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Date: 08/06/2022
This module reflects the scientific discussion for the approval of Levosulpiride Ferrer. The procedure was finalised at 02/11/2021.  For information on changes after this date please refer to the module ‘Update’.

I. Introduction

Based on the review of the quality, safety and efficacy data, the Member States have granted a marketing authorisation for Levosulpiride Ferrer, 25 mg Solution for injection/infusion from Ferrer Internacional S.A.. 

The product is indicated for:

· Short-term treatment of dyspeptic syndrome (anorexia, meteorism, sense of epigastric tension, postprandial headache, heartburn, belching, diarrhoea, constipation) from delayed gastric emptying linked to organic (diabetic gastroparesis, neoplasms, etc.) and/or functional factors (visceral somatisation in anxious-depressive subjects) in patients who have not responded to other therapy.

· Symptomatic and short-term treatment of vomiting and nausea induced by antiblastic drugs following failure of first-line therapy.

· Short-term and symptomatic treatment of dizziness, tinnitus and hearing loss and nausea associated with Ménière's disease.

A comprehensive description of the indications and posology is given in the SmPC.
The marketing authorisation has been granted pursuant to Article 10.1 generic application of Directive 2001/83/EC. 
The reference product is Levopraid produced by Teopharma S.r.l. Italy, registered since 20 November 1985.
The application for the Marketing Authorization was a Decentralised Procedure with Italy acting as the Reference Member State (RMS) and Malta as the only Concerned Member State (CMS). 
Levosulpiride Ferrer contains the active substance levosulpiride which belongs to the pharmacotherapeutic group: Psycholeptics, antipsychotics, benzamides ATC Code: N05AL07.

The biochemical, pharmacological and clinical data obtained with the two isomers of sulpiride indicate that the antidopaminergic activity, both centrally and peripherally, is due to the left-handed enantiomer.
According to the “Note for Guidance on the Investigation of Bioavailability and Bioequivalence CPMP/EWP/QWP/1401/98” no bioequivalence study is required. The applicant has submitted a justification for an exemption from bioequivalence study, which is accepted.
The RMS has been assured that acceptable standards of GMP are in place for this product type at all sites responsible for the manufacture and assembly of the product.

Regarding the statement on GMP for the active substance a suitable declaration is provided from the manufacturer responsible for manufacture of the finished product and batch release situated in the EU.
II. Quality aspects

II.1 Introduction

Levosulpiride Ferrer is formulated as solution for injection/infusion containing 25 mg/2 ml of levosulpiride and packed in glass ampoules.
II.2 Drug Substance

The active substance used in the manufacture of the applied finished product Levosulpiride Ferrer is levosulpiride (Sulpiride S-enantiomer) that is not described in the European Pharmacopoea.. 
An ASMF procedure was followed for levosulpiride.

INN: Levosulpiride

IUPAC Name: (S)-N-[(1-ethylpyrrolidin-2-yl)methyl]-2-methoxy-5-sulphamoylbenzamide

Other Chemical Name: 5-aminosulphonyl-N-(1-ethyl-pyrrolidin-2-ylmethyl)-2 methoxybenzamide

CAS Registry Number: 23672-07-3

Structure:
[image: image1.emf]
Chirality: Levosulpiride is the S-enantiomer of sulpiride. A chiral center is present in sulpiride

molecular structure, but the starting material and the route of synthesis used allow the formation of the S-enantiomer only (see structural formula above (S-enantiomer).

Relative molecular mass: 341.4

Molecular formula: C15H23N3O4S

Appearance: white crystalline powder

Melting Range: 184 – 189 °C

Solubility: practically insoluble in water, sparingly soluble in methanol, slightly soluble in alcohol and in methylene chloride; it dissolves in dilute solutions of mineral acids and alkali hydroxides.

Dissociation constant: pK1 = 9.00 - pK2= 10.19 (Merck Index)
Polymorphism: one polymorphic form is obtained with analytical data consistent with those reported in literature Arch. Pharm (Weinheim) 320, 859-861 (1987)

The product is not hygroscopic based on verification of water uptake.
The quality of the active substance has been adequately demonstrated and the stability proven. Levosulpiride is packed in double (low-density) polyethylene bag (primary packaging) placed in fiber drums (secondary packaging). A retest period of five years with no particular storage condition was accepted.
II.3 Medicinal Product

The medicinal product is supplied as solution for injection/infusion containing 25 mg/2 ml of levosulpiride and packed in glass ampoules.
The excipients are 2 N sulfuric acid, water for injections, sodium chloride.
The excipients and packaging are usual for this type of dosage form.
Pharmaceutical development

The development of the product has been described, the choice of excipients is justified and their functions explained.Compatibility studies with diluents have been provided, PI should be updated accordingly. 
Manufacturing Process
A narrative description of the full manufacturing process has been provided, accompanied by a flow chart describing each step of the process including in-process controls and showing at each stage where materials enter the process. IPCs and acceptance criteria are described.

The validation of the manufacturing process has been carried out on three industrial scale batches. Results are in accordance with the acceptance criteria. 
Excipients
Excipients are controlled according to the specifications defined in their corresponding European Pharmacopoeia monographs. 
Product specifications

The product specifications are adequate for the dosage form. 

The analytical methods have been adequately described and validated. Batch analytical data have been provided demonstrating compliance with the release specification.

The specified parameters are adequate to assure the quality of the drug product at release and throughout the shelf life. Validations of the analytical methods have been presented. Batch analysis has been performed on three batches. The batch analysis results show that the finished products meet the specifications proposed.
Packaging

The intended immediate packaging to be used for the proposed drug product is stated as type 1 clear glass ampoules.
Stability

The conditions used in the stability studies are according to the ICH stability guideline. The control tests and specifications for drug product are adequately drawn up. Stability studies following dilution are provided.

The proposed shelf-life of 48 months without any special storage conditions for the drug product is considered acceptable.

II.4 Discussion on chemical, pharmaceutical and biological aspects

The quality characteristics of Levosulpiride Ferrer 25 mg solution for injection/infusion are well defined and controlled. The specifications and batch analytical results indicate consistency from batch to batch. There are no outstanding quality issues that would have a negative impact on the benefit/risk.
III. Non-clinical aspects

Pharmacodynamic, pharmacokinetic and toxicological properties of levosulpiride are well known. This product is a generic formulation of Levopraid, which is available on the European market. No new preclinical data have been submitted and further studies are not required. This is acceptable for this type of application.

III.1 Ecotoxicity/environmental risk assessment (ERA)

Since Levosulpiride Ferrer is intended for generic substitution, this will not lead to an increased exposure to the environment. An environmental risk assessment is therefore not deemed necessary. 

IV. Clinical aspects

IV.1 Introduction

This abridged application is submitted as a generic application under article 10(1) of Directive 2001/83/EC.  

According to CPMP/EWP/QWP/1401/98Rev1/Corr** an application is made for a bio-exemption, since Levosulpiride 25mg solution for injection/infusion:

Intravenous route

• Consists of aqueous solutions.

• Contains the same active substance and at the same concentrations as the approved reference product.

• Does not contain excipients that interact with the active substance or affect its availability.

Intramuscular route

• Consists of aqueous solutions.

• Contains the same active substance and at the same concentrations as the reference products.

• Contains identical amounts of the same excipients as the reference product, as the manufacturer proposed is the same as that of the reference product.
As this application is made based on Article 10 (1) of the Directive 2001/83/EC, no additional pharmacology, toxicology or clinical studies have been performed.

IV.2 Clinical efficacy/safety
Efficacy and safety of Levosulpiride in the proposed indications are known and assessed as being scientifically based considering recent knowledge, guidelines, and recommendations.

The safety profile of the test product is comparable with the safety profile of the reference product.

IV.3 Risk Management Plan

The MAH has submitted a risk management plan, 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 Levosulpiride Ferrer.
- Summary table of safety concerns as approved in RMP
	Important identified risks
	None

	Important potential risks
	None

	Missing information
	None


IV.4 Discussion on the clinical aspects
The product proposed for marketing authorisation is an aqueous solutions intended for intravenous or intramuscular administration containing the same active substance in the same concentration as the reference product. 

According to the Note for Guidance on the Investigation of Bioavailability and Bioequivalence (CPMP/EWP/QWP/1401/98) no bioequivalence studies are required.

Thus, all data regarding safety and efficacy available of the reference medicinal product also apply for this application. 

The clinical overview on the clinical pharmacology, efficacy and safety is adequate.

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 Levopraid®, National procedure number 026009023.  The bridging report submitted by the applicant has been found acceptable.

VI. Overall conclusion, benefit/risk assessment and recommendation

According to CPMP/EWP/QWP/1401/98Rev1/Corr** an application for a bio-exemption was submitted for the test product Levosulpiride Ferrer 25 mg Solution for injection/infusion.
The quality of the active substance and the finished product has been adequately demonstrated. Benefit risk assessment is positive.
The following post-approval commitments not falling under Article 21a or 22 have been made during the procedure:

	Description
	Due date

	The Applicant has made a commitment to provide the supplier’s declaration containing information on the elements intentionally added on the excipient sulphuric acid or, alternatively, data on two further batches of the finished product covering all the 24 elemental impurities
	six months after the end of the procedure.

	The Applicant has made a commitment to provide data on two further batches of the finished product on nitrosamine impurities, supporting the no risk conclusion of the risk evaluation
	six months after the end of the procedure
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