) NOVARTIS

2020 yn
,n/T221 n/npin ,n/Ta01 n/XON
Zofran Tablets 4mq, 8mq, Film-coated tablets :imn
NIvIXN NI'720 ,2"n8-12"n4 nir'nav oIt
ININAD NI'INAY 7XW DIV [IMAY DY'YONN
Adults:

Zofran is indicated for the management of nausea and vomiting induced by cytotoxic
chemotherapy and radiotherapy.

Zofran is indicated for the prevention and treatment of post-operative nausea and vomiting
(PONV).

Paediatric Population:
Zofran is indicated for the management of nausea and vomiting induced by cytotoxic
chemotherapy (CINV).
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4.4 Special warnings and precautions for use

The development of serotonin syndrome has been reported with 5-HT3 receptor antagonists.
Most reports have been associated with concomitant use of serotonergic drugs (e.g., selective
serotonin reuptake inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors
(SNRIs), monoamine oxidase inhibitors, mirtazapine, fentanyl, lithium, tramadol, and
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intravenous methylene blue). Some of the reported cases were fatal. Serotonin syndrome
occurring with overdose of Zofran alone has also been reported. The majority of reports of
serotonin syndrome related to 5-HT3 receptor antagonist use occurred in a post-anesthesia
care unit or an infusion center.

Symptoms associated with serotonin syndrome may include the following combination of
signs and symptoms: mental status changes (e.g., agitation, hallucinations, delirium, and
coma), autonomic instability (e.q., tachycardia, labile blood pressure, dizziness, diaphoresis,
flushing, hyperthermia), neuromuscular symptoms (e.g., tremor, rigidity, myoclonus,
hyperreflexia, incoordination), seizures, with or without gastrointestinal symptoms (e.q.,
nausea, vomiting, diarrhea). Patients should be monitored for the emergence of serotonin
syndrome, especially with concomitant use of Zofran and other serotonergic drugs. If
symptoms of serotonin syndrome occur, discontinue Zofran and initiate supportive treatment.
Patients should be informed of the increased risk of serotonin syndrome, especially if Zofran
is used concomitantly with other serotonergic drugs (see sections 4.5 and 4.9).

4.5 Interaction with other medicinal products and other forms of Interaction

Serotonergic Drugs: Serotonin syndrome (including altered mental status, autonomic

instability, and neuromuscular symptoms) has been described following the concomitant use
of 5-HT 3 receptor antagonists and other serotonergic drugs, including selective serotonin
reuptake inhibitors (SSRIs) and serotonin and noradrenaline reuptake inhibitors (SNRIs) (see

section 4.4).

4.6  Fertility, pregnancy and lactation
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Based on human experience of epidemiological studies, ondansetron is suspected to cause

orofacial malformations when administered during first trimester of pregnancy.

In one cohort study including 1.8 million pregnancies, first trimester ondansetron use was
associated with an increased risk of oral clefts (3 additional cases per 10,000 women treated;
adjusted relative risk, 1.24 (95% CI 1.03 to 1.48).
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The available epidemiological studies on cardiac malformations show conflicting
results. Animal studies do not indicate direct or indirect harmful effects with respect to
reproductive toxicity.

The use of ondansetron in pregnancy is not recommended.

Fertility

There is no information on the effects of ondansetron on human fertility

4.8 Undesirable effects

Nervous system disorders: Rare: Dizziness predominantly during rapid IV administration.
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Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Any suspected
adverse events should be reported to the Ministry of Health according to the National Regulation
by using an online form
https://sideeffects.health.gov.il

4.9 Overdose

Symptoms and signs

Paediatric cases consistent with serotonin syndrome have been reported after
inadvertent oral overdoses of ondansetron (exceeding estimated ingestion of 5 mg/kq)
in young children. Reported symptoms included somnolence, agitation, tachycardia,
tachypnea, hypertension, flushing, mydriasis, diaphoresis, myoclonic movements,
horizontal nystagmus, hyperreflexia, and seizure. Patients required supportive care,
including intubation in some cases, with complete recovery without sequelae within 1
to 2 days.

Treatment

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

Further management should be as clinically indicated or as recommended by the poisons
centre, where available.

5.2 Pharmacokinetic properties

Children and Adolescents (aged 1 month to 17 years)

Population pharmacokinetic analysis was performed on 428 subjects (cancer patients, surgery
patients and healthy volunteers) aged 1 month to 44 years following intravenous administration
of ondansetron. Based on this analysis, systemic exposure (AUC) of ondansetron following

Novartis Israel Ltd.
6 Tozeret Haaretz St., Tel-Aviv . '
P.0.B 7126, Tel-Aviv, Israel TRN6 1A NN M

Tel: 972-3-9201111 Fax: 972-3-9229230 6744129,2038-on 7126 7.0
03-9229230 :075 039201111 7030

A"Ya HRWS oowman

Page 4 of 7



) NOVARTIS

oral or IV dosing in children and adolescents was comparable to adults, with the exception of
infants aged 1 to 4 months. Volume was related to age and was lower in adults than in infants
and children. Clearance was related to weight but not to age with the exception of infants aged
1 to 4 months. It is difficult to conclude whether there was an additional reduction in clearance
related to age in infants 1 to 4 months or simply inherent variability due to the low number of
subjects studied in this age group. Since patients less than 6 months of age will only receive a
single dose in PONV a decreased clearance is not likely to be clinically relevant.
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