have less ability to eliminate the active antipsychotic fraction than normal
adults. Patients with impaired hepatic function have increases in plasma concentration of the free
fraction of risperidone.

Caution should be exercised with these groups of patients as clinical experience is lacking in these
patient populations. It is recommended to halve both the starting dose and the subsequent dose
increments.

Method of administration
ZOXADON is for oral administration, food does not affect the absorption.

Switching from other antipsychotics to ZOXADON:

When medically appropriate, gradual discontinuation of the previous treatment, while ZOXADON therapy
is initiated, is recommended.

Also, if medically appropriate, when switching patients from depot antipsychotics, initiate ZOXADON
therapy in place of the next scheduled injection. The need for continuing existing anti-Parkinson
medicines should be re-evaluated periodically.

Missed dose:

Doctors should advise patients who forget to take ZOXADON to take a dose as soon as possible and then
continue with the normal dose. Patients should not take a double dose to compensate for the missed
dose.

4.3 Contraindications

 hypersensitivity to risperidone or to any of the ingredients of ZOXADON

* conduct and other disruptive behaviour disorders in children: ZOXADON is contraindicated in children
under 5 years of age as efficacy and safety in these children have not been demonstrated

* Parkinson’s disease and Lewy body dementia (see section 4.2).

4.4 Special warnings and precautions for use

Elderly Patients with Dementia

Overall Mortality:

Elderly patients with dementia treated with atypical antipsychotic medicines have an increased mortality
compared to placebo in a meta-analysis of 17 controlled trials of atypical antipsychotic medicines,
including risperidone. In placebo-controlled trials with oral risperidone, the incidence of mortality was
4,0 % for risperidone-treated patients compared to 3,1 % for placebo-treated patients. The mean age
(range) of patients who died was 86 years (range 67 - 100 years).

C itant use with [

In risperidone, as in ZOXADON, placebo-controlled trials in elderly patients with dementia, there was a
higher mortality in patients treated with furosemide and ZOXADON when compared to patients treated
with ZOXADON alone. No pathophysiological mechanism has been identified to explain this finding, and
no consistent pattern for cause of death observed. Caution is advised in these patients.

Dehydration was an overall risk for mortality and should be carefully avoided in these patients.

Cerebrovascular Adverse Events

Cerebrovascular adverse events (CVAE), including cerebrovascular accidents and transient ischaemic
attacks have been reported during treatment with ZOXADON. In placebo-controlled clinical trials in elderly
patients with dementia, there was a higher incidence of cerebrovascular adverse events, including
cerebrovascular accidents, transient ischaemic attacks and fatalities, in patients treated with ZOXADON
compared to patients receiving placebo (mean age 85 years; range 73 - 97 years).

The risk of CVAEs was significantly higher in patients with mixed or vascular type of dementia when
compared to Alzheimer's dementia. Therefore, patients with other types of dementias other than
Alzheimer’s should not be treated with ZOXADON.

Risk predictors for stroke in the individual patient should be taken into account before prescribing
ZOXADON to elderly patients with dementia. Patients/caregivers should be cautioned to immediately
report signs and symptoms of potential CVAEs such as sudden weakness or numbness in the face,
arms or legs, and speech or vision problems. All treatment options should be considered without delay,
including discontinuation of ZOXADON.

ZOXADON should only be used short term for persistent aggression in patients with moderate to severe
Alzheimer’s dementia to supplement non-pharmacological approaches which have had limited or no
efficacy and when there is potential risk of harm to self or others.

Patients should be reassessed regularly, and the need for continuing treatment reassessed.

Hypotension

Due to the alpha-blocking activity of ZOXADON, (orthostatic) hyp ion can occur, ially during the
initial dose-titration period. ZOXADON should be used with caution in patients with known cardiovascular
disease, and the dosage should be gradually titrated, as recommended. A dose reduction should be
considered if hypotension occurs.

L i penia, and ag y
Events of leukopenia, neutropenia and agranulocytosis have been reported with the use of ZOXADON.
Agranulocytosis has been reported during post-marketing surveillance. Patients with a history of a
clinically significant low white blood cell count or a medicine-induced leukopenia/neutropenia should be
monitored during therapy, and discontinuation of ZOXADON should be considered at the first sign of a
clinically significant decline in white blood cells in the absence of other causative factors.

Patients with clinically significant neutropenia should be carefully monitored for fever or other symptoms
or signs of infection and treated promptly if such symptoms or signs occur. Patients with severe
neutropenia (absolute neutrophil count < 1 x 109 /L) should discontinue ZOXADON and have their white
blood cells followed until recovery.

Venous thromboembolism

Cases of venous thromboembolism (VTE) have been reported with ZOXADON. Since patients treated with
antipsychotics often present with acquired risk factors for VTE, all possible risk factors for VTE should be
identified before and during treatment with ZOXADON and preventative measures undertaken.

Tardive dyskinesi apyramidal (TD/EPS)

Tardive dyskinesia (TD), a syndrome consisting of potentially irreversible, involuntary dyskinetic
movements may develop in patients treated with ZOXADON. Although this syndrome of TD appears to
be most prevalent in the elderly, especially elderly females, it is impossible to predict at the onset of
treatment which patients are likely to develop TD.

The syndrome can develop, although less commonly, after relatively brief periods of treatment at low
doses.

There is no known treatment for an established case of TD. The syndrome may remit partially or
completely if ZOXADON treatment is withdrawn.

ZOXADON treatment itself, however, may suppress the signs and symptoms of TD, thereby masking the
underlying process. The effect of symptom suppression upon the long-term course of TD is unknown. In
view of thfese considerations, ZOXADON should be prescribed in @ manner that is most likely to minimise
the risk of TD.

ZOXADON should be reserved for patients who appear to be obtaining substantial benefit from the
medicine. In such patients the smallest dose and the shortest duration of treatment should be sought.
The benefit for continued treatment should be reassessed periodically. If signs and symptoms of TD
appear, ZOXADON discontinuation should be considered. However, some patients may require treatment
despite the presence of this syndrome.

Extrapyramidal symptoms and psychostimulants — caution is warranted in patients receiving both
psychostimulants (e.g. methylphenidate) and risperidone concomitantly, as extrapyramidal symptoms
could emerge when adjusting one or both medications (see section 4.5).

Neuroleptic malignant syndrome

Neuroleptic malignant syndrome (NMS) is a potentially fatal symptom complex that has been reported in
association with the use of ZOXADON. Clinical manifestations of NMS are hyperthermia, muscle rigidity,
altered mental status (including catatonic signs) and evidence of autonomic instability (irregular pulse
or blood pressure, tachycardia, cardiac dysrhythmias, and diaphoresis). Additional signs may include
elevated creatine phosphokinase (CPK) levels, myoglobinuria (rhabdomyolysis), and acute renal failure.

The management of NMS should include:

1. Immediate discontinuation of all antipsychotic medicines including ZOXADON and other medicines not
essential to concurrent therapy

2. Intensive symptomatic treatment and medical monitoring

3. Treatment of any concomitant serious medical problems for which specific treatments are available.

There is no general agreement about specific pharmacological treatment regimens for uncomplicated

NMS.

If a patient requires antipsychotic medicine treatment after recovery from NMS, the potential

reintroduction of medicine therapy should be carefully considered. The patient should be carefully

monitored since recurrences of NMS have been reported.

Dementia associated with Parkinson’s disease and senile dementia

(See section 4.3).

Prescribing ZOXADON to patients with Parkinson’s disease or dementia with Lewy bodies (DLB) is not
recommended since both groups may be at risk of neuroleptic malignant syndrome (NMS) as well as
having an increased sensitivity to antipsychotic medications such as ZOXADON (see section 4.3).
Manifestations of this increased sensitivity can include confusion, obtundation, and postural instability
with frequent falls, in addition to extrapyramidal symptoms. In addition, in clinical trials, risperidone-
treated elderly patients had a higher mortality than placebo-treated elderly patients.

Hyperglycaemia and diabetes mellitus

Hyperglycaemia, in some cases extreme and associated with ketoacidosis and hyperosmolar coma or
death, and exacerbation of pre-existing diabetes mellitus have been reported in patients treated with
ZOXADON. Patients with an established diagnosis of diabetes mellitus who are started on ZOXADON
should be monitored regularly for worsening of glucose control.

Patients with risk factors for diabetes mellitus (e.g. obesity, family history of diabetes) who are starting
treatment with ZOXADON should be monitored for symptoms of hyperglycaemia including polydipsia,
polyuria, polyphagia, and weakness. Patients who develop symptoms of hyperglycaemia during treatment
with ZOXADON should undergo fasting blood glucose testing. In some cases, hyperglycaemia was
resolved when ZOXADON was discontinued. However, some patients required continuation of antidiabetic
treatment despite discontinuation of ZOXADON.

Weight gain

Patients may be advised to refrain from excessive eating in view of the possibility of weight gain.
Significant weight gain has been reported, therefore careful monitoring is advised.

Hyperprolactinemia

Hyperprolactinemia is a common side effect of treatment with ZOXADON. Evaluation of the prolactin
plasma level is recommended in patients with evidence of possible prolactin-related side effects (e.g.
gynaecomastia, menstrual disorders, anovulation, fertility disorder, decreased libido, erectile dysfunction,

galactorrhoea).
Tissue culture studies suggest that cell growth in human breast tumours may be stimulated by prolactin.
Although no clear iation with the inistration of antipsychotics has so far been demonstrated in

clinical and epidemiological studies, caution is recommended in patients with relevant medical history.
ZOXADON should be used with caution in patients with pre-existing hyperprolactinaemia and in patients
with possible prolactin-dependent tumours.

QT interval

Caution should be exercised when ZOXADON is prescribed in patients with a history of cardiac
dysrhythmias, in patients with congenital long QT syndrome, or electrolyte disturbances (hypokalaemia,
hypomagnesaemia), as it may increase the risk of dysrhythmogenic effects, and in concomitant use with
medicines known to prolong the QT interval.

Priapism
Medicines with alpha-adrenergic blocking effects have been reported to induce priapism. Priapism has
been reported with ZOXADON during post-marketing surveillance (see section 4.8).

Body temperature regulation

Disruption of the body’s ability to reduce the core body temperature may occur. Appropriate care

is advised when prescribing ZOXADON to patients who will be experiencing conditions which may
contribute to an elevation in core body temperature, e.g. exercising strenuously, exposure to extreme
heat, receiving concomitant medication with anticholinergic activity or being subject to dehydration.

Antiemetic effect

An antiemetic effect was observed in preclinical studies with risperidone. This effect, if it occurs in
humans, may mask the signs and symptoms of overdosage with certain medicines or of conditions such
as intestinal obstruction, Reye’s syndrome, and brain tumour.

I Floppy Iris Sy

Cases of intraoperative floppy iris syndrome (IFIS) during cataract surgery have been reported in patients
taking risperidone, such as in ZOXADON. IFIS may increase the risk of eye complications during and after
cataract surgery. Complications of IFIS during cataract surgery include iris trauma: posterior capsule
rupture and vitreous loss. Postoperative complications include increased intraocular pressure and cystoid
macular oedema.

It is therefore recommended to verify pre-surgery data gathering on patient history and the previous or
current use of risperidone.

Elderly patients and patients with renal and hepatic impairment

Patients with renal impairment have less ability to eliminate the active antipsychotic fraction than
adults with normal renal function. Patients with impaired hepatic function have increases in plasma
concentration of the free fraction of risperidone (see section 4.2).

It is recommended to halve both the starting dose and the subsequent dose increments in patients and
patients with renal or liver insufficiency.

Pituitary adenomas
Benign pituitary adenomas have been reported during post-marketing surveillance. No causal association
could be detected.

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

Information on excipients of ZOXADON

ZOXADON contains lactose. Patients with the rare hereditary problems of galactose intolerance, total
lactase deficiency or glucose-galactose malabsorption

should not take ZOXADON.

Paediatric population

Before ZOXADON is prescribed to a child or adolescent with conduct disorder, they should be fully
assessed for physical and social causes of the aggressive behaviour such as pain or inappropriate
environmental demands.

The sedative effect of ZOXADON should be closely monitored in this population because of possible
consequences on learning ability. A change in the time of administration of risperidone could improve the
impact of the sedation on attention faculties of children and adolescents.

Risperidone was associated with mean increases in body weight and body mass index (BMI). Baseline
weight measurement prior to treatment and regular weight monitoring are recommended. Changes

in height in the long-term open-label extension studies were within expected age-appropriate norms.

The effect of long-term ZOXADON treatment on sexual maturation and height has not been adequately
studied.

Because of the potential effects of prolonged hyperprolactinaemia on growth and sexual maturation in
children and adolescents, regular clinical evaluation of endocrinological status should be considered,
including measurements of height, weight, sexual maturation, monitoring of menstrual functioning, and
other potential prolactin-related effects.

Results from a small post-marketing observational study showed that risperidone-exposed subjects
between the ages of 8 - 16 years were on average approximately 3.0 to 4.8 cm taller than those who
received other atypical antipsychotic medications. This study was not adequate to determine whether
exposure to risperidone had any impact on final adult height, or whether the result was due to a direct
effect of risperidone on bone growth, or the effect of the underlying disease itself on bone growth, or
the result of better control of the underlying disease with resulting increase in linear growth. During
treatment with ZOXADON regular examination for extrapyramidal symptoms and other movement
disorders should also be conducted.

For specific posology recommendations in children and adolescents see section 4.2.

451 ion with other medicines and other forms of interaction

Pharmacodynamic-related interactions

Medicines known to prolong the QT interval

As with other antipsychotics, caution is advised when prescribing risperidone, as in ZOXADON, with
medicines known to prolong the QT interval, such as antiarrhythmics (e.qg., quinidine, disopyramide,
procainamide, propafenone, amiodarone, sotalol), tricyclic antidepressants (i.e. amitriptyline), tetracyclic
antidepressants (i.e. maprotiline), some antihistamines, other antipsychotics, some antimalarials

(i.e. quinine and mefloquine), and with medicines causing electrolyte imbalance (hypokalaemia,
hypomagnesaemia), bradycardia, or those which inhibit the hepatic metabolism of risperidone. This list is
indicative and not exhaustive.

Centrally-acting medicines and alcohol

Risperidone, as in ZOXADON, should be used with caution in combination with other centrally-acting
substances, notably including alcohol, opiates, antihistamines, and benzodiazepines, due to the increased
risk of sedation.

Levodopa and dopamine agonists

ZOXADON may antagonise the effect of levodopa and other dopamine agonists. If this combination is
deemed necessary, particularly in end-stage Parkinson’s disease, the lowest effective dose of each
treatment should be prescribed.

Medicines with hypotensive effect
Clinically significant hypotension has been observed during post-marketing surveillance with concomitant
use of risperidone, as in ZOXADON, and antihypertensive treatment (see section 4.4).

Psychostimulants
The combined use of psychostimulants (e.g. methylphenidate) with ZOXADON can lead to extrapyramidal
symptoms upon change of either or both treatments (see section 4.4).

Paliperidone

Concomitant use of oral ZOXADON with paliperidone is not recommended as paliperidone is the active
metabolite of risperidone and the combination of the two may lead to additive active antipsychotic
fraction exposure.

Phar inetic-related i i

Risperidone is mainly metabolised through CYP2D6, and to a lesser extent through CYP3A4. Both
risperidone and its active metabolite 9-hydroxy-risperidone are substrates of P-glycoprotein (P-gp).
Substances that modify CYP2D6 activity, or substances strongly inhibiting or inducing CYP3A4 and/or
P-gp activity, may influence the pharmacokinetics of the risperidone active antipsychotic fraction.

Strong CYP2D6 inhibitors

Co-administration of ZOXADON with a strong CYP2D6 inhibitor may increase the plasma concentrations
of risperidone, but less so of the active antipsychotic fraction. Higher doses of a strong CYP2D6 inhibitor
may elevate concentrations of the risperidone active antipsychotic fraction (e.g. paroxetine, see below).
Itis expected that other CYP2D6 inhibitors, such as quinidine, may affect the plasma concentrations of
risperidone in a similar way. When concomitant paroxetine, quinidine, or another strong CYP2D6 inhibitor,
especially at higher doses, is initiated or discontinued, the physician should re-evaluate the dosing of
ZOXADON.

CYP3A4 and/or P-gp inhibitors

Co-administration of ZOXADON with a strong CYP3A4 and/or P-gp inhibitor may substantially elevate
plasma concentrations of the risperidone active antipsychotic fraction. When concomitant itraconazole or
another strong CYP3A4 and/or P-gp inhibitor is initiated or discontinued, the physician should re-evaluate
the dosing of ZOXADON.

CYP3A4 and/or P-gp inducers

Co-administration of ZOXADON with a strong CYP3A4 and/or P-gp inducer may decrease the plasma
concentrations of the risperidone active antipsychotic fraction. When concomitant carbamazepine or
another strong CYP3A4 and/or P-gp inducer is initiated or discontinued, the physician should re-evaluate
the dosing of ZOXADON. CYP3A4 inducers exert their effect in a time-dependent manner and may take at
least 2 weeks to reach maximal effect after introduction.

Conversely, on discontinuation, CYP3A4 induction may take at least 2 weeks to decline.

Highly protein-bound medicines

When ZOXADON is taken together with highly protein-bound medicines, there is no clinically relevant
displacement of either medicine from the plasma proteins.

When using concomitant medication, the corresponding label should be consulted for information on the
route of metabolism and the possible need to adjust dosage.

Effect of other medici

Antibacterials:

 erythromycin, a moderate CYP3A4 inhibitor and P-gp inhibitor, does not change the pharmacokinetics
of risperidone and the active antipsychotic fraction

« rifampicin, a strong CYP3A4 inducer and a P-gp inducer, decreased the plasma concentrations of the
active antipsychotic fraction.

Anticholinesterases:
Donepezil and galantamine, both CYP2D6 and CYP3A4 substrates, do not show a clinically relevant effect
on the pharmacokinetics of risperidone and the active antipsychotic fraction.

Antiepileptics:

* carbamazepine, a strong CYP3A4 inducer and a P-gp inducer, has been shown to decrease the
plasma concentrations of the active antipsychotic fraction of risperidone. Similar effects may be
observed with e.g. phenytoin and phenobarbital which also induce CYP3A4 hepatic enzyme, as well as
P-glycoprotein. On discontinuation of carbamazepine or other hepatic enzyme inducers, the dosage of
ZOXADON should be re-evaluated and, if necessary, decreased

* topiramate modestly reduced the bioavailability of risperidone, but not that of the active antipsychotic
fraction. Therefore, this interaction is unlikely to be of clinical significance

* ZOXADON does not show a clinically relevant effect on the pharmacokinetics of valproate or
topiramate.

Antifungals:

e itraconazole, a strong CYP3A4 inhibitor and a P-gp inhibitor, at a dosage of 200 mg/day increased the
plasma concentrations of the active antipsychotic fraction by about 70%, at risperidone doses of
2 - 8 mg/day

* ketoconazole, a strong CYP3A4 inhibitor and a P-gp inhibitor, at a dosage of 200 mg/day increased
the plasma concentrations of risperidone and decreased the plasma concentrations of 9-hydroxy-
risperidone.

Antipsychotics:
* phenothiazines may increase the plasma concentrations of risperidone but not those of the active
antipsychotic fraction.

of ri

on the phar

M5647

Antivirals:

* protease inhibitors: no formal study data are available, however, since ritonavir is a strong CYP3A4
inhibitor and a weak CYP2D6 inhibitor, ritonavir and ritonavir-boosted protease inhibitors potentially
raise concentrations of the risperidone active antipsychotic fraction.

Beta blockers:
Some beta blockers may increase the plasma concentrations of risperidone but not those of the active
antipsychotic fraction.

Calcium channel blockers:
« verapamil, a moderate inhibitor of CYP3A4 and an inhibitor of P-gp, increases the plasma
concentration of risperidone and the active antipsychotic fraction.

Gastrointestinal medicines:
* H: receptor antagonists: cimetidine and ranitidine, both weak inhibitors of CYP2D6 and CYP3A4,
increased the bioavailability of risperidone, but only marginally that of the active antipsychotic fraction.

Selective serotonin reuptake inhibitors (SSRIs) and tricyclic antidepressants:

 fluoxetine, a strong CYP2D6 inhibitor, increases the plasma concentration of risperidone, but less so of
the active antipsychotic fraction. When concomitant fluoxetine is initiated or discontinued, the dosing
of ZOXADON should be re-evaluated

paroxetine, a strong CYP2D6 inhibitor, increases the plasma concentrations of risperidone, but,

at dosages up to 20 mg/day, less so of the active antipsychotic fraction. However, higher doses

of paroxetine may elevate concentrations of the risperidone active antipsychotic fraction. When
concomitant paroxetine is initiated or discontinued, the dosing of ZOXADON should be re-evaluated
tricyclic antidepressants may increase the plasma concentrations of risperidone but not those of the
active antipsychotic fraction. Amitriptyline does not affect the pharmacokinetics of risperidone or the
active antipsychotic fraction

sertraline, a weak inhibitor of CYP2D6, and fluvoxamine, a weak inhibitor of CYP3A4, at dosages up to
100 mg/day are not associated with clinically significant changes in concentrations of the risperidone
active antipsychotic fraction. However, doses higher than 100 mg/day of sertraline or fluvoxamine may
elevate concentrations of the risperidone active antipsychotic fraction.

Effect of ri on the phar of other

Antiepileptics:

* risperidone does not show a clinically relevant effect on the pharmacokinetics of valproate or
topiramate.

Antipsychotics:
 aripiprazole, a CYP2D6 and CYP3A4 substrate: risperidone tablets or injections did not affect the
pharmacokinetics of the sum of aripiprazole and its active metabolite, dehydroaripiprazole.

Digitalis glycosides:

 risperidone does not show a clinically relevant effect on the pharmacokinetics of digoxin.
Lithium:

« risperidone does not show a clinically relevant effect on the pharmacokinetics of lithium.

Concomitant use of risperidone with furosemide
* see section 4.4 regarding increased mortality in elderly patients with dementia concomitantly receiving
furosemide.

Venlafaxine administered under steady-state conditions at 150 mg/day inhibited the CYP2D6-
mediated metabolism of ZOXADON (administered as a single 1 mg oral dose) to its active metabolite,
9-hydroxyrisperidone, resulting in an approximate 32 % increase in risperidone AUC. However,
venlafaxine co-administration did not significantly alter the pharmacokinetic profile of the total active
antipsychotic fraction.

Galantamine and donepezil, do not show a clinically relevant effect on the pharmacokinetics of
risperidone and the active antipsychotic fraction.

Food does not affect the absorption of ZOXADON.

Paediatric population

Interaction studies have only been performed in adults. The relevance of the results from these studies in
paediatric patients is unknown.

The combined use of psychostimulants (e.g. methylphenidate) with ZOXADON in children and adolescents
did not alter the pharmacokinetics and efficacy of ZOXADON.

4.6 Fertility, pregnancy and lactation

Pregnancy

The safety of ZOXADON in pregnancy and lactating women has not been established.

Reversible extrapyramidal symptoms, including hypertonia, hypotonia, jitteriness, tremor, muscle rigidity,
twitching and convulsions, feeding disorder and withdrawal symptoms have been observed in neonates
following post-marketing use of ZOXADON during the last trimester of pregnancy.

Breastfeeding

Risperidone and 9-hydroxy-risperidone are excreted in human breast milk. Therefore, women receiving
Z0XADON should not breastfeed.

Fertility

Risperidone elevates prolactin level. Hyperprolactinaemia may suppress hypothalamic GnRH, resulting
in reduced pituitary gonadotropin secretion. This, in turn, may inhibit reproductive function by impairing
gonadal steroidogenesis in both female and male patients.

There were no relevant effects observed in the non-clinical studies.

4.7 Effects on ability to drive and use machines

ZOXADON can have minor or moderate influence on the ability to drive and use machines due to potential
nervous system and visual effects (see section 4.8).

ZOXADON may impair mental alertness. Patients should therefore be advised not to drive or operate
machinery until their individual susceptibility is known.

4.8 Undesirable effects

a. Summary of the safety profile

The most frequently reported adverse drug reactions (ADRs) defined as very frequent (incidence > 10%)
are: Parkinsonism, sedation/somnolence, headache, and insomnia.

The ADRs that appeared to be dose-related included parkinsonism and akathisia.

b. Tabulated y of

Side effects

Pneumonia, bronchitis, upper respiratory
tract infection, urinary tract infection,
influenza

System organ class Frequency

Infections and Infestations | Frequent

Less frequent Sinusitis, ear infection, respiratory tract
infection, cystitis, eye infection, tonsillitis,
otitis media, onychomycosis, cellulitis,
localised infection, viral infection,
acarodermatitis, infection, otitis media
chronic

Blood and lymphatic system | Less frequent
disorders

Neutropenia, white blood cell count
decreased, anaemia, haematocrit decreased,
eosinophil count increased

Frequency unknown | Thrombocytopenia*, agranulocytosis*

Immune system disorders Less frequent Hypersensitivity

Frequency unknown | Anaphylactic reaction*, angioedema*

Endocrine disorders Frequent

Less frequent

Hyperprolactinaemia

Increased plasma prolactin levels
and associated manifestations, glucose
urine present

Frequency unknown | Inappropriate antidiuretic hormone

secretion*

Metabolism and nutrition
disorders

Frequent Weight increased, increased appetite,

decreased appetite

Less frequent Anorexia, polydipsia, hyperglycaemia, weight

decreased, hyperinsulinaemia

Diabetes mellitus*, blood cholesterol
increased*, water intoxication*,
hypoglycaemia*, blood triglycerides
increased*, diabetic ketoacidosis*

Frequency unknown

Psychiatric disorders Frequent Insomnia, sleep disorder, agitation,

depression, anxiety

Confusional state, libido decreased,
nervousness, nightmare, blunted affect,
anorgasmia,

Less frequent

Frequency unknown | Mania*

Dizziness, sedation/somnolence,
parkinsonism, headache, akathisia, dystonia,
dyskinesia, tremor

Nervous system disorders Frequent

Less frequent Tardive dyskinesia, neuroleptic malignant
syndrome, cerebral ischaemia, unresponsive
to stimuli, loss of consciousness, depressed
level of consciousness, convulsion,

syncope, psychomotor hyperactivity,

balance disorder, coordination abnormal,
dizziness postural, disturbance in attention,
dysarthria, hypoaesthesia, paraesthesia,
cerebrovascular accident, transient
ischaemic attack, hypersomnia, speech
disorder, head titubation, psychomotor
hyperactivity, diabetic coma, cerebrovascular
disorder, movement disorder

Frequency unknown | Dysgeusia*, catatonia*, somnambulism*,

sleep-related eating disorder*

Eye disorders Frequent Blurred vision

Less frequent Conjunctivitis photophobia, dry eye,
lacrimation increased, ocular hyperaemia,
glaucoma, eye movement disorder,

eye rolling, eyelid margin crusting, eye
discharge, eye swelling, reduced visual
acuity

Frequency unknown | Floppy iris syndrome (intraoperative)*

Ear and labyrinth disorders
Cardiac disorders

Less frequent
Frequent

Vertigo, tinnitus, ear pain
Tachycardia

Less frequent Atrial fibrillation, atrioventricular block,
conduction disorder, bundle branch block,
bradycardia, electrocardiogram abnormal,

palpitations, sinus arrhythmia

Frequency unknown | Electrocardiogram QT prolonged*

Vascular disorders Frequent

Less frequent

Hypertension

Hypotension, orthostatic hypotension,
flushing, pulmonary embolism, venous
thrombosis

Respiratory, thoracic, and
mediastinal disorders

Frequent Dyspnoea, pharyngolaryngeal pain, cough,

epistaxis, nasal congestion

Less frequent Pneumonia aspiration, pulmonary
congestion, respiratory tract congestion,
rales, wheezing, dysphonia, respiratory

disorder, hyperventilation
Frequency unknown
Frequent

Sleep apnoea syndrome*

Constipation, dyspepsia, nausea abdominal
discomfort, vomiting, diarrhoea, dry mouth,
toothache

Gastrointestinal disorders

Faecal incontinence, faecaloma,
gastroenteritis, dysphagia, flatulence,
swollen tongue, cheilitis, lip swelling

Intestinal obstruction*, pancreatitis*,
paralytic ileus*

Less frequent

Frequency unknown

Hepatobiliary disorders Less frequent Transaminases increased, gamma-
glutamyltransferase increased, hepatic

enzyme increased
Jaundice*
Skin rash, erythema

Urticaria, pruritus, alopecia, hyperkeratosis,
eczema, dry skin, skin discolouration, acne,
seborrhoeic dermatitis, skin disorder, skin

lesion, drug eruption, dandruff, angioedema

Frequency unknown

Skin and subcutaneous
tissue disorders

Frequent
Less frequent

Frequency unknown | Alopecia*

Musculoskeletal, connective | Frequent
tissue and bone disorders

Muscle spasms, musculoskeletal pain, back
pain, arthralgia

Less frequent Blood creatine phosphokinase increased,
posture abnormal, joint stiffness, joint
swelling muscular weakness, neck pain,

rhabdomyolysis

Renal and urinary disorders | Frequent Enuresis

Less frequent Pollakiuria, urinary retention, dysuria, urinary

incontinence

Pregnancy, puerperium, and
perinatal conditions

Reproductive system and
breast disorders

Frequency unknown | Neonatal drug withdrawal syndrome*

Less frequent Erectile dysfunction, ejaculation disorder,
amenorrhoea, menstrual disorder,
gynaecomastia, galactorrhoea, sexual
dysfunction,breast pain, breast discomfort,
vaginal discharge, menstruation delayed,
breast engorgement, breast enlargement,
breast discharge

Frequency unknown
Frequent

Priapism*

Oedema, pyrexia, chest pain, asthenia,
fatigue, pain, peripheral oedema

General disorders and
administrative site

conditions Less frequent Face oedema, chills, body temperature
increased, gait abnormal, thirst, chest
discomfort, malaise, feeling abnormal,
discomfort, body temperature decreased,
peripheral coldness, drug withdrawal
syndrome, induration, influenza-like illness,
sluggishness

Frequency unknown | Hypothermia*

Injury, poisoning and
procedural complications

Frequent Fall
Less frequent Procedural pain

*Post marketing adverse events.

¢. Paediatric population
The safety and efficacy of ZOXADON in children under 5 years of age has not been demonstrated.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicine is important. It allows
continued monitoring of the benefit/risk balance of the medicine. Healthcare professionals are asked

to report any suspected adverse reactions to SAHPRA via the online service for adverse drug reaction
reporting by using either of the following links: https://www.sahpra.org.za/Publications/Index/8 or http://
www.sahpra.org.za/document/adverse-drug-reactions-and-quality-problem-reporting-form/.

An email can be sent directly to the company, pharmacovigilance@pharmadynamics.co.za to ensure
safety of the product.

4.9 Overdose

Signs and symptoms:

Reported signs and symptoms have been those resulting from an exaggeration of ZOXADON’s known
pharmacological effects.

Symptoms of acute overdosage include drowsiness, sedation, hypotension, tachycardia, and
extrapyramidal symptoms. In overdose, cases of QT-prolongation have been reported. In the case of
acute overdosage, the possibility of multiple medicine involvement should be considered.

Torsade de pointes has been reported in association with combined overdose of oral risperidone and
paroxetine.

Management of overdose:

Establish and maintain a clear airway and ensure adequate oxygenation and ventilation.
Administration of activated charcoal together with a laxative should be considered. Cardiovascular
monitoring should commence immediately and should include continuous electrocardiographic
monitoring to detect possible arrhythmias. Since there is no known antidote if accidental poisoning
or overdosage is suspected, appropriate supportive measures should be instituted. Hypotension and
circulatory collapse should be treated with appropriate measures such as intravenous fluids and/or
sympathomimetic medicines. In case of severe extrapyramidal symptoms, anticholinergic medication
should be administered. Close medical supervision and monitoring should continue until the patient
recovers.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other antipsychotics

ATC code: NO5AX08

Pharmacological classification: A.2.6.5 Central nervous system depressants. Miscellaneous structures.

Mechanism of action

Risperidone is an antipsychotic of the benzisoxazol derivatives.

It is a selective monoaminergic antagonist.

Risperidone has affinity for serotonin-5-HT, dopamine-D2, Hi-histamine, alpha 1- and alpha 2-adrenergic
receptors.

Risperidone has no affinity for cholinergic receptors. It is a potent D2 antagonist.

5.2 Pharmacokinetic properties

Absorption:

Risperidone is completely absorbed after oral administration. Food does not affect the absorption of
risperidone.

Distribution:

Peak plasma concentrations are attained within 1 -2 hours.

Following 6 mg or 8 mg once daily, peak levels of the active moiety were about 30 % higher and trough
levels about 30 % lower than the peaks and troughs following

3 mg and 4 mg twice daily. The bioavailability of the 6 mg tablet is not equivalent to that of 2 by 3 mg
and the bioavailability of the 8 mg tablet is not equivalent to that of the

2 by 4 mg tablets. Therefore, these tablet strengths cannot be used interchangeably.

Steady state is reached within 1 day for risperidone in most patients and 4 - 5 days for 9-hydroxy-
risperidone. Risperidone plasma concentration is dose-proportional within the therapeutic dose-range.
Risperidone is bound to albumin and alpha 1-acid glycoprotein. Plasma protein binding of risperidone is
88 % and 77 % for 9-hydroxyl-risperidone.

Biotransformation:
Risperidone is metabolized by cytochrome CYP2D6 to 9-hydroxy-risperidone which has a similar
pharmacological activity to risperidone and 9-hydroxy-risperidone form the active antipsychotic fraction.

Elimination:

After oral administration, the half-life of risperidone is about 3 hours.

The elimination half-life of 9-hydroxy-risperidone and the active antipsychotic fraction is 24 hours.

One week after administration, 70 % of the dose is excreted in the urine and 14 % in the faeces. In urine,
risperidone and 9-hydroxy-risperidone represent 35 - 45 % of the dose.

Risperidone showed significantly higher active plasma concentrations and slower elimination in the
elderly and in patients with moderately severe renal insufficiency. The plasma concentrations of
risperidone were normal in patients with mild to moderate liver insufficiency.

Pharmacokinetics in special patient groups

Patients with hepatic impairment:

Patients with impaired hepatic function have increases in plasma concentration of the free fraction of
risperidone. Irrespective of the indication, starting and consecutive dosing should be halved, and dose
titration should be slower for patients with hepatic impairment.

Risperidone should be used with caution in these groups of patients.

Patients with renal impairment:

Patients with renal impairment have less ability to eliminate the active antipsychotic fraction than normal
adults. Irrespective of the indication, starting and consecutive dosing should be halved, and dose titration
should be slower for patients with renal impairment.

Risperidone should be used with caution in these groups of patients.

Paediatric population
The pharmacokinetics of risperidone, 9-hydroxy-risperidone and the active moiety in children are similar
to those in adults.

5.3 Preclinical safety data
Not applicable.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Core

Lactose anhydrous

Magnesium stearate

Microcrystalline cellulose
Pregelatinised starch.

Coating [Opadry white 03F28470 (1 mg, 2 mg, 3 mg and4 mg) or Opadry yellow 03F32566 (0,5 mg)]:
Hypromellose 6

Macrogol 6000

Titanium dioxide

Iron oxide yellow (0,5 mg only)

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
36 months

6.4 Special precautions for storage

Store at or below 25 °C.

For tablets in blisters: Keep the blisters in the carton until required for use.
For tablets in containers: keep well closed in the original container.

6.5 Nature and contents of container

ZOXADON is packed into transparent PVC-PVDC/Al heat sealed blisters.

ZOXADON is also packed into HDPE containers with a snap-on LDPE cap with a tamper evident ring.
Pack size: 20 or 30 tablets. Not all pack sizes may be marketed.

6.6 Special precautions for disposal
No special requirements.

7. HOLDER OF CERTIFICATE OF REGISTRATION
Pharma Dynamics (Pty) Ltd

1%t Floor Grapevine House, Steenberg Office Park
Silverwood Close

Westlake, 7945

Cape Town, South Africa

8. REGISTRATION NUMBERS
Z0XADON 0,5 mg: A41/2.6.5/0468
Z0XADON 1 mg: A41/2.6.5/0445
Z0XADON 2 mg: A41/2.6.5/0446
Z0XADON 3 mg: A41/2.6.5/0469
Z0XADON 4 mg: A41/2.6.5/0470

9. DATE OF FIRST AUTHORISATION
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10. DATE OF REVISION OF THE TEXT
06 March 2024
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3]Z0XADON 0,5 mg: 10/2.6.5/0021
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SCHEDULING STATUS

ZOXADON 0,5 mg tablets
ZOXADON 1 mg tablets
ZOXADON 2 mg tablets
ZOXADON 3 mg tablets
ZOXADON 4 mg tablets

Risperidone

ZOXADON contains sugar (lactose anhydrous: 61,70 mg in 0,5 mg tablet; 61,25 mg in 1 mg tablet;
122,50 mg in 2 mg tablet; 183,75 mg in 3 mg tablet and 245 mg in 4 mg tablet.

Read all of this leaflet carefully before you start taking ZOXADON

* Keep this leaflet. You may need to read it again.

« If you have further questions, please ask your doctor, pharmacist, nurse, or other healthcare provider.

* ZOXADON has been prescribed for you personally and you should not share your medicine with other
people. It may harm them, even if their symptoms are the same as yours.

What is in this leaflet

1. What ZOXADON is and what it is used for

2. What you need to know before you take ZOXADON
3. How to take ZOXADON

4. Possible side effects

5. How to store ZOXADON

6. Contents of the pack and other information

1. What ZOXADON is and what it is used for

Risperidone is an atypical antipsychotic.

ZOXADON is indicated for:

acute and chronic schizophrenia (where you may see, hear, or feel things that are not there, believe
things that are not true or feel unusually suspicious or confused) and related psychosis in which
positive symptoms and/or the negative symptoms are prominent

mania, where you may feel very excited, elated, agitated, enthusiastic or hyperactive, decreased need
for sleep, pressured speech, racing thoughts, distractibility, or poor judgment including disruptive or
aggressive behaviours. Mania occurs in an illness called ‘bipolar disorder’

conduct and other disruptive behaviour disorders in children (aged 5 -12 years), with sub-average
intellectual functioning or mental retardation in whom destructive behaviours are prominent.

2. What you need to know before you take ZOXADON

Do not take ZOXADON:

if you are hypersensitive (allergic) to risperidone, or to any of the other ingredients of ZOXADON (listed
in section 6)

do not give this medicine to children under 5 years with conduct and other disruptive behaviour
disorders

if you have Parkinson’s disease (muscle weakness, muscle stiffness, impaired and slow movement
and shaking)

if you have Lewy body dementia (a form of progressive dementia).

Warnings and precautions

Take special care with ZOXADON:

Tell your doctor:

if you know of any factors which would increase your chance of you having a stroke, such as high
blood pressure, cardiovascular disorder, or blood vessel problems in the brain

if you suffer from heart disease (examples include an irregular heart rhythm) or if you have low blood
pressure or if you are taking furosemide (medicine for your blood pressure). ZOXADON can cause low
blood pressure. Your dose needs to be adjusted

if your doctor has told you that you have a low white blood cell count. Your doctor may check your
white blood cell counts during therapy

if you or someone else in your family has a history of blood clots, as ZOXADON has been associated
with formation of blood clots

if you have a condition called tardive dyskinesia: characterised by jaw movements, chewing-like
movements, tongue movements, smacking of the lips or involuntary rapid arm or leg movements

if you are taking a medicine called methylphenidate together with ZOXADON, as this combination may
increase the risk of unwanted side effects

if you experience any of the following symptoms of neuroleptic malignant syndrome (NMS): muscle
spasms, irregular pulse or blood pressure, high fever, irregular heart rate, increased heart rate and
increased sweating (perspiration)

if you suffer from Parkinson’s disease. ZOXADON may worsen the symptoms of these conditions

if you suffer from epilepsy: fits/seizures. ZOXADON may worsen the symptoms of these conditions

if you have diabetes: high blood sugar. As diabetes mellitus or worsening of pre-existing diabetes
mellitus has been seen in patients taking ZOXADON, your doctor should check for signs of high blood
sugar. In patients with pre-existing diabetes mellitus, blood glucose should be monitored regularly

if you have a tendency to gain weight easily

if you experience any of the following: excessive or inappropriate production of breastmilk,
enlargement of a man’s breasts, disturbances in the menstrual cycle

if you experience persistent and painful erections of the penis

you have problems controlling your body temperature or overheating

if you are planning to have an eye operation, intraoperative floppy iris syndrome may increase the risk
of eye complications during and after cataract surgery

if you suffer from kidney or liver function impairment.

Elderly people with dementia:

In elderly patients with dementia, there is an increased risk of stroke. You should not take ZOXADON if
you have dementia caused by stroke.

During treatment with ZOXADON you should frequently see your doctor.

Medical treatment should be sought straight away if your caregiver notices a sudden change in your
mental state or sudden weakness or numbness of your face, arms, or legs, especially on one side, or
slurred speech, even for a short period of time.

Studies in elderly patients with dementia have shown that ZOXADON taken by itself or with furosemide,
is associated with a higher rate of death. Tell your doctor if you are taking furosemide. Furosemide is a
medicine which is sometimes used to treat high blood pressure, some heart problems or to treat swelling
of parts of the body caused by the build-up of too much fluid.

Children and adolescents

Children and adolescents under 15 years should not be treated with ZOXADON for schizophrenia or
mania. Before treatment is started for conduct disorder, other causes of aggressive behaviour should
have been ruled out. If during treatment with ZOXADON tiredness occurs, a change in the time of
administration might improve attention difficulties. Before treatment is started your, or your child’s body
weight may be measured, and it may be regularly monitored during treatment. For the treatment of
conduct disorder, the doctor will prescribe the suitable dose and treatment duration according to the
patient’s weight. Children under 5 years should not be treated with ZOXADON for conduct disorder. A
small and inconclusive study has reported an increase in height in children who took ZOXADON, but
whether this is an effect of the medicine or due to some other reason is not known.

Other medicines and ZOXADON
Always tell your healthcare provider if you are taking any other medicine. (This includes
complementary or traditional medicines.)

It is especially important to talk to your doctor or pharmacist if you are taking any of the
following:

medicines that work on your brain, such as to help you calm down (benzodiazepines) or some
medicines for pain (opiates), medicines for allergy (some antihistamines), as risperidone may increase
the sedative effect of all of these

medicines that may change the electrical activity of your heart, such as medicines for malaria, heart
rhythm problems, allergies (antihistamines), some antidepressants or other medicines for mental
problems

do not take alcohol as this may make you sleepy

medicines for Parkinson’s disease (such as levodopa), as ZOXADON may cause these medicines to be
less effective

medicines to treat raised blood pressure. ZOXADON can lower blood pressure

medicines that increase the activity of the central nervous system (psychostimulants, such as
methylphenidate)

water tablets (diuretics) used for heart problems or swelling of parts of your body due to a build-up of
too much fluid (such as furosemide or chlorothiazide). ZOXADON taken by itself or with furosemide,
may have an increased risk of stroke or death in elderly people with dementia

paliperidone (used to treat schizophrenia) is not recommended for use with ZOXADON.

The following medicines may reduce the effect of ZOXADON

* rifampicin (a medicine for treating some infections)

e carbamazepine, phenytoin medicine mainly used for epilepsy or trigeminal neuralgia (severe pain
attacks in the face), may change the effect of ZOXADON. Therefore, inform your doctor if you start or
stop taking carbamazepine.

If you start or stop taking such medicines, you may need a different dose of ZOXADON.

The following medicines may increase the effect of ZOXADON

quinidine (used for certain types of heart disease)

antidepressants such as paroxetine, fluoxetine, tricyclic antidepressants

sertraline and fluvoxamine, medicines used to treat depression and other psychiatric disorders
medicines known as beta blockers (used to treat high blood pressure)

phenothiazines (such as medicines used to treat psychosis or to calm down)

cimetidine and ranitidine, two medicines used to reduce stomach acid, may slightly increase the level
of ZOXADON in your blood, but they are unlikely to change the effect of ZOXADON

itraconazole and ketoconazole (medicines for treating fungal infections)

ZOXADON can enhance the effect of medicines that reduce the ability to react (e.g., tranquilisers,
narcotic painki certain certain antidepressants), only take these medicines if your
doctor prescribes them

certain medicines used in the treatment of HIV/AIDS, such as ritonavir

verapamil, a medicine used to treat high blood pressure and/or abnormal heart rhythm.

If you start or stop taking such medicines, you may need a different dose of ZOXADON. If you are not sure
if any of the above applies to you, talk to your doctor or pharmacist before using ZOXADON.

ZOXADON with food, drink, and alcohol
Refer to section 3. ZOXADON can enhance the effects of alcohol, so do not drink alcohol whilst taking
ZOXADON.

Pregnancy, breastfeeding, and fertility
If you are pregnant or breastfeeding, think you may be pregnant or are planning to have a baby, please
consult your doctor, pharmacist, or other healthcare provider for advice before taking this medicine.

The safety of ZOXADON in pregnancy and breastfeeding women has not yet been established.

If you are pregnant or if you are planning to become pregnant, you should inform your doctor, who will
decide if you can take ZOXADON. Shaking, muscle stiffness and/or weakness, sleepiness, agitation,
breathing problems, and difficulty in feeding, have been observed in newborns, if a mother used
ZOXADON in the last trimester of her pregnancy.

Do not breastfeed if you are taking ZOXADON.

ZOXADON can raise your levels of a hormone called prolactin that may impact fertility (see Possible side
effects).

Driving and using machines

ZOXADON may cause vision problems, sleepiness, and a lack of concentration. Do not drive or operate
any machinery before you know how this medicine affects you. It is not always possible to predict to
what extent ZOXADON may interfere with the daily activities of a patient. Patients should ensure that
they do not engage in the above activities until they are aware of the measure to which ZOXADON affects
them.

ZOXADON contains lactose anhydrous

If you have been told by your doctor that you have an intolerance to some sugars, contact your doctor
before taking ZOXADON. Patients with the rare hereditary conditions of lactose or galactose intolerance
should not take ZOXADON. ZOXADON contains lactose anhydrous which may have an effect on the
control of your blood sugar if you have diabetes mellitus.

3. How to take ZOXADON
Do not share medicines prescribed for you with any other person. Always use ZOXADON exactly as your
doctor has told you. Check with your doctor or pharmacist if you are not sure.

Treatment of schizophrenia

If you are already using an antipsychotic medicine, your doctor may gradually discontinue this treatment
when switching to ZOXADON. If you are receiving a depot injection, your doctor will initiate ZOXADON
treatment in place of the next scheduled injection.

You may take ZOXADON either once daily or twice daily.

Initial adult dose: The usual dose is 2 mg per day. Your doctor may increase the dosage to 4 mg per day
on the second day.

Maintenance dose: Your doctor will decide what the optimum maintenance dose is based on your
response. The usual maintenance dose is 4 mg to 8 mg daily, but your doctor may increase the total dose
up to 16 mg per day.

Elderly patients and patients with kidney or liver problems:
The starting dose is usually 0,5 mg twice daily. Your doctor may increase the dose up to 1 - 2 mg twice daily.

Children:
Not suitable for the treatment of schizophrenia in children under the age of 15. For children older than
15, doses similar to that for adults may be administered.

Treatment for mania in bipolar disorders

Initial adult dose: The usual dose is 2 mg or 3 mg per day.

Maintenance dose: Your doctor may decide to increase your dosage, based on your response. The usual
maintenance dose is 1 - 6 mg daily.

Use in children and adolescents: Children and adolescents under 18 years old should not be treated
with ZOXADON for bipolar mania.

Conduct and other disruptive behaviour disorders in children 5 - 12 years of age

The usual starting dose is 0,01 mg per kg once daily. The doctor may increase the dose by 0,01 mg/kg
every other day, if needed, to a maintenance dose of 0,02 - 0,04 mg per kg once daily.

Your doctor will tell you how long your treatment with ZOXADON will last. Do not stop treatment early
because your symptoms may return.
If you have the impression that the effect of ZOXADON is too strong or too weak, tell your doctor or pharmacist.
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If you take more ZOXADON than you should
In the event of overdosage, consult your doctor or pharmacist. If neither is available, contact the nearest
hospital or poison control centre.

Symptoms of overdose may include:
 feeling sleepy or tired, abnormal body movements, problems standing and walking, feel dizzy due to
low blood pressure, or have abnormal heartbeats.

If you forget to take ZOXADON

If you missed a dose, take it as soon as you remember. If it is almost time for your next dose, skip the
missed dose and continue to take the tablet at the usual time. Do not take a double or larger dose to
make up for forgotten individual doses. If you have trouble remembering when to use your medicine, ask
your pharmacist for some hints.

If you stop taking ZOXADON
You should not stop taking ZOXADON unless told to do so by your doctor. Your symptoms may return. If
your doctor decides to stop ZOXADON, your dose may be decreased gradually over a few days.

4. Possible side effects

ZOXADON can have side effects.

Not all side effects reported for ZOXADON are included in this leaflet. Should your general health worsen,
or if you experience any untoward effects while using ZOXADON, please consult your healthcare provider
for advice.

If any of the following happens, stop using ZOXADON and tell your doctor immediately or go to the

casualty department at your nearest hospital:

« swelling of the hands, feet, ankles, face, lips, mouth, or throat, which may cause difficulty in
swallowing or breathing

 rash or itching

 fainting.

These are all very serious side effects. If you have them, you may have had a serious allergic reaction to

ZOXADON. You may need urgent medical attention or hospitalisation.

Tell your doctor immediately or go to the casualty department at your nearest hospital if you notice any
of the following:

* swelling, pain, and redness in the leg, difficulty breathing, tight chest, discoloured lips — signs of a
blood clot in the leg or lungs

dangerously lowered white blood cell count that leads to severe infection (agranulocytosis) with
symptoms that may include fever and chills, muscle weakness and fatigue, low blood pressure (feeling
dizzy), ulcers in the mouth or throat

a condition that causes the body to retain water and certain levels of electrolytes in the blood to fall
(such as sodium)

dangerously excessive intake of water

life threatening complications of uncontrolled diabetes (high blood sugar)

confusion (or change in mental state), depression, staying still, fast, or strange movements, difficulty in
expressing emotions, manic episodes

neuroleptic malignant syndrome (confusion, reduced or loss of consciousness, high fever, and

severe muscle stiffness or tightness), loss of sensation on one or both sides of the body, loss of
consciousness, convulsions (fits), abnormal coordination or balance, restlessness or need to keep
moving, change in attention level, absence of reflex action normally induced by touch or pain, loss of
balance

blood vessel problems in the brain, stroke (trouble walking, speaking, and understanding, as well as
paralysis or numbness of the face, arm, or leg), lack of speech and other unusual behaviour (catatonia)
parkinsonism: this condition may include slow or impaired movement, sensation of stiffness or
tightness of the muscles (making your movements jerky), and sometimes even a sensation of
movement freezing up and then restarting. Other signs of parkinsonism include a slow shuffling walk,
a tremor while at rest, increased saliva and/or drooling, and a loss of expression on the face

fast or irregular heartbeat, palpitations

yellowing of the skin and eyes, also called jaundice

muscle injury where the muscles break down (rhabdomyolysis) with symptoms that may include
muscle pain in the shoulders, thighs, or lower back; muscle weakness or trouble moving arms and
legs; and dark red or brown urine or decreased urination

problems in urination — specifically inability to pass urine or passing less urine than is normal for you.
These are all serious side effects. You may need urgent medical attention.

Tell your doctor if you notice any of the following:

Frequent side effects:

pneumonia, infection of the chest (bronchitis), common cold symptoms, urinary tract infection, feeling
like you have the flu

increased levels of a hormone called prolactin found on a blood test (which may or may not cause
symptoms, common symptoms may include breast swelling in men, difficulty in getting or maintaining
erections, or other sexual dysfunction; breast discomfort, leakage of milk from the breasts, missed or
other problems with menstrual periods in women

weight gain, increased appetite, decreased appetite

insomnia, sleep disorders, depression, anxiety, agitation

dizziness, sleepiness, headache, drowsiness, muscle quivering, restlessness, and inability to sit still,
involuntary movements of muscles, the eyes, mouth, tongue, or jaw (dystonia), tremors

blurred vision

high blood pressure

breathing difficulty, sore throat, cough, nose bleeds, stuffy nose

abdominal pain or discomfort, vomiting, nausea, constipation, diarrhoea, indigestion dry mouth,
toothache

skin rash or itching

muscle spasms, bone or muscle ache, back pain, joint pain

incontinence (lack of control of urine)

general swelling, fever, chest pain, asthenia (general weakness), fatigue, swelling in your lower legs or
hands

o fall.

Less frequent side effects:

sinusitis, ear infection, chest infection, bladder infection, eye infection, tonsillitis, ear infection, fungal
infection in the nails, infection of the skin, viral infections

abnormal blood test results, anaemia, decrease in red/white blood cells

glucose present in the urine (determined through urine tests)

anorexia, excess thirst, high blood sugar levels (hyperglycaemia), weight loss

decreased libido, nervousness, nightmares, delayed, infrequent or absent orgasms

tardive dyskinesia (twitching or jerking movements that you cannot control in your face, tongue, or
other parts of your body), disturbance in attention, lack of taste

dizziness when standing up, slurred speech, numbness, tingling or pricking sensation (pins and
needles), increased duration of sleep, speech disorder, uncontrollable nodding of your head, diabetic
coma, movement disorder (problems with physical coordination, trouble walking, episodes of
uncontrolled movements, muscle weakness, twitching, or muscle spasm), pacing around the room,
tapping your toes, or rapid talking

changes in vision, pink eye, eye oversensitivity to light, dry eye, eye watering (increased tears),

red eyes, eye movement disorder, dilation pupils or glaucoma (high eye pressure), eye rolling, eye
discharge and eyelid crusting, eye swelling

vertigo, ringing in the ears, ear pain

low blood pressure, drop in blood pressure when standing up, flushing

pneumonia caused by inhaling food, lung congestion, congestion of breathing passages, crackly lung
sounds, wheezing, voice disorder, breathing p ge disorder, hyper ilati

stomach or intestinal infection, stool incontinence, very hard stool, difficulty swallowing, excessive
passing of gas or wind, swollen tongue, lip swelling

increased liver transaminases in your blood, increased GGT (a liver enzyme called gamma-glutamy!
transferase) in your blood, increased liver enzymes in your blood

hives (nettle rash), itching, thickening of skin, eczema, dry skin, skin discolouration, acne, dandruff,
skin disorder, skin lesion, painless swelling under the skin

an increase of CPK (creatine phosphokinase) in your blood, an enzyme which is sometimes released
with muscle breakdown

abnormal posture, joint stiffness, joint swelling, muscle weakness, neck pain

frequent urination or increase in amount of urine, pain when passing urine

sexual dysfunction (erectile and ejaculation dysfunction), menstrual disorders, abnormal absence of
menstruation, unusual secretion of milk; breast enlargement in men, milky nipple discharge, breast
discomfort, enlargement, pain or engorgement, vaginal discharge, decreased sexual desire

swollen or puffy face, chills, increased or decreased body temperature, coldness in arms and legs,
abnormal gait (change in the way you walk), thirst, chest discomfort, general feeling of discomfort,
iliness, or unease, discomfort, drug withdrawal symptoms, hardening of the skin, flu-like sickness,
sluggishness

procedural pain.

The following side effects have been reported but the frequency for them to occur is not known:
 diabetes or worsening of diabetes, increased cholesterol, low blood sugar, blood triglycerides (a type of
fat) increased

mania (mental illness marked by periods of great excitement or euphoria, delusions, and over activity)
sleep walking, sleep related eating disorder, altered taste

eye problems during cataract surgery. During cataract surgery, a condition called intraoperative floppy
iris syndrome (IFIS) can happen if you take or have taken ZOXADON. If you need to have cataract
surgery, be sure to tell your eye doctor if you take or have taken ZOXADON

irregular heart rhythm that can be seen on an electrocardiogram (extended interval between the heart
contracting and relaxing)

sleep apnoea (a potentially serious sleep disorder in which breathing repeatedly stops and starts)
intestinal obstruction, pancreatitis (inflammation of the pancreas with symptoms including abdominal
pain, nausea, vomiting), paralytic ileus (occurs when the muscle contractions that move food through
your intestines are temporarily paralyzed)

hair loss

neonatal drug withdrawal syndrome

prolonged and painful erection of the penis

hypothermia (an abnormally, typically dangerously low body temperature).

If you notice any side effects not mentioned in this leaflet, please inform your doctor or pharmacist.

Reporting of side effects

If you get side effects, talk to your doctor, pharmacist or nurse. You can also report any side effects to
SAHPRA via the online service for adverse drug reaction reporting by following the link:
https://www.sahpra.org.za/Publications/Index/8 or
http://www.sahpra.org.za/document/adverse-drug-reactions-and-quality-problem-reporting-form/

By reporting side effects, you can help provide more information on the safety of ZOXADON. You can also

send an email directly to the company, pharmacovigil pharmady .c0.za to ensure safety of
the product.

5. How to store ZOXADON

Store all medicines out of reach of children.

Store at or below 25 °C.

For tablets in blisters: Keep the blisters in the carton until required for use.

For tablets in containers: keep well closed in the original container.

Do not store in a bathroom.

Do not use after the expiry date stated on the carton.

Return all unused medicine to your pharmacist.

Do not dispose of unused medicine in drains or sewerage systems (e.g., toilets).

6. Contents of the pack and other information

What ZOXADON contains:

The active substance is risperidone.

ZOXADON 0,5 mg tablets: Each tablet contains 0,5 mg risperidone.
ZOXADON 1 mg tablets: Each tablet contains 1 mg risperidone.
ZOXADON 2 mg tablets: Each tablet contains 2 mg risperidone.
ZOXADON 3 mg tablets: Each tablet contains 3 mg risperidone.
ZOXADON 4 mg tablets: Each tablet contains 4 mg risperidone.

The other ingredients are:

Core: Lactose anhydrous, magnesium stearate, microcrystalline cellulose, pregelatinised starch.
Coating [Opadry white 03F28470 (1/2/3/4 mg) or Opadry yellow 03F32566 (0,5 mg)]: Hypromellose 6,
macrogol 6000, titanium dioxide, iron oxide yellow (0,5 mg only)

What ZOXADON looks like and contents of the pack

ZOXADON 0,5 mg: Light yellow, oval, biconvex, scored, film coated tablets, marked T. Size 8 x 5 mm
ZOXADON 1 mg: White, oval, biconvex, scored, film coated tablets, marked T1. Size 8 x 5 mm
ZOXADON 2 mg: White, oval, biconvex, scored, film coated tablets, marked T2. Size 10 x 5 mm
ZOXADON 3 mg: White, oval, biconvex, scored, film coated tablets, marked T3. Size 11 x 6,5 mm
ZOXADON 4 mg: White, oval, biconvex, scored, film coated tablets, marked T4. Size 14 x 7,5 mm
ZOXADON is packed into transparent PVC-PVDC/Al heat sealed blisters.

ZOXADON is also packed into HDPE containers with a snap-on LDPE cap with a tamper evident ring.
Pack size: 20 or 30 tablets. Not all pack sizes may be marketed.

Holder of Certificate of Registration

Pharma Dynamics (Pty) Ltd

1¢ Floor Grapevine House, Steenberg Office Park
Silverwood Close

Westlake, 7945

Cape Town, South Africa

Tel: + 27 21 707 7000

This leaflet was last revised in
06 March 2024

Registration number

ZOXADON 0,5 mg: A41/2.6.5/0468
ZOXADON 1 mg: A41/2.6.5/0445
Z0XADON 2 mg: A41/2.6.5/0446
ZOXADON 3 mg: A41/2.6.5/0469
ZOXADON 4 mg: A41/2.6.5/0470

NAMIBIA:

ZOXADON 0,5 mg: [NS3|10/2.6.5/0021
10/2.6.5/0022

310/2.6.5/0023

Z0OXADON 2 mg:

For access to the Professional Information, please visit
https://www.mydynamics.co.za/products-healthcare-professionals/
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ZOXADON
PASIENTINLIGTINGSBLAD
SKEDULERINGSTATUS

ZOXADON 0,5 mg tablette
ZOXADON 1 mg tablette
ZOXADON 2 mg tablette
ZOXADON 3 mg tablette
ZOXADON 4 mg tablette

Risperidoon

ZOXADON bevat suiker (watervrye laktose: 61,70 mg in 0,5 mg tablet; 61,25 mg in 1 mg tablet; 122,50 mg
in 2 mg tablet; 183,75 mg in 3 mg tablet en 245 mg in 4 mg tablet.

Lees hierdie hele inligtingsblad deeglik deur, voordat u begin om ZOXADON te gebruik

* Hou hierdie inligtingsblad. Dit mag nodig wees vir om dit weer te lees.

 Indien u verdere vrae het, vra asseblief u dokter, apteker, verpleegkundige, of ander
gesondheidsorgverskaffer.

* ZOXADON is vir u persoonlik voorgeskryf en u moet nie u medisyne met ander mense deel nie. Dit
mag skadelik wees vir hulle, selfs al is hulle simptome dieselfde as u eie.

Wat hierdie inligtingsblad bevat

1. Wat ZOXADON is en waarvoor dit gebruik word

2. Wat u nodig het om te weet, voordat u ZOXADON gebruik
3. Hoe om ZOXADON te gebruik

4. Moontlike newe-effekte

5. Hoe om ZOXADON te bewaar

6. Verpakkingsinhoud en ander inligting

1. Wat ZOXADON is en waarvoor dit gebruik word

Risperidoon is 'n atipiese antipsigotikum.

ZOXADON word aangedui vir:

akute en chroniese skisofrenie (waar u dinge mag sien, hoor, of voel, wat onwerklik is, dinge glo wat
onwaar is, of ongewoon agterdogtig of verward voorkom) en verwante psigose waar die positiewe
simptome en/of die negatiewe simptome, opvallend voorkom

manie, waar u baie opgewonde, verheug, omgekrap, entoesiasties of hiperaktief mag voel, minder
slaap benodig, moeilik praat, warboel gedagtes ervaar, afleibare aandag het, of swak oordeelsvermog,
insluitend ontwrigtende of aggressiewe optrede ondervind. Manie kom voor tydens 'n siekte, wat
“bipolére versteuring” genoem word

gedrags- en ander ontwrigtende optredeversteurings by kinders (5 - 12 jaar oud), met
ondergemiddelde intellektuele funksionering, of geestesgestremdheid, by wie ontwrigtende optrede,
opvallend voorkom.

2. Wat u nodig het om te weet, voordat u ZOXADON gebruik

Moet nie ZOXADON neem:

« indien u hipersensitief (allergies) is vir risperidoon, of vir enige van die ander bestanddele van
ZOXADON nie (gelys in afdeling 6)

moet nie hierdie medisyne aan kinders jonger as 5 jaar oud, met gedrags- en ander ontwrigtende
optredeversteurings, gee nie

indien u Parkinson se siekte het nie (spier:
en rukkings)

indien u aan Lewy-liggaam demensie ly nie ('n vorm van progressiewe demensie).

Waarskuwings en voorsorgmaatreéls

Neem spesiale sorg met ZOXADON:

Vertel u dokter:

indien u bewus is van enige faktore wat u moontlikheid vir ’'n beroerte mag verhoog, soos hoé
bloeddruk, kardiovaskulére versteuring, of bloedvatprobleme in die brein

indien u aan 'n hartsiekte ly (voorbeelde sluit 'n onreéimatige hartritme in), of indien u lae bloeddruk
het, of indien u furosemied neem (medisyne vir u bloeddruk). ZOXADON kan lae bloeddruk veroorsaak.
U dosis moet aangepas word

indien u dokter aangedui het dat u 'n lae witbloedseltelling het. Dit mag nodig wees vir u dokter om u
witbloedseltellings, tydens behandeling, te monitor

indien u, of enige iemand in u familie 'n geskiedenis van bloedklonte het, aangesien ZOXADON
verband mag hou met die vorming van bloedklonte

indien u 'n aan 'n toestand ly, wat tardiewe diskinesie genoem word: gekenmerk deur
kakebeenbewegings, kou-soortige bewegings, tongbewegings, lipsmak, of onwillekeurige, vinnige
arm- of beenbewegings

indien u 'n medisyne wat metielfenidaat genoem word, saam met ZOXADON neem, aangesien hierdie
kombinasie die risiko vir ongewenste newe-effekte mag verhoog

indien u enige van die volgende simptome van neuroleptiese maligne sindroom (NMS) ervaar:
spierspasmas, onreélmatige polsslag of bloeddruk, hoé koors, onreélmatige hartklop, verhoogde
hartklop en sweettoename (perspirasie)

indien u aan Parkinson se siekte ly. ZOXADON mag die simptome van hierdie toestand vererger
indien u aan epilepsie ly: stuipe/aanvalle. ZOXADON mag die simptome van hierdie toestande vererger
indien u diabetes het: hoé bloedsuiker. Diabetes mellitus of verergering van voorafbestaande diabetes
mellitus, is waargeneem by pasiénte wie ZOXADON neem. U dokter moet tekens van hoé bloedsuiker
nagaan. By pasiénte met voorafbestaande diabetes mellitus, moet bloedglukose gereeld gemonitor
word

indien u 'n neiging toon om maklik gewig op te tel

indien u enige van die volgende ervaar: uitermatige of onvanpaste produksie van borsmelk, vergroting
van 'n man se borste, versteurings in die menstruele siklus

indien u voortdurende en pynlike ereksies van die penis ervaar

indien u dit moeilik vind om u liggaamstemperatuur te beheer, of oorverhit

indien u 'n oogoperasie beplan. Intra-operatiewe slap iris-sindroom, mag die risiko vir
oogkomplikasies tydens en na 'n katarak operasie, verhoog

indien u aan nier- of lewerfunksiebelemmering ly.

spierstyfheid, en stadige beweging

Bejaarde persone met demensie:

Daar is 'n verhoogde risiko vir beroerte, by bejaarde pasiénte met demensie. U moet nie ZOXADON neem,
indien u demensie, as gevolg van 'n beroerte, het nie.

Tydens die behandeling met ZOXADON, moet u die dokter gereeld besoek.

Indien u toesighouer 'n skielike verandering in u geestestoestand, of 'n skielike swakheid of
gevoelloosheid in u gesig, arms of bene (veral aan die een kant), of slepende spraak (selfs vir 'n kort 'n
kort tydperk), opmerk, moet mediese behandeling onmiddellik verkry word.

Studies met bejaarde pasiénte wie aan demensie ly, het getoon dat ZOXADON wat in isolasie, of saam
met furosemied geneem word, verband hou met 'n hoér sterftesyfer. Vertel u dokter indien u furosemied
neem. Furosemied is 'n medisyne wat somtyds gebruik word om hoé bloeddruk, sekere hartprobleme,
of swelling in sekere gedeeltes van u liggaam (veroorsaak deur die opbou van té veel vioeistof), te
behandel.

Kinders en adolessente

Kinders en adolessente jonger as 15 jaar oud, moet nie met ZOXADON behandel word, vir skisofrenie of
manie nie.

Voordat daar met behandeling vir 'n gedragsversteuring begin word, moet ander oorsake vir aggressiewe
gedrag uitgeskakel word.

Indien moegheid voorkom tydens die behandeling met ZOXADON, mag 'n verandering in die
toedieningstyd, aandagversteurings help verbeter.

Voordat behandeling begin word, mag u, of u kind se gewig bepaal word en gereeld daarna tydens
behandeling, gemonitor word. U dokter sal 'n gepaste dosis en behandelingduur voorskryf, in
ooreenstemming met die pasiént se gewig, vir die behandeling van 'n gedragsversteuring. Kinders jonger
as 5 jaar, moet nie met ZOXADON vir 'n gedragsversteuring, behandel word nie.

’n Klein onbepalende studie, het 'n toename in lengte by kinders wie ZOXADON neem, aangetoon, maar
dit is onduidelik of hierdie uitkoms is as gevolg van die medisyne, of weens 'n ander onbekende rede.

Ander medisyne en ZOXADON
Vertel altyd u gesondheidsorgverskaffer indien u enige ander medisyne neem (Dit sluit
aanvullende of tradisionele medisyne in).

Dit is veral belangrik om u dokter of apteker te raadpleeg, indien u enige van die volgende neem:
medisyne wat op u brein werk, soos die wat help om u te kalmeer (bensodiasepiene), of sekere
medisyne vir pyn (opiate), medisyne vir 'n allergie (sommige antihistamiene), aangesien risperidoon
die sederende uitwerking van al hierdie medisyne, mag verhoog

medisyne wat die elektriese aktiwiteit van u hart verander, soos medisyne vir malaria,

hartritmeprobleme, allergieé (antihistamiene), sommige antidepressante, of ander medisyne vir

geestesprobleme

moet nie alkohol gebruik nie, aangesien dit u lomerig sal maak

medisyne vir Parkinson se siekte (soos levodopa) aangesien ZOXADON mag veroorsaak dat hierdie

medisyne minder doeltreffend is

medisyne om verhoogde bloeddruk te behandel. ZOXADON kan bloeddruk verlaag

medisyne wat die aktiwiteit van die sentrale senuweestelsel verhoog (psigostimulante, soos

metielfenidaat)

watertablette (diuretika) wat gebruik word vir hartprobleme, of swelling van gedeeltes van u liggaam,

weens die opbou van té veel vloeistof (soos furosemied of chloortiasied). ZOXADON wat in isolasie, of

saam met furosemied geneem word, mag lei tot 'n verhoogde risiko vir beroerte of sterfte by bejaarde
persone met demensie

paliperidoon (gebruik om skisofrenie te behandel) word nie aanbeveel vir gebruik saam met ZOXADON

nie.

Die volgende medisyne mag die effek van ZOXADON verswak

 rifampisien ('n medisyne vir die behandeling van sekere infeksies)

* karbamasepien, fenitoien medisyne wat hoofsaaklik gebruik word vir epilepsie of trigeminale neuralgie
(erge pynaanvalle in die gesig), mag die effek van ZOXADON verander. Lig dus u dokter in, indien u
karbamasepien begin gebruik, of die gebruik daarvan staak.

Indien u sulke medisyne begin, of ophou gebruik, mag u 'n gewysigde ZOXADON dosis benodig.

Die volgende medisyne mag die effek van ZOXADON versterk

kinidien (gebruik vir sekere tipes hartsiekte)

antidepressante, soos paroksetien, fluoksetien, trisikliese antidepressante

sertralien en fluvoksamien, medisyne wat gebruik word om depressie en ander psigiatriese
versteurings te behandel

medisyne bekend as beta blokkers (gebruik om hoé bloeddruk te behandel)

fenotiasiene (soos medisyne wat gebruik word om psigose te behandel, of te kalmeer)

simetidien en ranitidien, twee medisyne wat gebruik word om maagsuur te verminder, mag die viak
van ZOXADON in u bloed, effens verhoog, maar dit is onwaarskynlik dat dit die effek van ZOXADON sal
verander

itrakonasool en ketokonasool (medisyne vir die behandeling van swaminfeksies)

ZOXADON kan die effek van medisyne versterk, wat die vermoé om te reageer, verminder (bv.
kalmeermiddels, narkotiese pynstillers, sekere antihistamiene, sekere antidepressante). Neem hierdie
medisyne slegs indien u dokter dit voorskryf

sommige medisyne wat gebruik word vir die behandeling van MIV/VIGS, soos ritonavir

* verapamiel, 'n medisyne wat gebruik word om hoé bloeddruk en/of abnormale hartritme te behandel.
Indien u sulke medisyne begin, of ophou gebruik, mag u ander ZOXADON dosis benodig. Indien u nie
seker is of enige van die bogenoemde op u van toepassing is nie, praat met u dokter of apteker, voordat
u begin om ZOXADON te gebruik.

ZOXADON saam met kos, drinkgoed en alkohol
Verwys na afdeling 3. ZOXADON kan die uitwerking van alkohol versterk, so moet nie alkohol gebruik,
terwyl u ZOXADON gebruik nie.

Swangerskap, borsvoeding en fertiliteit
Indien u swanger is of borsvoed, vermoed dat u swanger is, of 'n baba beplan, raadpleeg asseblief u
dokter, apteker, of ander gesondheidsorgverskaffer vir advies, voordat u hierdie medisyne neem.

Die veiligheid van ZOXADON tydens swangerskap en by borsvoedende vroue, is nog nie vasgestel nie.

Indien u swanger is, of swangerskap beplan, lig u dokter in, sodat hy/sy kan besluit of u ZOXADON mag
neem. Rukkings, spierstyfheid en/of swakheid, slaperigheid, agitasie, asemhalingsprobleme en moeilike
voeding is opgemerk by pasgeborenes, indien 'n moeder ZOXADON tydens die laaste trimester van haar
swangerskap gebruik.

Moet nie borsvoed indien u ZOXADON neem nie.

ZOXADON kan u viakke van 'n hormoon, wat prolaktien genoem word en fertiliteit mag beinvioed,
verhoog (kyk Moontlike newe-effekte).

Bestuur en die hantering van masjiene

ZOXADON mag sigprobleme, slaperigheid en konsentrasieverlies veroorsaak. Moet nie bestuur of enige
masjinerie hanteer, voordat u weet hoe hierdie medisyne u aantas nie.

Dit is nie altyd moontlik om te voorspel tot watter mate ZOXADON met die daaglikse aktiwiteite van 'n
pasiént inmeng nie. Pasiénte moet verseker dat hulle nie by bogenoemde aktiwiteite betrokke raak,
totdat hulle weet tot watter mate ZOXADON hulle aantas nie.

ZOXADON bevat watervrye laktose

Indien u dokter aangedui het dat u 'n onverdraagsaamheid teenoor sekere suikers toon, kontak u dokter,
voordat u ZOXADON neem. Pasiénte met die skaars, oorerflike toestande van watervrye laktose of
galaktose onverdraagsaamheid, moet nie ZOXADON gebruik nie. ZOXADON bevat watervrye laktose, wat
'n effek op die beheer van u bloedsuiker mag uitoefen, indien u diabetes mellitus het.

3. Hoe om ZOXADON te gebruik
Moet nie medisyne wat vir u voorgeskryf is, met enige ander persoon deel nie. Gebruik ZOXADON altyd
presies soos deur u dokter aanbeveel word. Raadpleeg u dokter of apteker, indien u onseker is.

Behandeling van skisofrenie

Indien u alreeds 'n antipsigotiese medisyne neem, mag u dokter hierdie behandeling geleidelik onttrek,
wanneer u na ZOXADON oorskakel. Indien u ’n depot inspuiting ontvang, sal u dokter ZOXADON
behandeling in die plek van u volgende geskeduleerde inspuiting begin.

U mag ZOXADON of een keer 6f twee keer daagliks neem.

Volwasse aanvangsdosis: Die gewone dosis is 2 mg per dag. U dokter mag die dosis na 4 mg per dag
op die tweede dag, verhoog.

Onderhoudsdosis: U dokter sal besluit wat die optimum onderhoudsdosis is, in ooreenstemming met u
reaksie. Die gewone onderhoudsdosis is 4 mg tot 8 mg daagliks, maar u dokter mag u daaglikse dosis
tot en met 16 mg per dag, verhoog.

Bejaarde pasiénte en pasiénte met nier- of lewerprobleme:
Die aanvangsdosis is gewoonlik 0,5 mg twee keer daagliks. U dokter mag die dosis na tot en met
1 -2 mg twee keer daagliks, verhoog.

Kinders: Nie geskik vir die behandeling van skisofrenie by kinders jonger as 15 jaar oud nie. By kinders
ouer as 15 jaar, mag doserings soortgelyk aan volwassenes, toegedien word.

Behandeling vir manie, tydens bipolére versteurings
Volwasse aanvangsdosis: Die gewone dosis is 2 mg of 3 mg per dag.

Onderhoudsdosis: U dokter mag besluit om u dosis te verhoog, in ooreenstemming met u reaksie. Die
gewone onderhoudsdosis is 1 - 6 mg daagliks.

Gebruik deur kinders en adolessente
Kinders en adolessente jonger as 18 jaar oud, moet nie met ZOXADON, vir bipolére manie, behandel
word nie.

Gedrags- en ander ontwrigtende optrede by kinders 5 - 12 jaar oud

Die gewone aanvangsdosis is 0,01 mg per kg een keer daagliks. Die dokter mag die dosis met 0,01 mg/kg
elke tweede dag verhoog, indien nodig, tot en met 'n maksimum dosis van 0,02 - 0,04 mg per kg een
keer daagliks.

U dokter sal u vertel vir hoe lank u behandeling met ZOXADON sal duur. Moet nie behandeling vroegtydig
staak nie, aangesien u simptome mag terugkeer.
Indien u onder die indruk is dat die uitwerking van ZOXADON té sterk, of té swak is, vertel u dokter of apteker.
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Indien u meer ZOXADON gebruik as wat u behoort
In die geval van oordosering, raadpleeg u dokter of apteker. Indien beide nie beskikbaar is nie, kontak u
naaste hospitaal, of gifbeheersentrum.

Simptome van oordosering, mag die volgende insluit:
* voel lomerig of moeg, abnormale liggaamsbewegings, probleme met staan en stap, voel duiselig
weens lae bloeddruk, of ervaar 'n abnormale hartklop.

Indien u vergeet om ZOXADON te neem

Indien u ’n dosis oorslaan, neem dit so gou as wat u onthou. Indien dit amper tyd is vir u volgende
dosis, slaan die vergete dosis oor en gaan voort om die tablet op die gewone tydstip te neem. Moet nie
'n dubbel, of groter dosis neem, om op te maak vir die vergete, individuele doserings nie. Indien u dit
moeilik vind om te onthou wanneer om u medisyne te neem, vra u apteker vir 'n paar wenke.

Indien u die gebruik van ZOXADON staak
U moet nie die gebruik van ZOXADON staak, tensy u dokter so aanbeveel nie. U simptome mag terugkeer.
Indien u dokter sou besluit om ZOXADON gebruik te staak, sal u dosis geleidelik, oor 'n paar dae, verlaag word.

4. Moontlike newe-effekte

ZOXADON kan newe-effekte hé.

Nie alle newe-effekte wat vir ZOXADON aangemeld is, word in hierdie inligtingsblad ingesluit nie. Sou u
algemene gesondheid versleg, of indien u enige ongewenste effekte ervaar, terwyl u ZOXADON gebruik,
raadpleeg blief u gesondheidsorg vir advies.

Indien enige van die volgende gebeur, staak die gebruik van ZOXADON en vertel u dokter onmiddellik, of

gaan na die ongevalle afdeling by u naaste hospitaal:

* swelling van die hande, voete, enkels, gesig, lippe, mond of keel, wat sluk en asemhaling mag
bemoeilik

o yitslag of gejeuk

o floute.

Hierdie is alles baie ernstige newe-effekte. Indien u dit ondervind, kon u 'n ernstige allergiese reaksie

teenoor ZOXADON ervaar het. U mag dringende mediese aandag, of hospitalisasie benodig.

Vertel u dokter onmiddellik, of gaan na die ongevalle afdeling by u naaste hospitaal, indien u enige van
die volgende opmerk:

swelling, pyn en rooiheid van die been, moeilike asemhaling, benoude bors, verkleurde lippe — tekens
van 'n bloedklont in die been of longe

gevaarlik lae witbloedseltelling, wat lei tot erge infeksie (agranulositose), met simptome wat koors,
koue rillings, spierswakheid en uitputting, lae bloeddruk (voel duiselig), sere in die mond of keel, mag
insluit

’n toestand wat veroorsaak dat die liggaam water terughou en sekere vlakke elektroliete in die bloed,
verlaag (soos natrium)

gevaarlik buitensporige waterinname
I bedreigende komplikasies van onbeheerde diabetes (hoé bloedsuiker)

verwarring (of verandering in yestand), depressie, onb glik bly, vinnige of vreemde
bewegings, onvermoé om emosies te toon, maniese episodes

neuroleptiese maligne sindroom (verwarring, afname in bewussyn, of bewussynsverlies, hoé

koors en erge spierstyfheid of rigiditeit), sensasieverlies aan een of beide kante van die liggaam,
bewussynsverlies, konvulsies (stuipe), abnormale kodrdinasie of balans, rusteloosheid of die drang om
te beweeg, verandering in oplettendheid, afwesigheid van refleksreaksie, wat normaalweg voorkom
deur aanraking of pyn, balansverlies

bloedvatprobleme in die brein, beroerte (probleme met stap, praat en begrip, sowel as verlamming of
gevoelloosheid van die gesig, arm of been), spraakgebrek en ander ongewone optrede (katatonie)
parkinsonisme: hierdie toestand mag stadige of de beweging, ie van spierstyfheid

of rigiditeit (rukkerige bewegings) en somtyds selfs 'n sensasie van bewegings wat vries en dan

weer aktiveer, insluit. Ander tekens van parkinsonisme sluit skuifelende stap, 'n tremor in rusposisie,
verhoogde speekselvloei en/of kwyling en 'n verlies van gesigsuitdrukking, in

vinnige, of onreéimatige hartklop, palpitasies

vergeling van die vel en 0, ook geelsug genoem

spierbesering, waar spiere afbreek (rabdomiolise), met simptome wat spierpyn in die skouers, dye, of
lae rug, mag insluit; spierswakheid of moeilike arm- en beenbewegings; donkerrooi of bruin urine of
afname in urinering

e urineringsprobleme — veral die onvermoé om te urineer, of urineer minder as wat normaal is vir u.
Hierdie is alles ernstige newe-effekte. U mag dringende mediese aandag benodig.

Vertel u dokter indien u enige van die volgende opmerk:

Newe-effekte wat dikwels voorkom:

pneumonie, borsinfeksie (brongitis), algemene verkoue, urienweginfeksie, voel of u griep het
verhoogde vlakke van 'n hormoon wat deur 'n bloedtoets opgespoor word en prolaktien genoem

word (simptome mag wel, of nie voorkom nie. Algemene simptome mag borste swelling by mans,
probleme om 'n ereksie te verkry of te behou, of ander seksuele wanfunksie insluit; ongemak in die
borste, melklekkasie vanuit die borste, menstruele siklusse menstruasie wat oorgeslaan word of ander
probleme met menstruale siklusse by vroue

gewigstoename, verhoogde eetlus, afname in eetlus

insomnie, slaapversteurings, depressie, angstigheid, agitasie

duiseligheid, slaperigheid, hoofpyn, lomerigheid, spierbewing, rusteloosheid en onvermog om stil te sit,
onwillekeurige spier-, 0og- mond-, tong-, of kakebeenbewegings (distonie), tremors

wasige sig

hoé bloeddruk

moeilike asemhaling, seer keel, hoes, neusbloeding, toe neus

abdominale pyn of ongemak, braking, naarheid, konstipasie, diarree, indigestie, droé mond, tandpyn
veluitslag of gejeuk

spierspama, been-, of spierpyn, rugpyn, gewrigspyn

inkontinensie (verlies van beheer oor urienvloei)

algemene swelling en koors, borspyn, astenie (algemene swakheid), uitputting, swelling in u laer bene
of hande

e val.

Minder algemene newe-effekte:
sinusitis, oorinfeksie, borsinfeksie, blaasinfeksie, ooginfeksie, tonsillitis, oorinfeksie, swaminfeksie van
die naels, velinfeksie, virusinfeksies
abnormale bloedtoetsresultate, anemie, vermindering van rooi/witbloedselle
glukose teenwoordig in die urine (vasgestel deur urientoetse)
anoreksie, uitermatige dors, hoé bloedsuikervlakke (hiperglisemie), gewigsverlies
afname in libido, senuweeagtigheid, nagmerries, vertraagde, ongereelde of afwesige orgasmes
tardiewe diskinesie (onbeheerde trekkings of rukkerige bewegings in u gesig, tong, of ander gedeeltes
van u liggaam), aandagversteuring, kverlies
duiseligheid wanneer u opstaan, slepende spraak, gevoelloosheid, tintelende of prikkelende sensasie
(spelde en naalde), slaap langer as gewoonlik, spraakversteuring, onbeheerde kopknikke, diabetiese
koma, bewegingsversteuring (probleme met fisiese kodrdinasie, stap moeilik, gevalle van onbeheerde
bewegings, spierswakheid, trekkings, of spierspasma), stap heen en weer in die kamer, tik u tone, of
vinnige spraak
veranderinge in sig, pienk 0og, oogoorsensitiwiteit teenoor lig, droé oog, waterige oog (verhoogde
traanvorming), rooi 0&, oogbewegingsversteuring, vergrote pupille of gloukoom (hoé oogdruk),
oogrolling, oogafskeiding en roofvorming op die ooglid, oogswelling
vertigo, gelui in die ore, oorpyn
lae bloeddruk, skielike verlaging in bloeddruk wanneer u opstaan, blosing
pneumonie, wat veroorsaak word deur die inaseming van voedsel, longkongestie, kongestie van

i ale, krakerige longklanke, gehyg, ster ing, asemhalir steuring,

hiperventilasie

maag- of intestinale infeksie, stoelganginkontinensie, baie harde stoelgang, problematiese sluk,
uitermatige winderigheid, geswelde tong, lipswelling

verhoogde lewertransaminase in u bloed, verhoogde GGT in u bloed ('n lewerensiem wat gamma-
glutamieltransferase genoem word), verhoogde lewerensieme in u bloed

galbulte (netelroos), gejeuk, verdikking van die vel, ekseem, droé vel, velverkleuring, aknee, skilfers,
velversteuring, velletsel, pynlose swelling onder die vel

’n verhoging van KFK (kreatienfosfokinase) in u bloed; 'n ensiem wat somtyds vrygestel word tydens
spierafbraak

abnormale postuur, gewrigstyfheid, gewrigswelling, spierswakheid, nekpyn

gereelde urinering, of 'n toename in die volume urine, pyn tydens urinering

seksuele wanfunksie (erektiele en ejakulasie wanfunksie), menstruele versteurings, abnormale
afwesigheid van menstruasie, ongewone afskeiding van melk; vergroting van borste by mans,
melkerige tepelafskeiding, ongemak, vergroting, pyn of swelling van die borste, vaginale afskeiding,
afname in seksuele drang

geswelde of pofferige gesig, koue rillings, verhoging of verlaging in liggaamstemperatuur, koudheid
in die arms en bene, stap abnormaal (verandering in die manier hoe u loop), dors, borsongemak,
algemene gevoel van ongemak, siekte of onrustigheid, ongemak, geneesmiddelonttrekkingssimptome,
verharding van die vel, griep-soortige siekte, traagheid

* prosedurele pyn.

Die volgende newe-effekte is aangemeld, maar die frekwensie van voorkoms is onbekend:

« diabetes of verergering van diabetes, verhoogde cholesterol, lae bloedsuiker, verhoogde
bloedtrigliseriede ('n tipe vet)

manie (geestessiekte gekenmerk deur gevalle van groot opgewondenheid of euforie, delusies en
ooraktiwiteit)

slaaploop, slaapverwante eetversteuing, smaaksteurnis

oogprobleme tydens 'n katarakoperasie. 'n Toestand wat intra-operatiewe slap-irissindroom (ISIS)
genoem word, kan tydens 'n katarakoperasie voorkom, indien u ZOXADON neem, of geneem het.
Indien u 'n katarakoperasie benodig, maak seker dat u die oogdokter vertel dat u ZOXADON neem, of
geneem het

onreélmatige hartritme, wat deur 'n elektrokardiogram bepaal word (uitgebreide interval tussen die
sametrekking en ontspanning van die hart)

sleepapnee ('n potensieel ernstige slaapversteuring, waar asemhaling herhaaldelik ophou en hervat
word)

intestinale obstruksie, pankreatitis (inflammasie van die pankreas, met simptome wat abdominale pyn,
naarheid en braking, insluit), paralitiese ileus (kom voor wanneer die spiersametrekkings wat voedsel
deur u ingewande beweeg, tydelik verlam word)

haarverlies

neonatale geneesmiddelonttrekkingssindroom

verlengde en pynlike ereksie van die penis

hipotermie ('n abnormale, tipies gevaarlik lae liggaamstemperatuur).

Indien u enige newe-effekte opmerk, wat nie in hierdie inligtingsblad genoem word nie, vertel asseblief
u dokter of apteker.

Aanmelding van newe-effekte

Indien u newe-effekte ervaar, praat met u dokter, apteker of verpleegkundige. U kan ook newe-effekte by
SAHPRA via die aanlynskakel vir ongewenste geneesmiddelreaksie rapporteer:
https://www.sahpra.org.za/Publications/Index/8 of
http://www.sahpra.org.za/document/adverse-drug-reactions-and-quality-problem-reporting-form/

Deur die aanmelding van newe-effekte, kan u help om meer inligting aangaande die veiligheid van
ZOXADON in te win. U kan ook 'n epos direk na die maatskappy stuur,
pharmacovigilance@pharmadynamics.co.za om veiligheid van die produk te verseker.

5. Hoe om ZOXADON te bewaar

Hou alle medisyne buite die bereik van kinders.

Bewaar teen of benede 25 °C.

Vir tablette en stulpstroke: Hou die stulpstroke in die kartonhouer, totdat dit benodig word vir gebruik.
Vir tablette in houers: hou dig geseél in die oorspronklike houer.

Moet nie in 'n badkamer bewaar nie.

Moet nie gebruik na die vervaldatum wat op die kartonhouer aangedui word nie.

Neem alle ongebruikte medisyne na u apteker terug.

Moet nie ongebruikte medisyne in dreine of rioolstelsels (bv. toilette), weggooi nie.

6. Verpakkingsinhoud en ander inligting

Wat ZOXADON bevat:

Die aktiewe bestanddeel is risperidoon.

Z0XADON 0,5 mg tablette: Elke tablet bevat 0,5 mg risperidoon.
ZOXADON 1 mg tablette: Elke tablet bevat 1 mg risperidoon.
ZOXADON 2 mg tablette: Elke tablet bevat 2 mg risperidoon.
ZOXADON 3 mg tablette: Elke tablet bevat 3 mg risperidoon.
ZOXADON 4 mg tablette: Elke tablet bevat 4 mg risperidoon.

Die ander bestanddele is:

Kern: Magnesiumstearaat, mikrokristallyne sellulose, voorafgegelatineerde stysel, watervrye laktose
Bedekking [Opadry wit 03F28470 (1/2/3/4 mg) of Opadry geel 03F32566 (0,5 mg)]: Hipromellose 6,
makrogol 6000, tiaandioksied, ysteroksied (0,5 mg alleenlik)

Hoe ZOXADON lyk en die verpakkingsinhoud

ZOXADON 0,5 mg: Liggeel, ovaal, bikonvekse, gegroefde, filmbedekte tablette, gemerk T. Grootte 8 x 5 mm
ZOXADON 1 mg: Wit, ovaal, bikonvekse, gegroefde, filmbedekte tablette, gemerk T1. Grootte 8 x 5 mm
ZOXADON 2 mg: Wit, ovaal, bikonvekse, gegroefde, filmbedekte tablette, gemerk T2. Grootte 10 x 5 mm
ZOXADON 3 mg: Wit, ovaal, bikonvekse, gegroefde, filmbedekte tablette, gemerk T3. Grootte 11 x 6,5 mm
ZOXADON 4 mg: Wit, ovaal, bikonvekse, gegroefde, filmbedekte tablette, gemerk T4. Grootte 14 x 7,5 mm
ZOXADON word verpak in deursigtige PVC-PVDC/AI hitte-verseélde stulpstroke.

ZOXADON word ook verpak in HDPE houers, met 'n opskiet LDPE deksel en 'n peutervrye ring.
Verpakkingshoeveelhede: 20 of 30 tablette. Nie alle verpakkingshoeveelhede word bemark nie.

Eienaar van die Registrasiesertifikaat

Pharma Dynamics (Edms.) Bpk.

1¢ Vloer Grapevine House, Steenberg Office Park
Silverwood Close

Westlake, 7945

Kaapstad, Suid-Afrika

Tel: + 27 21 707 7000

Hierdie inligtingshlad was voorheen hersien
06 Maart 2024

Registrasienommers

ZOXADON 0,5 mg: A41/2.6.5/0468
ZOXADON 1 mg: A41/2.6.5/0445
Z0XADON 2 mg: A41/2.6.5/0446
ZO0XADON 3 mg: A41/2.6.5/0469
ZOXADON 4 mg: A41/2.6.5/0470

NAMIBIE:
ZOXADON 0,5 mg: [NS3]10/2.6.5/0021

ZOXADON 1 mg: [NS3]10/2.6.5/0022
ZOXADON 2 mg: [NS3]10/2.6.5/0023

0m toegang te verkry tot die Professionele Inligting, besoek asseblief die webtuiste by
https://www.mydynamics.co.za/products-healthcare-professionals/
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