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l. INTRODUCTION

Based on the review of the quality, safety and efficacy data, the Member States have granted a
marketing authorisation for Ondansetron Accord 4 mg and 8 mg Solution for Injection/Infusion,
from ACCORD HEALTHCARE, S.L.U.

The product is indicated for:

Adults:
Management of nausea and vomiting induced by cytotoxic chemotherapy and radiotherapy,
Prevention and treatment of post-operative nausea and vomiting (PONV).

Paediatric Population:

Management of chemotherapy-induced nausea and vomiting in children aged >6 months.

No studies have been conducted on the use of orally administered ondansetron in the prevention
and treatment of PONV. For prevention and treatment of post-operative nausea and vomiting
in children aged > 1 month i.v. injection is recommended.

A comprehensive description of the indications and posology is given in the SmPC.

The marketing authorisation has been granted pursuant to Article Art 10(3) — hybrid application
of Directive 2001/83/EC.

1. QUALITY ASPECTS

1.1 Introduction

The finished product is presented as solution for injection/infusion in pre-filled syringe
containing 2 mg and 4 mg of the active substance ondasentron (as ondansentron hydrochloride
dihydrate). The concentration of the solution, 2 mg/mL, is the same for both strengths and they
differ in the volume of solution in the syringe (2 mL and 4 mL). The maximum daily dose is
32 mg of ondansentron.

The product is available in type | amber glass prefilled syringe.

1.2 2.2Drug Substance
Drug substance

The CEP procedure has been used to support the quality of the active substance.
General Information

Nomenclature:

INN: Ondansetron

Chemical name: (3RS)-9-Methyl-3-[(2-methyl-1H-imidazol-1-yl)methyl]-1,2,3,9-tetrahydro-
4H-carbazol-4-one hydrochloride dihydrate
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CAS-No: 103639-04-9

Structure:

~ /SN, Hl
N

and enantiomer

2 H,0

General Properties:

White or almost white powder, sparingly soluble in water, soluble in methanol, sparingly
soluble in ethanol (96 per cent), slightly soluble in methylene chloride.

Manufacture, process controls and characterisation

As CEP procedure is used, information on manufacture, process controls and characterisation
of the active substance has been assessed by EDQM.

Specification, analytical procedures, batch analysis

Active substance specifications are in accordance with Ph. Eur. monograph and additional
relevant tests are included

Container closure system

As CEP procedure is used, information on packaging material of active substance has been
assessed by EDQM.

Stability

Re-test period is included in the CEP. Stability studies have been assessed by EDQM.

1.3 Medicinal Product
Description of the product

The finished product is presented as a solution for injection/infusion in pre-filled syringe
containing 2 mg and 4 mg of the active substance ondasentron (as ondansentron hydrochloride
dihydrate). The concentration of the solution, 2 mg/mL, is the same for both strengths and they
differ in the volume of solution in the syringe (2 mL and 4 mL). The maximum daily dose is
32 mg of ondansentron. The other components of the medicinla product are sodium citrate,
sodium chloride, sodium hydroxide/hydrochloric acid (for pH adjusting) and water for
injection.

The product is available in type | amber glass prefilled syringe.

Pharmaceutical Development

The development of the product has been described, the choice of excipients is justified and
their functions explained.

The physicochemical characteristics of the active substance that may affect the pharmaceutical
form are identified and their control strategy is justified.

The proposed method of sterilization has been appropriately justified.
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Manufacture of the product

The manufacturing process is fully described and in-process controls are appropriate
considering the nature of the product and the manufacturing process. The industrial batch size
is well-defined.

Sufficient validation data are provided.

Excipients

Excipients used are well known and of appropriate quality.

None of the excipients is of animal origin.

Product specification, analytical procedures, batch analysis

The finished product specifications are adequate to control the finished product. Provided
description and validation data for the analytical methods are adequate. Batch analysis data
have been submitted and the results show that the finished product meets the proposed release
specification.

Container closure system

The finished product is packaged in type | amber glass prefilled syringes. The choice of the

container closure system is justified considering the nature of the finished product. Compliance
with the relevant requirements and/or regulations is confirmed.

Stability

Stability studies have been performed in accordance with current guidelines. The proposed
protocol is considered adequate. The packaging material is the same as that intended for
marketing. Proposed shelf-life and storage conditions are properly established.

Shelf-life: 3 years.
Storage conditions: Does not require special storage conditions.

In-use shelf life: Use immediately after opening.

1. NON-CLINICAL ASPECTS

I11.1  Critical evaluation of the Non-Clinical Overview
Pharmacodynamic, pharmacokinetic and toxicological properties of ondansetron hydrochloride
dihydrate are well known. As ondansetron hydrochloride dihydrate is a widely used, well-
known active substance, the applicant has not provided additional studies, and further studies
are not required. Overview based on literature review is, thus, appropriate.

I11.2  Ecotoxicity/environmental risk assessment (ERA)
Since Ondansetron 4 mg and 8 mg solution for injection/infusion in pre-filled syringe is

intended for generic substitution, this will not lead to an increased exposure to the environment
and therefore, additional ERA studies are not deemed necessary.

PAR Scientific discussion 4/8



IV.  CLINICAL ASPECTS

V.1 Introduction

Ondansetron is a potent, highly selective 5HT3 receptor-antagonist. Its precise mode of action
in the control of nausea and vomiting is not known.

Chemotherapeutic agents and radiotherapy may cause release of 5HT in the small intestine
initiating a vomiting reflex by activating vagal afferents via 5SHT3 receptors. Ondansetron
blocks the initiation of this reflex.

Activation of vagal afferents may also cause a release of 5HT in the area postrema, located on
the floor of the fourth ventricle, and this may also promote emesis through a central mechanism.
Thus, the effect of ondansetron in the management of the nausea and vomiting induced by
cytotoxic chemotherapy and radiotherapy is probably due to antagonism of 5HT3 receptors on
neurons located both in the peripheral and central nervous system.

The mechanisms of action in post-operative nausea and vomiting are not known but there may
be common pathways with cytotoxic induced nausea and vomiting.

The Applicant did not conduct any clinical study to support this application.

IV.2  Pharmacokinetics
Clinical bioequivalence studies were not considered necessary in view of the fact that both the
reference product and the proposed product were aqueous parenteral solutions containing the
same active substance as the approved product.

Biowaiver

The qualitative composition was described in table below:

Components Ondansetron Accord | Zofran®
mg/mL mg/mL

Active Substance

Ondansetron Hydrochloride Dihydrate | 2.49

Ondansetron Hydrochloride 2.25

e.q to Ondansetron base 2.00 2.00

Excipients

Sodium chloride 9.00 \

Citric acid monohydrate 0.50 \

Sodium citrate dihydrate 0.25 \

Sodium Hydroxide g.s. to pH adjustment | -

Hydrochloric acid Concentrated g.s. to pH adjustment | -

Water for injections g.s.t0 1.0 mL \

According to the Guideline on the Investigation of Bioequivalence, a bioequivalence
study was not required for an aqueous parenteral solution with similar excipients in similar
amounts.

The applied product also contained qualitatively the same excipients in similar amounts
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as the reference product, with the exception of sodium hydroxide and hydrochloric acid,
which were used as pH-adjusting agents. The quantitative differences were not expected to
affect the bioavailability between the two products.

IV.3  Pharmacodynamics

Pharmacotherapeutic group: Antiemetics and antinauseants, Serotonin (5HT3) antagonists
ATC code: AO4AAAOQ1

Absorption
Following oral administration, ondansetron is passively and completely absorbed from the

gastrointestinal tract and undergoes first pass metabolism. Peak plasma concentrations of about
30ng/ml are attained approximately 1.5 hours after an 8 mg dose. For doses above 8 mg the
increase in ondansetron systemic exposure with dose is greater than proportional; this may
reflect some reduction in first pass metabolism at higher oral doses.

Mean bioavailability in healthy male subjects, following the oral administration of a single 8
mg tablet, is approximately 55 to 60%.

Bioavailability, following oral administration, is slightly enhanced by the presence of food but
unaffected by antacids.

A 4mg intravenous infusion of ondansetron given over 5 minutes results in peak plasma
concentrations of about 65 ng/ml. Following intramuscular administration of ondansetron, peak
plasma concentrations of about 25 ng/ml are attained within 10 minutes of injection.

Distribution

The disposition of ondansetron following oral, intramuscular (IM) and intravenous (1V) dosing
in adults is similar with a terminal half-life of about 3 hours and steady state volume of
distribution of about 140 L. Equivalent systemic exposure is achieved after intramuscular and
intravenous administration of ondansetron. Ondansetron is not highly protein bound (70-76%).

Elimination

Ondansetron is cleared from the systemic circulation predominantly by hepatic metabolism
through multiple enzymatic pathways. Less than 5% of the absorbed dose is excreted unchanged
in the urine The absence of the enzyme CYP2D6 (the debrisoquine polymorphism) has no effect
on ondansetron's pharmacokinetics. The pharmacokinetic properties of ondansetron are
unchanged on repeat dosing.

IV.4  Clinical efficacy and safety
The efficacy and safety of the active substance ondansetron (as ondansetron hydrochloride
dihydrate) are well established and documented for the reference medicinal product.

IV.5  Risk Management Plan
The MAH has submitted a risk management plan (version 1.1 signed 31 August 2019), in
accordance with the requirements of Directive 2001/83/EC as amended, describing the
pharmacovigilance activities and interventions designed to identify, characterise, prevent or

minimise risks relating to Ondansetron Accord® 4 mg/2 ml and 8 mg/ 4 ml solution for
injection/infusion in pre-filled syringe.
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The summary of safety concerns is as follows:

SUMMARY OF SAFETY CONCERNS
Important Identified Risks | Hypersensitivity

QT interval prolongation and Torsade de Pointes

Profound hypotension and loss of consciousness when
administered with apomorphine hydrochloride

Toxic skin eruption, including Toxic Epidermal Necrolysis
(TEN)

Important Potential Risks | Serotonin syndrome
Adverse birth outcome following use during pregnancy

Reduced clearance and prolonged half-life in patients with
hepatic impairment

Sub-acute intestinal obstruction in patients with impaired
gastrointestinal motility

Adverse events in breast-fed infants due to use of
ondansetron during lactation

Missing Information Safety in pregnant women

There are neither proposed additional pharmacovigilance activities nor proposed additional risk
minimisation measures planned Ondansetron Accord® 4 mg/2 ml and 8 mg/ 4 ml solution for
injection/infusion in pre-filled syringe.

IV.6  Discussion on the clinical aspects

Please refer to section 1V.2.

V. USER CONSULTATION

A user consultation with target patient groups on the package information leaflet (PIL) has been
performed on the basis of a bridging report making reference to:

- Parent PIL-1 = Zofran Injection 2 mg/ml, 2 ml & 4 ml

- Parent PIL-2 = Ondnansetron 2 mg/ml Solution for injection

- Daughter PIL = Ondansetron 4 mg/8 mg Solution for injection/infusion in pre-filled syringe

The bridging report submitted by the applicant has been found acceptable.
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VI. OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT AND
RECOMMENDATION

The quality of for Ondansetron Accord 4 mg and 8 mg solution for injection/infusion in pre-
filled syringe is considered adequate, there are no objections to the approval of this medicinal
product from a non-clinical and clinical point of view.

The efficacy and safety of the active substance for Ondansetron, have been sufficiently
demonstrated.

The product information is acceptable. The benefit/risk ratio is considered positive and
therefore authorisation is recommended.
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