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EOndansetron Injection, USP

2 mg/mL ondansetron (as hydrochloride dihydrate)
Sterile

Antiemetic (5-HT; receptor antagonist)

SUMMARY PRODUCT INFORMATION

Route of

Adminis- Dosage Form/ Clinically Relevant Nonmedicinal

tration Strength Ingredients

Intravenous | Liquid/2 mg/mL No preservative.
0"23‘{‘3"-{"’!" 2| ML | For a complete listing, see DOSAGE FORMS,
and 4 mi. single COMPOSITION AND PACKAGING section.
use vials

Intravenous | Liquid/2 mg/mL Contains preservatives: methylparaben and
ondansetron, 20 mL | propylparaben.
multiple-dose vials | £or 5 complete listing, see DOSAGE FORMS,

COMPOSITION AND PACKAGING section.

INDICATIONS AND CLINICAL USE
Adults
Ondansetron Injection, USP (ondansetron hydrochloride dihydrate) is indicated for:

e the prevention of nausea and vomiting associated with emetogenic chemotherapy,
including high dose cisplatin, and radiotherapy;

e the prevention and treatment of postoperative nausea and vomiting.

Pediatrics (< 18 years of age)

Postchemotherapy

Clinical experience of ondansetron in children is currently limited; however, ondansetron
was effective and well tolerated when given to children 4 - 12 years of age (see
DOSAGE AND ADMINISTRATION).

Ondansetron Injection, USP is not indicated for the treatment of children 3 years of age
or younger.

Postradiotherapy

Safety and efficacy of ondansetron in any age group in this population following radio-
therapy have not been established, and ondansetron is therefore not indicated for use
in this population.

Postoperative Nausea and Vomiting

Safety and efficacy of ondansetron in any age group in this population for the prevention
and treatment of postoperative nausea and vomiting have not been established, and
ondansetron is not indicated for use in this group.

Geriatrics (> 65 years of age)

Postchemotherapy and Radiotherapy
Efficacy and tolerance of ondansetron were similar to that observed in younger adults
(see DOSAGE AND ADMINISTRATION).

Postoperative Nausea and Vomiting

Clinical experience in the use of ondansetron in the prevention and treatment of post-
operative nausea and vomiting is limited, and ondansetron is not indicated for use in
this population.

CONTRAINDICATIONS

* Ondansetron Injection, USP is contraindicated in patients with a history of hypersensi-
tivity to the drug or any components of its formulations. For a complete listing, see the
DOSAGE FORMS, COMPOSITION AND PACKAGING section.

WARNINGS AND PRECAUTIONS

General

Cross-reactive hypersensitivity has been reported between different 5-HT; antagonists.
Patients who have experienced hypersensitivity reactions to one 5-HT; antagonist have
experienced more severe reactions upon being challenged with another drug of the
same class. The use of a different 5-HT; receptor antagonist is not recommended as a
replacement in cases in which a patient has experienced even a mild hypersensitivity
type reaction to another 5-HT; antagonist.

Rarely and predominantly with intravenous ondansetron, transient ECG changes
including QT interval prolongation have been reported (see ADVERSE REACTIONS,

Postmarket Adverse Drug Reactions).

Ondansetron Injection, USP is not effective in preventing motion-induced nausea or
vomiting.

Hepatic/Biliary/Pancreatic

There is no experience in patients who are clinically jaundiced. The clearance of an

8 mg intravenous dose of ondansetron was significantly reduced and the serum
half-life significantly prolonged in subjects with severe impairment of hepatic function.
In patients with moderate or severe impairment of hepatic function, reductions in
dosage are therefore recommended and a total daily dose of 8 mg should not be
exceeded. This may be given as a single intravenous dose. As ondansetron is known to
increase large bowel transit time, patients with signs of subacute intestinal obstruction
should be monitored following administration.

Ondansetron does not itself appear to induce or inhibit the cytochrome Paso drug-
metabolizing enzyme system of the liver. Because ondansetron is metabolised by
hepatic cytochrome Paso drug-metabolizing enzymes, inducers or inhibitors of these
enzymes may change the clearance and, hence, the half-life of ondansetron. On the
basis of available data, no dosage adjustment is recommended for patients on these
drugs.

Special Populations

Pregnant Women: The safety of ondansetron for use in human pregnancy has not been
established. Ondansetron is not teratogenic in animals. However, as animal studies are
not always predictive of human response, the use of ondansetron in pregnancy is not
recommended.

Nursing Women: Ondansetron is excreted in the milk of lactating rats. It is not known
if it is excreted in human milk; however, nursing is not recommended during treatment
with ondansetron.

Pediatrics (< 3 years of age): Insufficient information is available to provide dosage
recommendations for children 3 years of age or younger.

ADVERSE REACTIONS

Clinical Trial Adverse Drug Reactions
Ondansetron has been administered to over 2500 patients worldwide in controlled
clinical trials and has been well tolerated.

The most frequent adverse events reported in controlled clinical trials were headache
(11%) and constipation (4%). Other adverse events include sensations of flushing or
warmth (< 1%).

Cardiovascular: There have been rare reports of tachycardia, angina (chest pain),
bradycardia, hypotension, syncope and electrocardiographic alterations.

Central Nervous System: There have been rare reports of seizures. Movement
disorders and dyskinesia have been reported in two large clinical trials of ondansetron
atarate of 0.1 - 0.3%.

Dermatological: Rash has occurred in approximately 1% of patients receiving
ondansetron.

Hypersensitivity: Rare cases of immediate hypersensitivity reactions, sometimes
severe, including anaphylaxis, bronchospasm, urticaria and angioedema have been
reported.

Local Reactions: Pain, redness and burning at the site of injection have been reported.

Metabolic: There were transient increases of SGOT and SGPT of over twice the upper
limit of normal in approximately 5% of patients. These increases did not appear to

be related to dose or duration of therapy. There have been reports of liver failure and
death in patients with cancer receiving concurrent medications including potentially
hepatotoxic cytotoxic chemotherapy and antibiotics. The etiology of the liver failure is
unclear. There have been rare reports of hypokalemia.

Other: There have been reports of abdominal pain, weakness and xerostomia.

Special Senses: Rare cases of transient visual disturbances (e.g., blurred vision)
have been reported during or shortly after intravenous administration of ondansetron,
particularly at rates equal to or greater than 30 mg in 15 minutes.

Postmarket Adverse Drug Reactions

Over 250 million patient treatment days of ondansetron have been supplied since
the launch of the product worldwide. The following events have been spontaneously
reported during postapproval use of ondansetron, although the link to ondansetron
cannot always be clearly established.

General Disorders:
Rare cases of hypersensitivity reactions, such as laryngeal edema, stridor,
laryngospasm and cardiopulmonary arrest have also been reported.

Cardiovascular Disorders:

There have been rare reports (< 0.01%) of myocardial infarction, myocardial ischemia,
angina, chest pain with or without ST segment depression, arrhythmias (including
ventricular or supraventricular tachycardia, premature ventricular contractions, and
atrial fibrillation), electrocardiographic alterations (including second degree heart block),
palpitations and syncope.

Rarely and predominantly with intravenous ondansetron, transient ECG changes
including QT interval prolongation have been reported (see WARNINGS AND
PRECAUTIONS).
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Eye Disorder:

There have been very rare cases of transient blindness following ondansetron
treatment, generally within the recommended dosing range and predominantly during
intravenous administration.

The majority of blindness cases reported resolved within 20 minutes. Although most
patients had received chemotherapeutic agents, including cisplatin, a few cases of
transient blindness occurred following ondansetron administration for the treatment of
postoperative nausea or vomiting and in the absence of cisplatin treatment. Some cases
of transient blindness were reported as cortical in origin.

Hepatobiliary Disorders:
Occasional asymptomatic increases in liver function tests have been reported.

Nervous System Disorders:
Transient episodes of dizziness (< 0.1%) have been reported during or upon completion
of i.v. infusion of ondansetron.

Uncommon reports (< 1%) suggestive of extrapyramidal reactions such as oculogyric
crisis/dystonic reactions (e.g., oro-facial dyskinesia, opisthotonos, tremor, etc),
movement disorders and dyskinesia have been reported without definitive evidence
of persistent clinical sequelae.

Respiratory, Thoracic and Mediastinal Disorders:
There have also been rare reports of hiccups.

Very rare reports have been received for bullous skin and mucosal reactions (including
Stevens-Johnson syndrome and toxic epidermal necrolysis). These reports have
occurred in patients taking other medications that can be associated with bullous skin
and mucosal reactions.

DRUG INTERACTIONS

Drug-Drug Interactions
Specific studies have shown that there are no pharmacokinetic interactions when
ondansetron is administered with alcohol, temazepam, frusemide, tramadol or propofol.

Ondansetron is metabolised by multiple hepatic cytochrome P.s enzymes:

CYP3A4, CYP2D6 and CYP1A2. Despite the multiplicity of metabolic enzymes capable
of metabolising ondansetron which can compensate for an increase or decrease

in enzyme activity, it was found that patients treated with inducers of CYP3A4

(i.e., phenytoin, carbamazepine, and rifampicin) demonstrated an increase in oral
clearance of ondansetron and a decrease in ondansetron blood concentrations.

No effect in ondansetron clearance secondary to enzyme inhibition or reduced activity
(e.q., CYP2D6 genetic deficiency) has been identified to date.

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

DOSAGE AND ADMINISTRATION
Dosing Considerations

Chemotherapy-induced Nausea and Vomiting:

Ondansetron Injection, USP should be given as an initial dose prior to chemotherapy,
followed by a dosage regimen tailored to the anticipated severity of emetic response
caused by different cancer treatments. The dose of ondansetron should be flexible in
the range of 8 - 32 mg a day. The selection of dose regimen should be determined
by the severity of the emetogenic challenge (see DOSAGE AND ADMINISTRATION,
Recommended Dose and Dosage Adjustment).

Recommended Dose and Dosage Adjustment
Chemotherapy-induced Nausea and Vomiting:
Use in Adults:

Highly Emetogenic Chemotherapy (e.g.. regimens containing cisplatin)
Ondansetron Injection has been shown to be effective in the following dose schedules
for the prevention of emesis during the first 24 hours following chemotherapy:

Initial Dose: Ondansetron Injection 8 mg infused intravenously over 15 minutes given
30 minutes prior to chemotherapy;

or

Ondansetron Injection 8 mg infused intravenously over 15 minutes, given 30 minutes
prior to chemotherapy, followed by 1 mg/h by continuous infusion for up to 24 hours;

or

Ondansetron Injection 32 mg diluted in 50 - 100 mL of saline or other compatible
infusion fluid and infused over not less than 15 minutes’, given 30 minutes prior to
chemotherapy.

No significant differences in terms of emesis control or grade of nausea have been
demonstrated between the 32 mg single dose, the 8 mg single dose, or the 8 mg dose
followed by the 24 hour 1 mg/h continuous infusion.

However, in some studies conducted in patients receiving medium or high doses
of cisplatin chemotherapy, the 32 mg single dose has demonstrated a statistically
significant superiority over the 8 mg single dose with regard to control of emesis.

Less Emetogenic Chemotherapy (e.qg., regimens containing cyclophosphamide
doxorubicin, epirubicin, fluorouracil and carboplatin)

Initial Dose: Ondansetron Injection 8 mg infused intravenously over 15 minutes, given
30 minutes prior to chemotherapy.

Use in Children: Clinical experience of ondansetron in children is currently limited;
however, ondansetron was effective and well tolerated when given to children

4 - 12 years of age. Ondansetron Injection should be given intravenously at a dose of

3 - 5 mg/m2 over 15 minutes immediately before chemotherapy. For children 3 years of
age or younger, there is insufficient information available to make dosage recommenda-
tions (see INDICATIONS AND CLINICAL USE).

Use in Elderly: Efficacy and tolerance in patients aged over 65 years were similar
to that seen in younger adults indicating no need to alter dosage schedules in this
population.

Postoperative Nausea and Vomiting:

Use in Adults: For prevention of postoperative nausea and vomiting, Ondansetron
Injection may be administered as a single dose of 4 mg given by slow intravenous
injection at induction of anesthesia.

For the treatment of established postoperative nausea and vomiting, a single dose of
4 mg given by slow intravenous injection is recommended.

Use in Children: There is no experience in the use of ondansetron in the prevention
and treatment of postoperative nausea and vomiting in children (see INDICATIONS AND
CLINICAL USE).

Use in Elderly: There is limited experience in the use of ondansetron in the prevention
and treatment of postoperative nausea and vomiting in the elderly (see INDICATIONS
AND CLINICAL USE).

Patients with Renal/Hepatic Impairment:
Use in Patients with Impaired Renal Function: No alteration of daily dosage or
frequency of dosing is required.

Use in Patients with Impaired Hepatic Function: The clearance of an 8 mg
intravenous dose of ondansetron was significantly reduced and the serum half-life
significantly prolonged in subjects with severe impairment of hepatic function. In
patients with moderate or severe impairment of hepatic function, reductions in dosage
are therefore recommended and a total daily dose of 8 mg should not be exceeded.
This may be given as a single intravenous dose.

No studies have been conducted to date in patients with jaundice.

Patients with Poor Sparteine/Debrisoquine Metabolism:

The elimination half-life and plasma levels of a single 8 mg intravenous dose

of ondansetron did not differ between subjects classified as poor and extensive
metabolisers of sparteine and debrisoquine. No alteration of daily dosage or frequency
of dosing is recommended for patients known to be poor metabolisers of sparteine or
debrisoquine.

Administration
Administration of Intravenous Infusion Solutions

Compatibility with Intravenous Solutions:

Ondansetron Injection, USP (preservative-free formulation) is compatible with the
following solutions:

5% w/v Dextrose Injection;

0.9% w/v Sodium Chloride Injection;

10% w/v Mannitol Injection;

Ringer’s Injection;

5% w/v Dextrose and 0.9% w/v Sodium Chloride Injection;

5% w/v Dextrose and 0.45% w/v Sodium Chloride Injection;

0.3% w/v Potassium Chloride and 0.9% w/v Sodium Chloride Injection;
0.3% w/v Potassium Chloride and 5% w/v Dextrose Injection;

3% w/v Sodium Chloride Injection.

Ondansetron Injection, USP (preservative-containing formulation) is compatible with the
following solutions:

5% w/v Dextrose Injection;

0.9% w/v Sodium Chloride Injection;

5% w/v Dextrose and 0.9% w/v Sodium Chloride Injection;

5% w/v Dextrose and 0.45% w/v Sodium Chloride Injection;

3% w/v Sodium Chloride Injection.

Compatibility with Other Drugs: Ondansetron Injection should not be administered in
the same syringe or infusion with any other medication. Ondansetron Injection may be
administered by intravenous infusion at 1 mg/hour, e.g., from an infusion bag or syringe
pump.

The following drugs may be administered via the Y-site of the administration set, for
ondansetron concentrations of 16 to 160 pg/mL. If the concentrations of cytotoxic
drugs required are higher than indicated below, they should be administered through

a separate intravenous line.

Ondansetron Injection Preservative-free and Preservative-containing
Formulations:
Cisplatin - concentrations up to 0.48 mg/mL administered over 1 to 8 hours.

Ondansetron Injection Preservative-free Formulation:

5-Fluorouracil - concentrations up to 0.8 mg/mL, administered at rates of at least
20 mL/hour. Higher concentrations of 5-fluorouracil may cause precipitation of
ondansetron. The 5-fluorouracil infusion may contain up to 0.045% w/v magnesium
chloride.

Carboplatin - concentrations of 0.18 mg/mL - 9.9 mg/mL, administered over
10 - 60 minutes.

Ceftazidime - bolus i.v. doses, over approximately 5 minutes, of 250 - 2000 mg
reconstituted with Water for Injection, BP.

Cyclophosphamide - bolus i.v. doses over approximately 5 minutes, of 100 - 1000 mg,
reconstituted with Water for Injection, BP 5 mL per 100 mg cyclophosphamide.
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Doxorubicin and Epirubicin —bolus i.v. doses, over approximately 5 minutes,
of 10 - 100 mg as a 2 mg/mL solution. Lyophilized powder presentations can be
reconstituted with 0.9% Sodium Chloride Injection, USP.

Etoposide - concentrations of 0.144 mg/mL - 0.25 mg/mL, administered over
30 - 60 minutes.

OVERDOSAGE

At present, there is little information concerning overdosage with ondansetron.
Individual doses of 84 mg and 145 mg and total daily doses as large as 252 mg

have been administered with only mild side effects. There is no specific antidote for
ondansetron; therefore, in cases of suspected overdosage, symptomatic and supportive
therapy should be given as appropriate.

The use of Ipecac to treat overdosage with ondansetron is not recommended as
patients are unlikely to respond due to the antiemetic action of ondansetron itself.

“Sudden blindness” (amaurosis) of 2 to 3 minutes duration plus severe constipation
occurred in one patient who was administered 72 mg of ondansetron intravenously as a
single dose. Hypotension (and faintness) occurred in another patient who took 48 mg of
oral ondansetron. Following infusion of 32 mg over only a 4-minute period, a vasovagal
episode with transient second degree heart block was observed. In all instances, the
events resolved completely.

For management of a suspected overdose, contact your regional Poison Control Centre.

ACTION AND CLINICAL PHARMACOLOGY

Mechanism of Action

Ondansetron is a selective antagonist of the serotonin receptor subtype, 5-HTs. Its
precise mode of action in the control of chemotherapy-induced nausea and vomiting is
not known.

Cytotoxic chemotherapy and radiotherapy are associated with the release of serotonin
(5-HT) from enterochromaffin cells of the small intestine, presumably initiating a
vomiting reflex through stimulation of 5-HT; receptors located on vagal afferents.
Ondansetron may block the initiation of this reflex. Activation of vagal afferents may
also cause a central release of serotonin from the chemoreceptor trigger zone of the
area postrema, located on the floor of the fourth ventricle. Thus, the antiemetic effect of
ondansetron is probably due to the selective antagonism of 5-HT; receptors on neurons
located in either the peripheral or central nervous systems, or both.

The mechanisms of ondansetron’s antiemetic action in postoperative nausea and
vomiting are not known.

Pharmacodynamics

In vitro metabolism studies have shown that ondansetron is a substrate for human
hepatic cytochrome Paso enzymes, including CYP1A2, CYP2D6 and CYP3A4. In terms

of overall ondansetron turnover, CYP3A4 played the predominant role. Because of the
multiplicity of metabolic enzymes capable of metabolising ondansetron, it is likely that
inhibition or loss of one enzyme (e.g., CYP2D6 enzyme deficiency) will be compensated
by others and may result in little change in overall rates of ondansetron clearance.

Pharmacokinetics

An 8 mg infusion of ondansetron resulted in peak plasma levels of 80 - 100 ng/mL.
A continuous intravenous infusion of 1 mg/hour after the initial 8 mg loading dose of
ondansetron maintained plasma levels over 30 ng/mL during the following 24-hour
period.

The absolute bioavailability of ondansetron in humans was approximately 60% and the
plasma protein binding was approximately 73%.

Following i.v. administration, ondansetron is extensively metabolised and excreted in
the urine and feces. In humans, less than 10% of the dose is excreted unchanged in
the urine. The major urinary metabolites are glucuronide conjugates (45%), sulphate
conjugates (20%) and hydroxylation products (10%).

The half-life of ondansetron after an 8 mg intravenous dose was approximately
3 - 4 hours and may be extended to 6 - 8 hours in the elderly.

In a pharmacokinetic study of 16 epileptic patients maintained chronically on carba-
mazepine or phenytoin, reduction in AUC, Crax and Ty, of ondansetron was observed.
This resulted in a significant increase in clearance. However, on the basis of available
data, no dosage adjustment is recommended (see WARNINGS AND PRECAUTIONS).

STORAGE AND STABILITY

Ondansetron Injection, USP should be stored between 15 and 30°C. Ondansetron
Injection should not be frozen and should be protected from light. Ondansetron Injection
must not be autoclaved.

Stability and Storage of Diluted Solutions: Compatibility studies have been
undertaken in polyvinyl chloride infusion bags, polyvinyl chloride administration sets
and polypropylene syringes. Dilutions of ondansetron in sodium chloride 0.9% w/v or
in glucose 5% w/v have been demonstrated to be stable in polypropylene syringes.

It is considered that ondansetron injection diluted with other compatible infusion fluids
would be stable in polypropylene syringes.

Intravenous solutions should be prepared at the time of infusion. Ondansetron Injection
when diluted with the recommended intravenous solutions, should be used within

24 hours if stored at room temperature or used within 72 hours if stored in a
refrigerator, due to possible microbial contamination during preparation.

Hospitals and institutions that have recognized admixture programs and use validated

aseptic techniques for preparation of intravenous solutions may extend the storage
time of Ondansetron Injection in admixture with 5% Dextrose Injection in Viaflex bags,

at a concentration of 0.14 mg/mL, to 7 days when stored under refrigeration between
2 and 8°C.

Single-dose vial: Discard unused portion.
Multiple-dose vial: Discard 28 days after initial puncture.

As with all parenteral products, intravenous admixtures should be inspected visually for
clarity, particulate matter, precipitate, discolouration and leakage prior to administration,
whenever solution and container permit. Solutions showing haziness, particulate matter,
precipitate, discolouration or leakage should not be used.

DOSAGE FORMS, COMPOSITION AND PACKAGING

Availability:

Ondansetron Injection, USP 2 mg/mL (as hydrochloride dihydrate) is supplied in 2 mL
(4 mg) and 4 mL (8 mg) preservative-free single-dose vials, in boxes of 5 vials; and
in 20 mL (40 mg) preservative-containing multiple-dose vials, packed in individual
cartons.

Composition:
Ondansetron Injection, USP contains 2 mg/mL of ondansetron base, in the form of
ondansetron hydrochloride dihydrate.

Ondansetron Injection, USP (preservative-free formulation) also contains:

sodium chloride 9 mg/mL
citric acid (anhydrous) 0.5 mg/mL
sodium citrate (dihydrate) 0.25 mg/mL

Ondansetron Injection, USP (preservative-containing formulation) also contains:

citric acid (monohydrate) 0.5 mg/mL
sodium citrate (dihydrate) 0.25 mg/mL
sodium chloride 8.3 mg/mL
methylparaben 1.2 mg/mL
propylparaben 0.15 mg/mL

IMPORTANT: PLEASE READ

PART llIl: CONSUMER INFORMATION
PrONDANSETRON Injection, USP
2 mg/mL ondansetron (as ondansetron hydrochloride dihydrate)
Sterile

This leaflet is part lll of a three-part “Product Monograph” published when
Ondansetron Injection, USP was approved for sale in Canada and is designed
specifically for Consumers. This leaflet is a summary and will not tell you
everything about Ondansetron Injection. Contact your doctor or pharmacist if you
have any questions about the drug.

Ondansetron Injection can only be obtained with a prescription from your doctor.

ABOUT THIS MEDICATION

What the medication is used for:
The name of your medicine is Ondansetron Injection, USP. This medicine is one of a
group of medicines called antiemetics.

Ondansetron is used for:
o the prevention of nausea (feeling of sickness) and vomiting associated with
emetogenic chemotherapy, and radiotherapy;

o the prevention and treatment of postoperative nausea and vomiting.

What it does:

Treatments such as general anesthesia, cancer chemotherapy and radiotherapy are
thought to cause the release of a natural substance (serotonin), which can cause you to
feel sick and to vomit. Ondansetron helps to stop this from happening, thus preventing
you from vomiting or feeling sick.

When it should not be used:

Do not take ondansetron if:

 you have a history of hypersensitivity (an allergic reaction) to any ingredient
(see “What the important nonmedicinal ingredients are”) in the product;

 you are pregnant, or likely to become pregnant or if you are breast-feeding a baby.
However, there may be circumstances when your doctor advises you to use this
medicine during pregnancy.

What the medicinal ingredient is:
Ondansetron Injection contains ondansetron (as ondansetron hydrochloride dihydrate)
as the medicinal ingredient.

What the important nonmedicinal ingredients are:

Ondansetron Injection, USP (preservative-free formulation, 2 mL and 4 mL single-dose
vials) contains: sodium chloride, citric acid (anhydrous), sodium citrate (dihydrate),
water for injection.
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Ondansetron Injection, USP (preservative-containing formulation, 20 mL multiple-
dose vials) contains: citric acid (monohydrate), methylparaben, propylparaben, sodium
chloride, sodium citrate (dihydrate).

What dosage forms it comes in:

Ondansetron Injection, USP 2 mg/mL (as hydrochloride dihydrate) preservative-free
formulation is supplied in 2 mL (4 mg) and 4 mL (8 mg) single-dose vials, in boxes

of 5 vials; and the preservative-containing formulation is supplied in 20 mL (40 mg)
multiple-dose vial, packed in individual carton.

WARNINGS AND PRECAUTIONS

BEFORE you use Ondansetron Injection, USP talk to your doctor or pharmacist if:
 you have a history of hypersensitivity (an allergic reaction) to any ingredient in
Ondansetron Injection;

 you are pregnant, or likely to become pregnant;

 you are breast-feeding a baby;

 you have liver problems;

 you have signs of intestinal obstruction;

 you have a history of heart problems.

If you experience wheezing and tightness of the chest, heart throbbing, swelling of

eyelids, face or lips, or develop a skin rash, skin lumps or hives, contact your doctor
immediately. Do not take any more medicine unless your doctor tells you to do so.

INTERACTIONS WITH THIS MEDICATION

It is important that your doctor know about all your medication so that you get the best
possible treatment. Tell your doctor about all the medicines you are taking including
those you have bought yourself. If you are taking any medicines containing tramadol
(such as TRAMACET), Ondansetron Injection, USP may decrease its effectiveness.

PROPER USE OF THIS MEDICATION

The label on the container of your medicine should tell you how often to take your
medicine and how many doses you should take each time. If not, or if you are not sure,
consult your doctor or pharmacist.

Do not take more doses, or take them more often than your doctor prescribes. If you
vomit within one hour of taking your medicine, you should take the same amount of
medicine again. If vomiting persists, consult your doctor.

Usual dose:

Chemotherapy-induced Nausea and Vomiting

You will receive Ondansetron Injection, USP prior to chemotherapy. Based on how likely
you are to experience nausea and/or vomiting, caused by your cancer treatment, your
doctor will tell you the amount you need to take and how frequently.

Adult: The dose of Ondansetron Injection will be between 8 and 32 mg a day depending
on the potential of your chemotherapy treatment to cause you to vomit and/or have
nausea.

Children (4 to 12 years): Just before chemotherapy, infuse 3 to 5 mg/m?2 over
15 minutes.

Postoperative Nausea and Vomiting
Adult: For prevention, 4 mg by slow i.v. injection at the induction of anesthesia.
For treatment, 4 mg by slow i.v. injection.

If you have a liver problem, your dose may be altered. Please follow the instructions
of your doctor.
Overdose:

In the event you accidentally take more doses than prescribed, immediately contact
your doctor or hospital emergency department or nearest poison control centre.

In the event of overdosage, contact your doctor, hospital, emergency department or
regional Poison Control Centre.

SIDE EFFECTS AND WHAT TO DO ABOUT THEM

You may experience headaches, a feeling of warmness, flushing or constipation, while
taking Ondansetron Injection, USP. You may also experience pain, redness and burning
at the injection site. There is no need to stop taking your medicine, but you should tell
your doctor about these symptoms at your next visit.

If your nausea (feeling of sickness) or vomiting do not improve while taking
Ondansetron Injection, consult your doctor for further advice.

If you feel unwell or have any symptoms that you do not understand, you should contact
your doctor immediately.

SERIOUS SIDE EFFECTS, HOW OFTEN THEY HAPPEN
AND WHAT TO DO ABOUT THEM

Stop taking
Talk drug and
with your call your
doctor or doctor or
Symptom/effect pharmacist pharmacist
Uncommon | Heart problems such as fast/slow v
heart beat, chest pain
Seizures 4
Upward rolling of the eyes, v
abnormal muscular stiffness/body
movements/ shaking
Rare Eye problems such as blurred vision (4
Immediate allergic reaction and v
symptoms such as swelling of the
mouth, throat, difficulty in breathing,
rash, hives, increased heart rate
Very Rare | Eye problems such as temporary (4
blindness

This is not a complete list of side effects. For any unexpected effects while taking
Ondansetron Injection, USF, contact your doctor or pharmacist.

HOW TO STORE IT

Ondansetron Injection, USP should be stored between 15 and 30°C.

Ondansetron Injection should not be frozen and should be protected from light.
Ondansetron Injection must not be autoclaved.

Intravenous solutions should be prepared at the time of infusion. Ondansetron Injection,
when diluted with the recommended intravenous solutions, should be used within

24 hours if stored at room temperature or used within 72 hours if stored in a
refrigerator, due to possible microbial contamination during preparation.

REPORTING SUSPECTED SIDE EFFECTS

To monitor drug safety, Health Canada through the Canada Vigilance Program
collects information on serious and unexpected side effects of drugs. If you
suspect you have had a serious or unexpected reaction to this drug, you may
notify Canada Vigilance:

By toll-free telephone:
By toll-free fax:

866-234-2345
866-678-6789

Online: www.healthcanada.gc.ca/medeffect
By email: CanadaVigilance@hc-sc.gc.ca

By regular mail:

Canada Vigilance National Office

Marketed Health Products Safety and Effectiveness Information Bureau
Marketed Health Products Directorate

Health Products and Food Branch

Health Canada

Tunney’s Pasture, AL 0701C

Ottawa ON K1A 0K9

NOTE: Should you require information related to the management of the side
effect, please contact your health care provider before notifying Canada
Vigilance. The Vigilance Program does not provide medical advice.

MORE INFORMATION

Remember: This medicine is for you. Only a doctor can prescribe it for you. Never give
it to someone else. It may harm them even if their symptoms are the same as yours.

This leaflet does not contain the complete information about your medicine. If any
questions remain unanswered or you are not sure about something, you should ask
your doctor or pharmacist.

You may want to read this leaflet again. Please Do Not Throw It Away until you have
finished your medicine.

This document plus the full product monograph, prepared for health professionals, can
be requested from: PHARMACEUTICAL PARTNERS OF CANADA INC., 45 Vogell Road,
Suite 200, Richmond Hill, ON L4B 3P6 1-877-821-7724

" Infusion of 32 mg Ondansetron Injection should take place over a period of not less than 15 minutes,
because of increased risk of blurred vision.

PHARMACEUTICAL PARTNERS OF CANADA INC.
45 Vogell Road, Suite 200
Richmond Hill, ON L4B 3P6

[2] 1-877-821-7724
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