



PUBLIC ASSESSMENT REPORT

of the State Institute for Drug Control in the Slovak Republic
Tiaprid Pharmagen 100 mg tablets
tiapride hydrochloride

MAH: PHARMAGEN s.r.o., Slovak Republic
This assessment report is published by the SIDC pursuant Article 21 (3) and (4) of Directive 2001/83/EC. The report comments on the registration dossier that was submitted to the SIDC and its fellow –organisations in all concerned EU member states. 

It reflects the scientific conclusion reached by the SIDC and all concerned member states at the end of the evaluation process and provides a summary of the grounds for approval of a marketing authorisation. 

This report is intended for all those involved with the safe and proper use of the medicinal product, i.e. healthcare professionals, patients and their family and carers. Some knowledge of medicines and diseases is expected of the latter category as the language in this report may be difficult for laymen to understand.


This assessment report shall be updated by a following addendum whenever new information becomes available.

General information on the Public Assessment Reports can be found on the website of the SIDC – www.sukl.sk

To the best of the SIDC’s knowledge, this report does not contain any information that should not have been made available to the public. The MAH has checked this report for the absence of any confidential information.

EU-procedure number: SK/H/0136/001/DC
Registration number in the Slovak Republic: 68/0232/12-S
Date: 11.05.2012
Pharmacotherapeutic group:
 Antipsychotics, benzamides
ATC code:
 N05AL03
Route of administration:
 Oral route

Therapeutic indications:                       Behaviour disorders in elderly patients with dementia

                                                                 Behaviour disorders during alcohol withdrawal:

                                                                  -acute delirious syndrome

                                                                  -withdrawal syndrome

                                                                 Serious chorea by Huntington´s disease

Prescription status:


Medicinal product subject to medical prescription

Date of first authorisation (national):
30.04.2012
Application type/legal basis:
 Directive 2001/83/EC, Article 10(1)
For product information for healthcare professionals (SPC) and users (PIL), including information on pack sizes and presentations see www.sukl.sk
I INTRODUCTION

Based on the review of the quality, safety and efficacy data, the Slovak Republic, Lithuania, Poland, Portugal and Romania have granted a marketing authorisation for Tiaprid Pharmagen 100 mg tablets, from PHARMAGEN s.r.o., Piešťany, Slovak Republic. The first date of authorisation was on 30.04.2012 in Slovak Republic. The product is indicated for the treatment of behaviour disorders in elderly patients with dementia, behaviour disorders during alcohol withdrawal (acute delirious syndrome, withdrawal syndrome) and for the treatment of serious chorea by Huntington´s disease.
A comprehensive description of the indication and posology is given in the SPC. 

The marketing authorisation is granted based on Article 10(1) of Directive 2001/83/EC. 

It concerns a generic application claiming essential similarity with the innovator (original) product Tiapridal 100 mg tablets by Sanofi-Aventis FRANCE registered in EU since 27.07.1988. 

For this kind of applications, it has to be demonstrated that the pharmacokinetic profile of the product is similar to the pharmacokinetic profile of the reference product. The applicant has submitted one bioequivalence study in which the pharmacokinetic profile of the product is compared with the pharmacokinetic profile of the reference product Tiapridal 100 mg tablets registered in EU. A bioequivalence study is the widely accepted means of demonstrating that difference of use of different excipients and different methods of manufacture has no influence on efficacy and safety. The bioequivalence has been demonstrated in line with CPMP/EWP/QWP/1401/98 Guideline on the investigation of bioequivalence.The conclusion is that the generic product can be used instead of its reference product.
Generic applications 10 (1)

No new pre-clinical and clinical studies were conducted, which is acceptable for this abridged application.

II SCIENTIFIC OVERVIEW AND DISCUSSION

II.1 Quality aspects

Compliance with Good Manufacturing Practice

The SIDC has been assured that acceptable standards of GMP (Good Manufacturing Practice, see Directive 2003/94/EC) are in place for these product types, for the manufacturing of the drug substance as well as for the manufacturing and assembly of the drug product prior to granting its national authorisation. 

The certificate on GMP compliance has been submitted.

Active substance and excipients

Tiapride hydrochloride is currently described in the monograph No. 01/2008:1575 in Ph. Eur.

Tiapride hydrochloride is white or almost white crystalline powder. It is very soluble in water, soluble in methanol and slightly soluble in ethanol. It has characteristic crystalline form, consistency of crystalline form has been confirmed by X-ray and IR spectra from 3 production batches.

Tiapride hydrochloride specifications are in compliance with the Ph. Eur. monograph.

Re-test period is 60 months.
The excipients are commonly used, their function has been described and the quality has been proved according to Ph. Eur. particular monographs. No colouring agents have been used. Drug product is intended to be used in pediatric field and no colouring agent is in compliance with reflection paper EMEA/CHMP/PEG/194810/2005.  

Medicinal Product 

Composition 

Drug product under registration is tablet containing 100 mg of tiapride hydrochloride, almost white round cross scored, with 9.5 mm in diameter and average weight of 200 mg.

The active substance tiapride is present as hydrochloride salt. Mannitol, granulated microcrystalline cellulose, Povidone 25, sodium starch glycolate (type A), sillica colloidal anhydrous, magnesium stearate and purified water are used as excipients.  

Pharmaceutical development 

The objective of the development phase has been to develop a solid dosage form for oral administration, using a simple, robust and economical technology, which can ensure good drug product stability and essential similarity to the reference product.

Manufacturing process and quality control of the medicinal product

The wet granulation method has been chosen because of the chemical and physical properties of the drug substance. The simple and more uniform compressing process was anticipated. According to the applicant the average content of drug substance in the final blend and compressing of tablets are the critical steps of the manufacturing process.

For control of drug product a suitable list of tests with appropriate limits has been set and approved. The product specifications cover appropriate parameters for this dosage form. Validations of the analyticall methods have been presented. The batch analysis results show that the finished products meet the specifications proposed.

Stability tests on the finished product 

Stability data on the product have been provided for three batches, that have been tested in long-term (25°±2°C/60%±5% RH), intermediate (30°±2°C/65%±5% RH) and accelerated (40°±2°C/75%±5% RH) conditions. Bearing in mind the results, the storage time (shelf-life) can be confirmed up to 36 months with recommendation: "Store in an original packaging at a temperature up to 25°C".

II.2 Non clinical aspects 

Pharmacodynamic, pharmacokinetic and toxicological properties of tiapride hydrochloride are well known. As tiapride hydrochloride 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. The non-clinical overview on the pre-clinical pharmacology, pharmacokinetics and toxicology is adequate.
Environmental risk assessment

The applicant provided a statement that the application is a generic application and that the product being subject of the application may replace other tiapride containing medicinal products already marketed, but will not increase the overall use of this compound to a relevant extent. Therefore an environmental risk assessment is not deemed necessary.
II.3 Clinical aspects
Clinical studies
To support the application, the applicant has submitted one clinical trial under the name “Open label, two-period, two-sequence, two-way crossover, controlled, randomized, single dose bioequivalence study of Tiapride 100 mg PMCS tablets (test formulation) vs. equal dose of Tiapridal 100 mg tablets (reference formulation) in healthy male volunteers under fasting conditions” (study code T01-BESD-02-PMD/08). 

The design of the study is acceptable, wash-out period of 8 days is acceptable for tiapride (T1/2 = 4 hrs). Based on pharmacokinetic profile of tiapride the blood-drawing scheme is sufficient. As there are no recommendations concerning intake of tiapride with or without food, one study in fasting state is sufficient. Documentation encloses a statement, that the study was conducted in accordance with GCP.

Results
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Based on the results of the bioequivalence study, it may be concluded that the test Tiaprid Pharmagen 100 mg (PRO.MED.CS Praha a.s., Czech Republic) and the reference Tiapridal (sanofi-aventis s.r.o., Praha, Czech Republic) are bioequivalent. The 90% CI for AUC0-T, AUC0-inf, and Cmax were all within the acceptance range of 80-125%. The bioequivalence has been demonstrated in line with CPMP/EWP/QWP/1401/98 Guideline on the investigation of bioequivalence.

Additional data

Applicant provided comparison of dissolution profiles of Tiaprid Pharmagen 100 mg and Tiapridal 100 mg tablets at three different pH values. The dissolution profiles of the two tested tiapride formulation were not similar. The f2 values calculated reveal no similarity of the dissolution profiles in any of the dissolution medium. However, the bioequivalence of the both investigated biobatches was demonstrated in vivo (for results see Module 5). In accordance with the EMA Guideline on the investigation of bioequivalence (CPMP/QWP/EWP/1401/98 Rev. 1/Corr**) in the event that the results of comparative in vitro dissolution of the biobatches do not reflect bioequivalence as demonstrated in vivo the latter prevails.
The description of Pharmacovigilance system of MaH covers all required components and procedures for routine Pharmacovigilance activities. System seems to be organised.
Routine Pharmacovigilance and submission of PSURs in intervals harmonised with original product can be accepted for tiapride tablets. 

Quality of clinical studies, compliance with GCP

The SIDC has been assured that GCP (Good Clinical Practice, see Directive 2005/28/EC) standards were followed in an appropriate manner in the studies conducted.

III OVERALL CONCLUSION AND BENEFIT-RISK ASSESSMENT 

This is a generic product, with similar benefit/risk ratio as the reference product. There are no major concerns regarding the quality and safety of this medicinal product. 

Bioequivalence has been shown to be in compliance with the European guidance documents. The SPC is consistent with that of the reference product. 

The MAH has provided written confirmation that systems and services are in place to ensure compliance with their pharmacovigilance obligations. 

The State Institute for Drug Control followed the advice of the assessors. No discussion in a SIDC meeting was deemed necessary. On the basis of the data submitted, the SIDC considered that the applicant had demonstrated bioequivalence for Tiaprid Pharmagen 100 mg tablets with the reference product and has therefore granted a marketing authorisation.

The Member States recognised the Slovak assessment of the marketing authorisation application. There was no discussion in the CMD(h). Agreement between Member States was reached during a written procedure.

List of abbreviations

ATC


Anatomical Therapeutic Chemical classification
CHMP
   Committee for Medicinal Products for Human Use 

CMD(h)

Coordination group for Mutual recognition and Decentralised procedure for 

 human medicinal products, CMD(h), 

EU


European Union

GMP


Good Manufacturing Practice

MAH


Marketing Authorisation Holder

PAR


Public Assessment Report

Ph.Eur.


European Pharmacopoeia

PIL


Product Information Leaflet

SIDC


State Institute for Drug Control 

SPC


Summary of Product Characteristics

1 of 5

[image: image3.png]sipc-©



