Ondansetron

Core Safety Profile

4.3 Contraindications

Hypersensitivity to any component of the preparation.

4.4 Special warnings and precautions for use

Hypersensitivity reactions have been reported in patients who have exhibited
hypersensitivity to other selective 5HT3 receptor antagonists. Respiratory events
should be treated symptomatically and clinicians should pay particular attention

to them as precursors of hypersensitivity reactions.

Very rarely and predominantly with intravenous ondansetron, transient ECG
changes including QT interval prolongation have been reported.

As ondansetron is known to increase large bowel transit time, patients with signs
of sub-acute intestinal obstruction should be monitored following administration.

In patients with adenotonsillar surgery prevention of nausea and vomiting with
ondansetron may mask occult bleeding. Therefore, such patients should be
followed carefully after ondansetron.

Paediatric Population:

Paediatric patients receiving ondansetron with hepatotoxic chemotherapeutic
agents should be monitored closely for impaired hepatic function.

Oral Lyophilisate only:

Ondansetron formulation contains aspartame and therefore should be taken with
caution in patients with phenylketonuria.

Pre-filled Syringe only:

The tip cap of the pre-filled syringe contains dry natural latex rubber that has the
potential to cause allergic reactions in latex sensitive individuals.

Tablets only:

Patients with rare hereditary problems of galactose intolerance, Lapp lactase
deficiency or glucose-galactose malabsorption should not take this medicine.



4.5 Interactions with other medicinal products and other forms
of interaction

There is no evidence that ondansetron either induces or inhibits the metabolism
of other drugs commonly coadministered with it. Specific studies have shown
that there are no interactions when ondansetron is administered with alcohol,
temazepam, frusemide, alfentanil, tramadol, morphine, lignocaine, thiopental or
propofol.

Ondansetron is metabolised by multiple hepatic cytochrome P-450 enzymes:
CYP3A4, CYP2D6 and CYP1A2. Due to the multiplicity of metabolic enzymes
capable of metabolising ondansetron, enzyme inhibition or reduced activity of
one enzyme (e.g. CYP2D6 genetic deficiency) is normally compensated by other
enzymes and should result in little or no significant change in overall
ondansetron clearance or dose requirement.

Phenytoin, Carbamazepine and Rifampicin

In patients treated with potent inducers of CYP3A4 (i.e. phenytoin,
carbamazepine, and rifampicin), the oral clearance of ondansetron was increased
and ondansetron blood concentrations were decreased.

Tramadol

Data from small studies indicate that ondansetron may reduce the analgesic
effect of tramadol.

Use of ondansetron with QT prolonging drugs may result in additional QT
prolongation.

Concomitant use of ondansetron with cardiotoxic drugs (e.g. anthracyclines) may
increase the risk of arrhythmias (see Warnings and Precautions).

4.6 Pregnancy and Lactation
Pregnancy

The safety of ondansetron for use in human pregnancy has not been established.
Evaluation of experimental animal studies does not indicate direct or indirect
harmful effects with respect to the development of the embryo, or foetus, the
course of gestation and peri- and post-natal development. However as animal
studies are not always predictive of human response the use of ondansetron in
pregnancy is not recommended.

Lactation
Tests have shown that ondansetron passes into the milk of lactating animals. It

is therefore recommended that mothers receiving ondansetron should not
breast-feed their babies.



4.7 Ability to perform tasks that require judgement, motor or cognitive
skills

In psychomotor testing ondansetron does not impair performance nor cause
sedation.

4.8 Undesirable effects

Adverse events are listed below by system organ class and frequency.
Frequencies are defined as: very common (=1/10), common (=1/100 to <1/10),
uncommon (=1/1000 to <1/100), rare (=1/10,000 to <1/1000) and very rare
(<1/10,000). Very common, common and uncommon events were generally
determined from-—clinical trial data. The incidence in placebo was taken into
account. Rare and very rare—events were generally determined from post-
marketing spontaneous data.

The following frequencies are estimated at the standard recommended doses of
ondansetron according to indication and formulation.
Immune system disorders

Rare: Immediate hypersensitivity reactions sometimes severe,
including anaphylaxis.

Nervous system disorders

Very common: Headache.
Uncommon: Seizures, movement disorders (including extrapyramidal
reactions

such as dystonic reactions, oculogyric crisis and dyskinesia)
Rare: Dizziness during rapid IV administration.
Eye disorders

Rare: Transient visual disturbances (e.g. blurred vision) predominantly
during IV administration.

Very rare: Transient blindness predominantly during intravenous
administration.

Cardiac disorders

Uncommon: Arrhythmias, chest pain with or without ST segment
depression, bradycardia.



Vascular disorders
Common: Sensation of warmth or flushing.

Uncommon: Hypotension.

Respiratory, thoracic and mediastinal disorders
Uncommon: Hiccups.
Gastrointestinal disorders
Common: Constipation.
Local burning sensation following insertion of suppositories.
Hepatobiliary disorders
Uncommon: Asymptomatic increases in liver function tests
General disorders and administration site conditions
Common: Local IV injection site reactions.
1. Observed without definitive evidence of persistent clinical sequelae.
2. The majority of the blindness cases reported resolved within 20 minutes. Most
patients had received chemotherapeutic agents, which included cisplatin. Some
cases of transient blindness were reported as cortical in origin.
3. These events were observed commonly in patients receiving chemotherapy
with cisplatin.
Paediatric population

The adverse event profiles in children and adolescents were comparable to that
seen in adults.

4.9 Overdose
Symptoms and Signs

There is limited experience of ondansetron overdose. In the majority of cases,
symptoms were similar to those already reported in patients receiving
recommended doses (see Undesirable effects). Manifestations that have been
reported include visual disturbances, severe constipation, hypotension and a
vasovagal episode with transient second-degree AV block.
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Treatment

There is no specific antidote for ondansetron, therefore in cases of suspected
overdose, symptomatic and supportive therapy should be given as appropriate.

The use of ipecacuanha to treat overdose with ondansetron is not recommended,
as patients are unlikely to respond due to the anti-emetic action of ondansetron
itself.



